Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

Clinical Study Protocol

Drug Substance Capivasertib (AZD5363)
Study Code D361 SCO0001

Version 4.0

@ Date 07 February 2022

A S Double-blind Randomised Study Assessing the Efficacy and
Safe pivasertib + Fulvestrant Versus Placebo + Fulvestrant as
Trea ally Advanced (Inoperable) or Metastatic Hormone

Receptor Po uman Epidermal Growth Factor Receptor 2 Negative

(HR+/HER2-)Brea ncer Following Recurrence or Progression On or
After Treat ith an Aromatase Inhibitor (CAPItello-291)

Sponsor:

AstraZeneca AB, S-151 85 Sodertdlje, Sw

AstraZeneca K.K.. 3-1, Ofuka-cho, Kita-ku, ;ll Japan.

Regulatory Agency Identifying Number(s): *

EudraCT number: 2019-003629-78 {S\
IND mumber: 118046 C’/

CONFIDENTIAL AND PROPRIETARY 1 of 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZDS363) - D3615C00001

VERSION HISTORY

Sections 1.2,1.3,4.1,9.2,9.4, 9.5, 9.5.1 and 9.6: Removal of the interim PFS analysis
for the overall population to align with the change to the dual primary endpoints of PFS
in the overall population and PIK3CA/AKT1/PTEN-altered sub-group.

Sections 1.2, 3.1, 4.1 and 9.2 : Clanification of primary objectives. The study was
designed with an alpha split between the overall population and the
PIK3CA/AKT1/PTEN-altered subgroup, however, only the overall population was
defined as the primary endpoint. To render the nomenclature consistent with the intent
of the multiple testing procedure, the primary objective has been renamed as dual
primary, i.e. PFS in the overall population and in the PIK3CA/AKT1/PTEN-altered sub-

group.

Section 1.2 and 3.2: Duplication of all secondary objectives (except PK), 1.e. to be
assessed in both the overall population and the PIK3CA/4KT1/PTEN-altered subgroup,
to align with the dual primary endpomts.

Section 1.2, 4.4, 9.2, 9.4 and 9.5.1: Clarification of the data cut-off trigger for primary
PFS analysis as well as OS interim and final analysis; to align with the dual primary

endpoints, the triggers of these DCOs are to be based on reaching the prespecified
maturity both in the overall population and the PIK3CA/AKT1/PTEN-altered subgroup.

Section 1.2 and 9.4.4: Update of MTP. With the removal of PFS interim analysis, the
0.1% alpha onginally reserved for the interim PFS analysis 1s now allocated to test PFS
m the overall population. To maximise the chance of success in PFS in the
PIK3CA/AKTI/PTEN-altered subgroup, the MTP has been updated to allow alpha
recycling from PFS in the overall population to the PIK3CA/AKT1/PTEN-altered
subgroup, with Spiessen Debois approach applied to the PIK3CA/AKT1/PTEN-altered
subgroup using the correlation between overall population and the
PIK3CA/AKTI1/PTEN-altered subgroup. The testing sequence of the key secondary
endpoints has been amended to follow the following hierarchical order: OS in the
PIK3CA/AKTI1/PTEN-altered subgroup, OS in the overall population, ORR in the
overall population, ORR in the PIK3CA/AKTI/PTEN-altered subgroup.

Section 9.2: Updates to study design characteristics table 13 and table 14 to reflect the
updates to the MTP.
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Section 9.6: The definition of altered subgroup China FAS and China altered subgroup
safety analysis set has been added along with an updated timing for the China efficacy
analysis to align with the updated planned analysis for the global cohort.

Version 3.0, 29 June 2021

Sections 1.2, 3.2, and 9.4.1.8, Appendix J: Clanfied defimtion of tyax.

Sections 1.2 and 9.3: Clarified the FAS is to comprise patients randomised into the
study, excluding patients randomuised in China after the global cohort LPFV.

Section 9.6: Removed reference to Asian population analyses.

Version 2.0, 03 June 2021

Section 1.1: Included smoking history at screening in Schedule of assessments

Section 1.1: Added further clarification of visit windows in Schedule of assessments

and throughout the protocol, where applicable. Updated the visit window for PRO
assessments for the discontinmation of study treatment visit and the progression visit.

Sections 1.1 and 8.1.7.8: Clanfied that PRO devices must be functional at baselme
visit to ensure the assessments can be completed. Clarified text throughout on use of
ePRO devices and how PRO questionnaires should be completed.

Sections 1.1 and 8.7.1.3: Clanfied that results of central testing of the optional fumour
biopsy collected at disease progression will be provided to the investigator, if available.

Section 1.1: Added collection of circulating soluble factor, whole blood DNA sample,
and whole blood RNA samples at discontinuation of IMP if it falls on a different
visit/time than progression.

Sections 1.1, 1.2, 5.1, and 6.5.1: Updated administration of LHRH agonist in pre- or
peri-menopausal women must start prior to or on Cycle 1, Day 1.

Section 1.1: Clarified that if fulvestrant and capivasertib/placebo are both discontinued
at the same tune as progression, the discontinuation visits are combined and the

optional biopsy 1s completed, 1f applicable.

Sections 1.2 and 3.2: Clarified secondary objective for PK to evaluate the PK of
capivasertib (when given in combination with fulvestrant).
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Sections 1.2 and 9.3: Clarified FAS to comprise patients randomised into the study
prior to global cohort LPFV; clarified the Safety Analysis Set will also include patients
who receive only fulvesirant and these patients will be included in the treatment arm to
which they were randomised; clarified the Altered Subgroup FAS will include patients
with a result from a valid biomarker test as pre-specified in the SAP.

Sections 1.2 and 9.6: Clanfied the China cohort.

Sections 2.3.3 and 4.5: Added text for impact of COVID-19 on the study conduet.

Section 5.1: Clarified Inclusion criterion for confirmation of breast cancer HER2-

Section 5.1: Clarified Inclusion criterion of metastatic or locally advanced disease with
radiological or objective evidence of disease progression (the cancer should have
shown progression during or after most recent therapy).

Section 5.2: Clarified Exclusion criterion for cardiac criteria as QT interval corrected
by Fridericia’s formula.

Section 5.2: Clarified Exclusion criterion for severe or uncontrolled systemic diseases
(as mdged by the investigator) to include those with confirmed COVID-19, for
example.

Section 5.2: Clarified Exclusion criterion for participation in another clinical study and
to clanfy vaccines for COVID-19 are not considered investigational agents.

Sections 1.1, 5.3.3, and 8.2.1: Updated that FSH and oestradiol will be monitored at
screening, at Day 1 of each cycle, and when climically indicated i pre- and peri-
menopausal women (per Inclusion criteria) and only at screening and when cliically
mdicated n some post-menopausal women.

Section 6.1.1: Clarified the treatment administered to dosing of capivasertib/placebo
400 mg BD (2 tablets of 200 mg taken twice a day = total daily dose 800 mg)

Sections 5.2 and 6.5.1: Added clarification that authorised/approved COVID-19
vaccines are allowed concomitant therapy.

Section 8.2.1: Removed testosterone from safety laboratory vanables testing as this is
no longer a safety requirement for capivasertib.

Section 8.2.3: Updated Vital signs subsection to include respiratory rate.
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Section 8.3.10: Added a subsection for Adverse Events of Special Interest.

Section 8.7.1: Clanfied text regarding tumour tissue sampling, including a clanfication
for archival bone biopsies and analysis results of the optional tumour biopsy will be
provided to the investigator, if available.

Section 9.4.4: Added text to specify the hierarchical testing order to test secondary
endpoints after OS.

Appendix D and Sections 5.2, 6.5.2: Added MATEI and OCT2 transporter substrates
under the appendix of drugs that may be influenced by capivasertib. Removed the
restriction of CYP2D6 and CYP2C9 substrates.

Appendix K and L: Added new appendices for changes related to mitigation of study
disruptions and guidance for the COVID-19 outbreak.

Version 1.0, 04 November 2019

Tnitial creation

This Clinical Study Protocol has been subjected to peer review according to AstraZeneca
Standard procedures. The Clinical Study Protocol 1s publicly registered and the results are

disclosed and/or published according to the AstraZeneca Global Policy on Bioethics and n
compliance with prevailing laws and regulations.
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Table 1 Schedule of assessments (SoA)
Post- Survival Details in
) Progres-
Discontinuation® treatment sion Tollow- | CSP section
Cyvele 1* Cycle 2% | Cyele 3¢ follow-up up or appendix
Screen
- Capivasertib’ a0 days Everv §
Fulvestrant Apivaserit after last Very
placeho weeks
dose
Week 3 1 3 1
Day of week -18to 0 1 4 1 1 1
Visit window (da;l.‘s.)b I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7
Section 5.1,
Infonmed consent X ,
Appendix C
. . . Sections
Incluzion/excluzion criteria X 1852
Section
Prepare eFRO device?

P 8.1.7.8
Train patient on eFRO Section
device* 8178
Rontine climical pmr:edm'esf
Demography/baseline

L. X
characteristics

. Sections
— . .

Medical/surgical history X 51853
Smoking history X
Previous cancer therapy X Section 5.2
BRCAIL/Z status (local x
festing), if available
Concomitant medication X At every study visit Section 6.5
f{;ﬁ;&."ﬂu‘}[ﬂ perfonmance x x ¥ x ¥ x x ¥ Appendix B
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Post- Survival Details in
. Progres- )
Discontinuation treatment sion Tollow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Sereen >
30 days
Capivasertib/ * Every 8
Fulvestrant alter Last
placebo weeks
doze
Week 1 3 1 3 1
Day of week 2810 0 1 1 4 1 1 1
Visit window (days)® 0 I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7
Physical examination X X X X X X X Section 8.2.2
Pre (within Section §.2.3
30 d
Vital signs X myand |- ¢ x | x X X X X
1-2h post
(£30m)
Height X Section 8.2.2
Weight X X X X X X X Section 8.2.2
Pre {within Section 8.2.4
mi m; Cycle 2, Week 1, Day 1 o
12-lead ECG X ) and every 12 weeks X
1h post
thereafter
(£30m)
MUGA/ECHO (LVEFP X As clinically indicated during stdy treatment Section 8.2.5
Routine safety measurements’
.. Section 8.3,
Adverse events X Al every shudy visit .
Appendix E
Pregnancy test (peri-‘pre- . g . . . Section 8.4.2
i yies prE X X As clinically indicated and at treatment discontinuation setion
menopansal only) N
Oestradiol and FSH® X X X X Section §.2.1
International Normalised L Lo Section 8.2.1
Ratio ) X As clinically indicated
Haematology® X Pre Pre Pre | Pre X X X Section 8.2.1
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Post- Survival Details in
. Progres- )
Discontinuation treatment sion Tollow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Screen >
30 day
Capivasertib/ s Every 8
Fulvesirant after last
placebo weeks
doze
Week 1 3 1 3 1
Day of week 2810 0 1 1 4 1 1 1
Visit window (days)® 0 I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7
Clinical chemistry®- X Pre Pre Pre | Pre X X X Section 8.2.1
Urinalysis® X Pre Pre Pre | Pre X X X Section 8.2.1
Glyeosvlated haemoglobin Section 8.2.1
S g rery 12 weeks fi . Week 1,
(fasting)®? X Every 12 weeks from Cyele 1, Week 1, Day 1 X X
Lipids (fasting)~ X Every 12 weeks from Cycle 1, Week 1, Day 1 X Section §.2.1
Pre (within Section 8.2.1
Glucose (fasting)™ x | AWamdab g Pre X X
post
(+30m)
Biomarker analysis
Sect
FFPE tumour sample® X ;: ;c?
Single biopsy at disease x Section
progression {optional 8.7.1.2
Section
. _ . L
Pairad biopsies {optional) X X 8712
ctDNA blood samplese X Pre Pre Pre Pre X X X Section 8.7.2
Circulating soluble factors Pre, C3 Section §,7.2
blood drawtla X Pre Pre Pre only X X X
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Post- Survival Details in
) Progres-
Discontinuation® treatment sion Tollow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Sereen >
30 day
Capivasertib/ s Every 8
Fulvestrant alter Last
placebo weeks
doze
Week 1 3 1 3 1
Day of week 2810 0 1 1 4 1 1 1
Visit window (days)® 0 I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7
Whole bluod DNA sample x Pre Pre Pre Pre, C3 x x x Section 8.7.2
{genomic markers)~=® only
Whole t.ﬂmd BMNA sample x Pee Pre Pre Pre. C3 x x x Section 8.7.2
(genomic markers)='" only
Genetic sample (optional)
Blood sample for Section 8.6
pharmacogenstics DNA X
{optional)
Pharmacokinetic measurements®
. . 1h (+10m) Pre e | Pe Section 8.5
Capivasertib PK plasma and - .
(=30 (=30 | (=30
samples Ah (£30m) m o m
post-doss ) ) )
Pre (within Section 8.5
30mn) and
0.5 (£5m),
Capivasertib PK plasma L (+10m). Pre Fre | Pre
2 {10}, . .
samples for 12 Japanese 4 (£30m) (=30 (=30 (=30
patients only 6 (+30m). m) mi} m)
& (£30m),
12h (=1h)
post-dose
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Post- Survival | Details in
. Progres- )
Discontinuation treatment sion follow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Screen >
30 days
Capivasertib/ * Every 8
Fulvestrant after last
placebo weeks
dose
Week 1 3 1 3 1
Day of week 2810 0 1 1 4 1 1 1
Visit window (days)® 0 I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7
Imaging and other assessments
Bone scan X As clinically indicated Section 8.1.6
" N Section 8.1.1
RECIST v1.1 mmour x Every 8 weeks (+7 days) for the first 18 months and every 12 weeks thereafter. from randomisation to radiological "
assessients” progression. Patients who discontinue treatment pricr to progression should continue to be scanned until progression. Appendix A
Swrvival stamus? i X Section §.1.2
PF&4 W W Section §.1.3
Subsequent cancer therapy Section 6.7
following discontinuation X X
of study treatmentd
Patient-reported outcomes and healthcare resource utilisation
EORTC QLQ-C30 Cyele 1, Week 1. Day 1 (-3 days) and every 4 weeks (=3 days) until PFS2. Also at discontinuation of study treatment Section
visit (+3 days) and, for those who discontinue for reasons other than progression, also at progression visit (+3 days). If 8.1.7.1
FROs have been completed up o 3 days prior to the discontinuation or progression visit, they do not need 1o be repeated. Section
EORTC QLOQ-BR23
xQ 8172
Section
EQ-5D-5L
0= 8.1.7.3
PGIS Section
5.1.74
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Post- Survival | Details in
) Progres-
Discontinuation® treatment sion follow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Screen >
30 day
Capivasertib/ s Every 8
Fulvestrant after last
placebo weeks
dose

Week 1 3 1 3 1

Day of week 2810 0 1 1 4 1 1 1

Visit window (days)® 0 I3 | 1S3 | -1+H3 | -1+3 -1/+3 +7 +7 +7 +7 +7

Every 4 weeks (=3 days) after Cycle 1, Week 1, Day 1 until PFS2Z. Also at Section
discontinuation of smdy freatment visit (+3 days) and, for those who discontinue for 8.1.7.5

PGIC reasons other than progression, also at progression visit (+3 days). If PROs have been

completed up to 3 days pricr to discontinuation or progression visit, they do not need to
be repeated.

POLTT Cyele 1, Week 1, Day 1 (=3 days) and every 2 weeks (22 days) up to and including Week 12 and Section
then every 4 weeks (£3 days) unfil discontimation of stdy treatment, at discontimmation of stdy 8174
treatment visit (+3 days) and at 4 weeks (=3 days) post discontinuation of study treatment visit, If Section

PRO-CTCAE PROs have been completed up to 3 days prior to discontinuation visit, they do not need o be 8.1.7.7

repeated.

Healtheare resource use Healtheare resource use module is event driven and should be populated as required at every study visit Section 8.5

(HOSPAD)

Study treatment administration

Randomisation® Section 6.3

Fulvestrant dosing X X X Section 6.1.2

Twice daily on days 1 fo 4 every week (e, 4 days on Section 6.1.1
, . and 3 days off). A mininmm interval of 3 days is
C rtib/'placebo i
.j,:f;::E pRace required between the last dose of the previous week of

treatment and the first dose of the following week of
treatment
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Post- Progres. Survival Details in
Discontinuation® treatment s:m follow- | CSP section
Cyele 1* Cycle 2% | Cycle 3¢ follow-up up or appendix
Sereen >
30 days
Capivasertib/ * Every 8
Fulvestrant alter Last
placebo weeks
doze
Week 1 3 1 3 1
Day of week 2810 0 1 1 4 1 1 1
Visit window (days)® 0 143 | -1443 | -143) -1543 -1/4+3 +7 +7 +7 +7 +7
LHEH agonist dosing (for Sub-cutaneous administration every 28 days or as per Sections 5.1,
pre=peri=menopansal X manufacimwer’s instrctions 5331, and
women only: both 6.5.1
freatment anms)

NOTE: Unscheduled visits may be immitiated as needed. Only required assessments are to be performed as per investigator's discretion.

a Specified times (eg, ‘Pre’, *1-2h post’, *4h post’, etc) refer to capivasertib/placebo dosing.

b Study visits are scheduled relative to Week 1, Day | of each cycle. As per protocol, the visit window is -1/+3 days for most visits, however. a -1 day
window cannot be used for study treatment dosing and should only be used for labs and other assessments.

€ Screening laboratory assessments taken within 3 days of Cycle 1, Day 1 do not need to be repeated and can be utilised for Cycle 1, Day 1/randomisation.
Laboratory safety assessments, the collection of blood samples for biomarker analysis (ctDNA sample, circulating soluble factors sample, whole blood
DNA sample and whole blood RNA sample) and rich PK sampling should be performed on the day of the scheduled study visit, However, from Cycle 2
onwards, the laboratory safety assessments and biomarker sampling may be performed 1 day before the scheduled study visit. These samples must be

collected pre-dosing.

¢ The handheld device must be charged and fully functional at the beginning of the baseline visit to enswure that the PROs can be completed at the start of the
visit.

= The patient should be trained on the use of the device and the importance of completing the PRO questionnaires in accordance with the schedule throughout
the study,

£ Routine safety measurements and routine clinical procedures should be performed before dosing of study treatment unless otherwise specified.

g Bidimensional ECHO 1s the preferred modality because of the global technetium [ Tc-99m] shortage (bt MUGA can be used alternatively). The modality
of the cardiac function assessments must be consistent within patient ie, if ECHO is used for the screening assessment and a follow-up assessment if
climically indicated, then ECHO should also be used for subsequent scans if required. Patients should also be examined using the same machine and
operator whenever possible,

CONFIDENTIAL AND PROPRIETARY 18 of 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

b Female pre- and peri-menopausal patients starting an LHRH agonist (either starting or continuing this treatment) must have oestradiol and FSH
measurements done at screening (before Cyele 1. Day 1) and after at least 4 weeks after commencing LHRH agonist treatment to confirm post-menopatisal
levels: assessments after screening will be at Day 1 of each eycle and when clinically indicated. Female patients <60 vears who are considered
post-menopausal per wording of inclusion eriterion 5, must have oesiradiol and FSH levels confirmed as being within the standard laboratory reference
range for post-menopausal females at screening (before Cycle 1, Day 1) only and if clinically indicated (see Section 8.2.1 for all details when and for whom
FSH and oestradiol must be checked).

! For patients taking concomitant metformin, please refer to Sections 821 2 and 84 .53

1 “‘Fasting’ is defined as no caloric intake for =4 hours before sampling. Glucose samples should be done under fasting conditions with the exception of the
4-howr post dose sample on Cyele 1. Week 1, Day 1 which can be fasting or non-fasting.

k  FFPE tmowr sample: Tumour tissue will be required at baseline for determination of PIK3CA/AKTI/PTEN status at a central laboratory to allow

monitoring of the prevalence of the PIK3CA/AKTI/PTEN-altered subgroup. Tumour tissue samples will be collected as detailed in the Laboratory Mannal

and Diagnostic Testing Manual. The most recently collected tumonr tissue, from primary or recurrent cancer is required. FFPE blocks are strongly
preferred. If not possible, preferably 30 (minimum 20) freshly-cut unstained serial homour tissue sections are accepted provided they met the specifications
described in the Diagnostic Testing Manual. Local pathology QC must be completed prior to randomisation to ensure the sample is snitable for NGS
analysis, based on the requirements described in the Diagnostic Testing Manual.

These samples will not be collected in China. Resulis can be provided to the investigator upon request, if available.

= Paired biopsies (optional): Baseline sample: at screening OR. pre-dose on Cycle 1, Week 1. Day 1. On-treatment sample: at Cycle 1, Week 3, Day 4 (any
day between Cycle 1. Week 3, Day 2 and Cycle 1, Week 3, Day 4 is allowed) =4 hours posi-dose.

 Cirenlating soluble factor, whole blood DNA sample, and whole blood RNA sample dranws: To be taken at screening, pre-dose on Cyele 1, Week 1, Day 1;
Cyele 1. Week 3, Day 1: Cyele 2, Week 1, Day 1; Cycle 3. Week 1. Day 1, at progression. and at discontinmation of IMP 1f this falls on a different visit/time
than progression.

©  Baseline RECTST v1.1 assessments will be performed using CT scans of the chest, abdomen and pelvis (or MRI where CT is contraindicated) and should be
performed as close as possible to the start of treatment. RECIST v1.1 follow-up assessments will include CT scans of thorax, abdomen and pelvis (or MRI
where CT is contraindicated) for all patients. Any other sites at which new disease is suspected should also be appropriately imaged.

P Tn addition to regular contacts at <8-week mtervals, patients will be contacted in the 7 days following a specified date (data cut-off date) for survival
analysis,

1 Patients will enter the PFS2 follow-up period once the patient has discontinued study treatment due to progressive disease by RECIST v1.1. Progression on
second-line treatment will be documented by site personnel at the 30-day follow-up visit, every § weeks (=7 days) for the first 2 vears and every 12 weeks
{£7 days) thereafter until second progression. Survival status and subsequent cancer therapies will be documented by site personnel., following objective
disease progression or treatment discontinuation, at the 30-day follow-up, every 8 weeks (£7 days) for the first 2 years and every 12 weeks (+7 days)
thereafter until end of study, study withdrawal or death.

T Assessments include: munber of hospitalisations and attendances; primary symptom/reason associated with hospitalisation or attendance; length of stay,

including time in intensive care; and concomitant medication and procedures undertaken.

Randomisation must occur within 28 days of the start of screening. Randomisation and Cycle 1, Week 1, Day 1 should ideally occur on the same day.

t Day 1 of each cycle is defined by fulvestrant dosing and fulvestrant should not be delayed due to capivasertib/placebo toxicity. In the case of a

capivasertib/placebo dosing delay at the beginning of the cycle, the same routine safety measurements and routine clinical procedures must be repeated on

the next planned date of dosing. Cycles are 28-day long, dosing outside of the prespecified window will be considered as overdose except for a dose delay
situation,

Admimistration of LHRH agonist in pre- or peri-menopansal women must start prior to or on Cycle 1, Day 1.
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¥ If both drugs are discontinued at the same time as progression, visits are combined and the optional biopsy is completed, if applicable.

. onwards; BRCAL/2, breast cancer gene 1/2: CT. computed tomography; ctDNA. circulating tumour DNA; DNA., deoxyribomucleic acid: ECG,
electrocardiogram: ECHO, echocardiography: ECOG, Eastern Cooperative Oncology Group: EORTC, Euwropean Organisation for Research and Treatment of
Cancer; EORTC QLQ-BR23, EORTC Quality of Life Questionnaire breast cancer specific module; EORTC QLQ-C30, EORTC Quality of Life Questionnaire —
Core 30 items; ePRO, elecironic patient-reported outcome; EQ-3D-31. European Quality of Life 5-Domain 5-Level Scale; FFPE, formalin-fixed
paraffin-embedded: FSH. follicle stimmulating hormone: HOSPAD, Hospital Admizsion module: LHRH, luteinising-hormone releasing hormone; LVEF, left
ventricular ejection fraction; MBI, magnetic resonance imaging: MUGA, multiple-gated acquisition scan: PFS2, tume from randomisation to second progression
or death: PGIC, Patient Global Impression—Change: PGIS, Patient Global Impression—Severity. PGI-TT, Patient Global Impression-Treatment Tolerability: PE.,
pharmacokinetics; PIK3CA, phosphatidylinositol-4, 5-bisphosphate 3-kinase catalvtic subunit alpha gene; PRO, patient-reported outcome; PRO-CTCAE,
Patient-Reported Outcomes version of the Common Terminology Criteria for Adverse Events; PTEN, phosphatase and tensin homolog; RECIST v1.1, Response
Evaluation Criteria in Solid Tumours version 1.1; ENA, nbonucleic acid: WHO. World Health Organisation.
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1.2 Synopsis

International co-ordinating investigator

Professor Nicholas Turner, MA FRCP PhD

Breast Unit, The Royal Marsden NHS Foundation Trust

Breast Cancer Now Research Centre, The Institute of Cancer Research
London, SW3 61]1

United Kingdom

Protocol Title: A Phase III Double-blind Randomised Study Assessing the Efficacy and
Safety of Capivasertib + Fulvestrant Versus Placebo + Fulvestrant as Treatment for Locally
Advanced (Inoperable) or Metastatic Hormone Receptor Positive, Human Epidermal Growth
Factor Receptor 2 Negative (HR+/HER2—) Breast Cancer Following Recurrence or
Progression On or After Treatment with an Aromatase Inhibitor (CAPItello-291)

Short Title: Phase III Study of Capivasertib + Fulvestrant vs Placebo + Fulvestrant as
Treatment for Locally Advanced (Inoperable) or Metastatic HR+/HER2— Breast Cancer
(CAPTtello-291)

Rationale:

Numerous preclinical studies have shown that endogenous AKT activity promotes breast
cancer cell survival and resistance to chemotherapy or endocnne therapy (Frogne et al 20035,
Ghavad et al 2010, van der Hage et al 2004). This can be overcome by down-regulation or
mhibition of the PI3K/AKT pathway, as has been shown mn several in vitro and in vivo breast
cancer models (Frogne et al 2005, Ghayad et al 2010, van der Hage et al 2004). In addition,
long-term estrogen deprivation (LTED) of human breast cancer cells in vitro (to mimic the
low estrogen levels observed in aromatase mlibitor [ Al] treated patients) has revealed
hyperactivation of the PI3K/mTOR signalling pathway (Miller et al 2010). Consistently,
mereased PI3K/AKT signalling in chinical tumour samples 1s associated with poor
anti-proliferative response to Al in breast cancer patients ( Tokunaga et al 2006, Gao et al
2014). Inlubition of the PI3K pathway i the LTED cells induced apoptosis, indicating
dependence on the PI3K pathway upon hormone deprivation (Miller et al 2010). Reciprocal
feedback between the estrogen receptor (ER) and PI3K signalling suggests that the
combination of endocrine therapy and inhibitors of the PI3K/AKT pathway may have clinical
utility in the treatment of HR+ breast cancer, with responses expected both in patients with
tumours harbouring a genetic alteration leading to an activated PI3K pathway as well as in
patients whose tumours do not harbour such genetic alterations, but become dependent on the
PI3K pathway upon treatment with ER downregulating/degrading agents, eg, Als or selective
ER degraders (SERDs).

A recent investigator-sponsored, randomised, double-blind, placebo-controlled Phase Ib/11
study (NCT01992952, FAKTION) evaluated the combination of capivasertib (an AKT
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mhibitor) + fulvestrant (a selective estrogen down-regulator) compared with placebo +
fulvestrant in post-menopausal patients with estrogen receptor positive, human epidermal
growth factor receptor 2 negative (ER+/HER2-) advanced breast cancer (ABC) (140 patients,
randomused 1:1) after relapse or disease progression on an Al therapy (Jones et al 2019). The
study met 1ts prumary endpoint of progression-free survival (PFS), showing a statistically
significant improvement in PFS with the addition of capivasertib to fulvestrant. At the tune of
the PFS analysis, overall survival (O5) data were not mature; however, the data suggest an
unprovement with the addition of capivasertib to fulvestrant. The combination of capivasertib
+ fulvestrant was generally well tolerated, with a manageable safetv profile.

This Phase ITT study (CAPItello-291) 1s being conducted in response to the positive results
from the FAKTION study and aims to evaluate the efficacy and safety of capivasertib +
fulvestrant versus (vs) placebo + fulvestrant in patients with locally advanced (inoperable) or
metastatic hormone receptor positive (HR+)/HER2— breast cancer following recwrrence or
progression on or after third generation Al therapy in an unselected population (hereafter
referred to as the “overall population™) and a molecularly defined subgroup with fumonurs
harbouring at least one PIK3C4/AKT1/PTEN-qualifying alteration detected in tissue (hereafter

referred to as the “altered subgroup™).

Objectives and Endpoints:

Primary objective

Endpaoint

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
PFS in the overall population and in the
PIKICA/AKT]/PTEN-altered subgroup.

PFS is defined as the time from randomisation until
progression per RECTST v1.1, as assessed by the
investigator at the local site, or death due to any canse.

PFS, progression-free survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1;

VS, VErsus.

Secondary objectives

Endpaoint

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of 08
in the overall population and in the
PIKICA/AKTI/PTEN-altered subgroup.

085 is length of time from randomisation until the date
of death due to any cause.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
PF52 in the overall population and in the
PIKICA/AKTI/PTEN-altered subgroup.

PF52 is defined as the time from randomisation until
second progression on next-line treatment, as assessed
by the investigator at the local site, or death due to any
cause.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
ORR in the overall population and in the
PIKICAAKT/PTEN-altered subgroup.

OFR. is defined as the percentage of patients with at
least one CR or PR per RECIST v1.1, as assessed by

the investigator at the local site.
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Secondary objectives

Endpoint

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
DoR in the overall population and in the
PIKICA/AKT/PTEN-altered subgroup.

DoR is defined as the time from the date of first
documented response until date of documented
progression or death in the absence of disease
PrOgression.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
CBR in the overall population and in the
PIKICA/AKT/PTEN-altered subgroup.

CBR is defined as the percentage of patients who have
a CR. PR or stable disease per RECIST v1.1 (without
subsequent cancer therapy) maintained =24 weeks
after randomisation,

To assess the safety and tolerability of capivasertib +
fulvestrant as compared to placebo + fulvestrant in
the overall population and in the
PIEICAAKT/PTEN-altered subgroup.

Safety and tolerability will be evaluated in terms of
AEs/SAFEs, vital signs, clinical
chemistry’haematology/ghicose metabolism
parameters, and ECG parameters.
Assessments related to AEs cover:

s  Occurrence/frequency

¢ Relationship to capivasertib and fulvestrant
as assessed by investigator

¢ CTCAE grade

& Seriousness

+  Death
*  AFs leading to discontinuation of
capivasertib/placebo

*  AFs leading to discontinuation of fulvestrant

*  AFs leading to dose interruption of
capivasertib/placebo

*  AFs leading to dose interruption of
fulvestrant

* AFs leading to dose reduction of
capivasertib/placebo

*  AFs of special inferest

o Other significant AFs

Vital signs parameters include systolic and diastolic
blood pressure, pulse, respiratory rate, body
temperamire and weight.
Assessments cover:

«  Observed value

+  Absolute and change from baseline values
over time
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Secondary objectives

Endpoint

To evaluate the PK of capivasertib when given in
combination with fulvestrant.

Plasma concentration of capivasertib pre-dose (Cugugs)
and post-dose (Cin and Ca) in the overall population
(patients randomised to capivasertib + fulvestrant).

AUC g yon, Conax and ey 10 a subpopulation of
approximately 6 Japanese patients with rich PK
sampling.

To assess the impact of capivasertib + fulvestrant vs
placebo + fulvestrant on patients” disease-related
symptoms, function and HRQoL in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup where applicable.

Evaluation of EORTC QLQ-C30, EORTC
QLQ-BR23, scalefitem scores including change from
baseline and time to deterioration.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
time to definitive deterioration of ECOG
performance status from baseline in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup.

Time to definitive deterioration of ECOG performance
status is defined as time from randomisation to the
earlier of the date of the first definitive deterioration or
death due to any canse.

AE, adverse event; AUC g1, area under the plasma concentration-time curve from zero to 12 howrs; C,
concentration; CBR, clinical benefit rate; € pae, maximum observed plasma (peak) concentration; CR, complete
response; CTCAE, Common Terminology Criteria for Adverse Event; ctDNA, circulating tumowr DNA; DoR,
duration of response; ECG, electrocardiogram; ECOG, Eastern Cooperative Oncology Group; EORTC, European
Organisation for Research and Treatment of Cancer: EORTC QLQ-BE23, EORTC Quality of Life Questionnaire
breast cancer specific module: EORTC QLQ-C30, EORTC Quality of Life Questionnaire-Core 30 items:
HR.QoL health-related quality of life; ORR. objective response rate; OS, overall survival: PFS. progression-free
survival; PFS2, time from randomisation to second progression or death; PIK3CA,
phosphatidylinositol-4.5-bisphosphate 3-kinase catalytic subunit alpha gene; PK, pharmacokinetics: PR, partial
response:; PTEN, phosphatase and tensin homolog: RECIST v1.1. Response Evaluation Criteria in Solid Tumonrs
version 1.1: SAE. serious adverse event. fmax. time to reach peak or maximum observed concenfration following

drug administration; vs, versus.
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Analysis of ciDNA and/or mimonr tssue.
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BRCAIL/?, breast cancer gene 1/2; ciDNA, circulating umour DNA: DNA, deoxyribonucleic acid: EQ-5D-5L,
European Quality of Life 5-Domain 5-Level Scale;, [HC, immunohistochemistry; IVD, in vitro diagnostic: NGS,
next-generation sequencing: OS, overall survival: PFS, progression-free survival; PGIC, Patient Global
Impression—Change: PGIS, Patient Global Impression—Severity: PGI-TT, Patient Global Impression—Treatment
Tolerability; PRO-CTCAE, Patient-Reported Outcomes version of the Common Terminology Criteria for

Adverse Events: RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1: ENA, ribonucleic
acid: TFSC, tume to first subsequent chemotherapy or death: vs, versus.
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Overall design:

This is a Phase 111, double-blind, randomised study assessing the efficacy of capivasertib +
fulvestrant vs placebo + fulvestrant for the treatment of patients with locally advanced
(inoperable) or metastatic HR+/HER2— breast cancer following recurrence or progression on
or after Al therapy.

Enrolment will be open to all eligible patients nrespective of the PIK3CA/AKT1/PTEN status
of ther tumour(s); however, adequate tumour tissue collected before study entry will be
required for central retrospective analysis to monitor the prevalence of PIK3CA/AKTI/PTEN
mutation status. The list of eligible alterations 1s curated on the basis of the currently
published literature for causal associations between pathogenicity and the alterations, using
the AstraZeneca strategy for early-stage clinical studies as described by Carr et al 2016, The
list of eligible variants will be defined and specified in the statistical analysis plan (SAP) prior
to analysis.

The target patient population is adult males and pre-menopausal or post-menopausal adult
females (aged =18 years [>20 years in Japan]) with histologically confirmed, locally advanced
(inoperable) or metastatic, HR+/HER2— ABC with recurrence or progression while receiving
or within 12 months of the end of (neo)adjuvant treatment with an Al or progression while on
prior Al for locally advanced or metastatic breast cancer (although this does not need to be the
most recent therapy). In accordance with these criteria, the study intends to recrit patients
with Al resistance.

HR+/HER2— breast cancer must be histologically determined from the most recent tumour
sample (primary or metastatic), as per the American Society of Clinical Oncology-College of
Amernican Pathologists guideline recommendations {Hammond et al 2010, Wolff et al 2018).
To fulfil the requirement of HR+ disease, a breast cancer must express ER with or without
co-expression of progesterone receptor (Hammond et al 2010, Wolff et al 2018).

Patients must be candidates to receive further endocrine-based therapy (ie, fulvestrant
monotherapy). Eligible patients may have received up to 2 prior endocrine therapy lines for
metastatic disease and up to 1 line of chemotherapy in the metastatic sefting. A minimum of
51% of patients recruited to the study should have been previously treated with a CDK4/6
inhibitor.

NOTE: CDEA4/6 mhibitors (palbociclib, nbociclib, abemacichib) are, in certain markets,
approved treatment options in combination with an aromatase inhibitor or fulvestrant

(+ lutemising-hormone releasing hormone (LHRH) agonist depending on menopausal
status) for patients with advanced or metastatic HR+HER2- breast cancer who have
received prior endocrine therapy and/or as iitial endocrine-based therapy. Some of these
agents have been shown to improve overall survival in this patient population and, where
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available in the country in which a patient 1s being enrolled, must be considered and
excluded as treatment options before the patient can be considered for entering this study.
Prior CDK4/6 inhibition will be a stratification factor; the actual proportions will be
monitored during the course of the study (Section 6.3). Reasons why a patient has not
received a CDK4/6 mlubitor will be collected.

Patients with prior exposure to fulvestrant, other SERDs or PI3K/AKT/mTOR inhibitors are
not permitted to enter the study. Concomitant treatment with a CDK4/6 inhibitor 1s not
permitted.

Pre-menopansal patients with adequate ovarian suppression are eligible for the smdy.
Pre-menopansal patients without ovarian suppression could be eligible if concomitant
treatment with a LHRH agonist is started prior to or on Cyele 1, Day 1.

Patients must have radiological evidence of recurrence or progression, an Eastern Cooperative
Oncology Group (ECOG) Performance Status of 0 or 1, and measurable lesion(s) according to
RECIST v1.1 or, in the absence of measurable disease, lytic or mixed bone lesions that can be
assessed by computerised tomography (CT) or magnetic resonance imaging (MRI).

Patients with visceral metastases may be eligible unless the visceral involvement is associated
with organ dysfunction (ie, visceral crisis) in which case, such patients are excluded.

A recently collected formalin-fixed paraffin embedded (FFPE) tumour tissue block (strongly
preferred) or 30 (mimimum 20) freshly-cut unstained, senal shides from the most recently
collected tumour tissue (prumary or recurrent cancer) will be required from all patients. If
tissue 1s nadequate for testing, the study site may collect a fresh sample before the start of
treatment.

Adequate haematology, glucose metabolism. renal and liver function tests are required at
screening: patients with tvpe 2 diabetes are eligible if HbAlc at screening is less than 8.0%
(63.9 mmol/mol), and if they do not require insulin treatment. Patients with type 1 diabetes
are not eligible.

Approximately 700 patients will be randomised (1:1) with approximately 350 included in each
arm. Patients will receive capivasertib (400 mg or placebo. oral, twice daily; 4 days on and 3
days off, weekly) and fulvestrant (500 mg, intrammscular injection on Day 1 of Weeks 1 and 3
of Cycle 1, and then on Day 1, Week 1 of each cycle thereafter). Stdy treatment will
continue until objective radiological disease progression as defined by RECIST v1.1.

Randomisation will occur as soon as possible after commencement of screening and should be
within 28 days of screening. The randomusation scheme will be stratified on the following
factors:
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¢ Liver metastases (ves vs no)

*  Prior use of CDEK4/6 mhibitors (ves vs no)

s  (Geographic location:
—  Region 1: United States, Canada, Western Europe, Australia, and Israel
— Region 2: Latm Amenca, Eastern Europe and Russia

— Region 3: Asia
The study schema 1s depicted m Figure 1.

Study Period:
Estimated date of first patient enrolled Q1 2020

Estimated date of last patient completed Q2 2024

Number of Patients:

It is expected that an estimated 930 patients will be screened and approximately 700 patients
will be randomised, with half of the patients included in each treatment arm. The China
cohort will consist of approximately 134 randomised patients from National Medical Product
Administration (NMPA)-certified sites. In the event that recruitment of China cohort is not
completed during global recruitment of approximately 700 patients, the recruitment of China
cohort will continue until approximately 134 patients have been randomised from
NMPA-certified sites.

Treaiments and treatment duration:

Capivasertib/placebo will be admimistered orally twice daily on an intermittent dosing
schedule with treatment on Days 1 to 4 each week of a 28-day treatment cycle. The starting
dose is 400 mg twice daily (BD) (4 days on and 3 days off). Capivasertib/placebo dose
reductions are permitted: the mitial dose reduction can be to 320 mg BD and the second dose
reduction can be to 200 mg BD.

Fulvestrant will be administered as 2 = 5 mL mtramuscular injections (250 mg/5 mL = 500
mg in total) on Day 1 of Weeks 1 and 3 of Cvcle 1, and then on Day 1, Week 1 of each cvcle
thereafter. Dose reductions for fulvestrant are not allowed.

Study treatment will be continued until disease progression unless there is evidence of
unacceptable toxicity, or if the patient requests to stop the study treatment.

If capivasertib/placebo is discontinued for reasons other than disease progression, the patient
may continue on fulvestrant alone at the investigator’s discretion. Likewise, if fulvestrant is
discontinued for reasons other than disease progression, the patient may continue
capivasertib/placebo alone at the investigator’s discretion.
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Cross-over from placebo to capivasertib 1s not allowed.

Data Monitoring Committee:

An Independent Data Momtoring Commuttee (IDMC) will be established in order to assess the
progress of the clinical study at regular mtervals prior to the PFS primary analysis database
lock. This will include reviewing unblinded safety and tolerability data.

Statistical methods

The Full Analysis Set (FAS) will be used as the primary population for reporting efficacy data
and to summarise baseline characteristics. This comprises all patients randomised into the
study, excluding patients randomised in China after the global cohort last patient first visit
(LPFV), and will be analysed according to randomised treatment regardless of the treatment
received (intention-to-treat [ITT] principle). Any important deviations from randomised
treatment will be listed and considered when interpreting the efficacy data. The Safety
Analysis Set will be used as the primary population for reporting safety data. This comprises
all patients included in the FAS. who received at least 1 dose of study drug (fulvestrant,
capivasertib, placebo) and will be analysed according to the treatment received. If a patient
receives at least 1 dose of capivasertib they will be summarised in the capivasertib arm for
safety summaries.

The primary objective of this study is to assess the efficacy of capivasertib +fulvestrant vs
placebo + fulvestrant by assessment of PFS; the dual primary endpoints are PFS in the overall
population and PFS in the PIK3CA/4KT1/PTEN-altered population. This will be analysed
using a stratified log-rank test adjusting for the stratification factors. From the stratified Cox
proportional hazards model (ties = Efron), the hazard ratio (HR) (capivasertib + fulvestrant vs
placebo + fulvestrant) together with its corresponding 95% CI (calenlated using a profile
likelihood approach) will be presented. An HR <1 will favour capivasertib + fulvestrant.

The key secondary endpoints are OS and objective response rate (ORR) in the overall and the
PIK3CA/AKTI/PTEN-altered populations. OS will be assessed as described above for the
primary endpoint. ORR will be presented with two-sided 95% CTs using the Clopper-Pearson
method (Clopper and Pearson 1934).

To preserve the overall type | error (familywise error rate) in the strong sense, a multiple
testing procedure (MTP) including the primary and secondary endpoints will be implemented.
The PFS Analysis (primary) will take place after PFS reaches approximately 77% maturity in
both the overall and the PIK3CA4/4KT1/PTEN-altered populations. The OS Interim Analysis is
expected to occur when approximately 394 OS events have been observed in the overall
population (80% information fraction) and the PIK3C4/4KT1/PTEN-altered population has
reached similar maturity. The OS Final Analysis will take place when the approximately 70%
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maturity has been observed in both the overall and the PIK3CA/AKT1/PTEN-altered
populations.

Safety and tolerability data will be summarised using appropriate descriptive statistics.
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1.3 Schema
The general study design is summarised in Figure 1.

Figure 1 Study design

Key Eligibility Criteria

¢+ Histologically confirmed locally advanced (inoperable) or metastatic HRA+/HER.2- breast cancer
determined by local laboratory from the most recent tumour sample taken for diagnostic purposed
{accompanied by associated pathology report)

¢ Med, pre- or peri-menopausal and post-menopausal women

¢ Recurrence or progression while on or within 12 months of end of (nec)adjuvant treatment with an AT,
or progression while on prior Al for locally advanced or metastatic breast cancer (this does not need to
be the most recent therapy)

¢ No prior fulvestrant or other SERDs, or AKT, PI3K and/or mTOR. inhibitors

¢ Up to 2 prior lines of endocrine-based therapy for locally advanced (mmoperable) or metastatic disease

¢ Upto 1 prior hine of chemotherapy for locally advanced (inoperable) or metastatic disease

¢  Prior CDEK4/6 inhibitors allowed

¢  Measurable disease by RECIST v1.1 or disease with at least 1 lytic or mixed bone lesion evaluable by
RECIST v1.1 which can be assessed by CT or MRI

¢ FFPE?sample from the most recently collected tumour tissue (pnimary or recurrent cancer) must be
available form retrospective central molecular analysis

Stratification Factors
¢  Liver metastases (v/n)
¢  Prior CDE4/6 inhibitor (v/n)

*  Geographic location (Region 1: US, Canada, Western Europe, Australia, Israel; Region 2: Latin
America, Eastern Europe and Russia; Region 3: Asia)

[ Randomisation: 1:1, double-blind J

¥ ¥
[ Capivasertib + fulvestrant (N 2 350) ] [ Placebo + fulvestrant (N & 350) ]
L 4 Y
Objectives
Prnimarv Key Secondary
¢ PFS by investigator assessment (overall population « 05, ORR ((overall population and
and PIK3CA/AKT1/PTEN-altered sub-group) PIK3CA/AKT]/PTEN-altered sub-group)

*  FFPE (formalin-fixed, paraffin-embedded) blocks are strongly preferred. or if not possible, preferably
30 [minimal 20]) freshly-cut unstained serial humour tissue sections are acceptable provided that they meet
the specifications described in the Diagnostic Testing Manual.
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AT, aromatase inhibitor; AKT, serine/threonine specific protein kinase; CBR. clinical benefit rate; CDE, cyclin
dependent kinase: CT. computerised tomography; FFPE, formalin-fixed paraffin-embedded: HER2, human
epidermal growth factor receptor 2; HR. Hormone receptor; MEI, magnefic resonance imaging, mTOR.
mammalian target of rapamycin; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; PI3K, phosphatidylinositol-3-kinase; RECIST v1.1, Response Evaluation Criteria in Solid Tumours
version 1.1; SERD, selective estrogen response degrader; US, United Stares.

2 INTRODUCTION

Capivasertib, a novel pyrrolopyrimidine-derived compound, 1s a potent and selective oral,
mtermittently dosed mhibitor of all 3 1soforms of AKT (Davies et al 2012).

Further details can be found in the current capivasertib (AZD5363) Investigator’s Brochure.

2.1 Study rationale

This Phase III study 1s designed to provide confirmatory evidence of the findings from the
previous Phase Ib/II FAKTION study (NCT01992952), which evaluated the combination of
capivasertib + fulvestrant compared with placebo + fulvestrant in post-menopausal patients
with estrogen receptor positive, human epidermal growth factor receptor 2 negative
(ER+/HER2—) advanced breast cancer (ABC) [ 140 patients, randomised 1:1] after relapse or
disease progression on an aromatase mhibitor (Al) therapy (Jones et al 2019). The study met
its primary endpoint of progression-free survival (PFS), showing a 5.5-month PFS
unprovement with the addition of capivasertib to fulvestrant, regardless of the
PISK/AKT/PTEN (phosphatidvlinositol-3-kinase/ AK T/phosphatase and tensim homolog)
pathway activation status. At the time of the PFS analysis, overall survival (OS) data were not
mature (37% maturity): however, the data suggest an improvement of approximately 6 months
from the combination treatment (not statistically significant). The combination of capivasertib
+ fulvestrant was generally well tolerated, with a manageable safety profile. Further details
on the FAKTION study are available in Section 2.2.

This Phase I1I study (CAPItello-291) aims to evaluate the efficacy and safety of capivasertib +
fulvestrant versus (vs) placebo + fulvestrant in patients with locally advanced (inoperable) or
metastatic hormone receptor positive (HR+)/HER2— breast cancer following recurrence or
progression on or after third-generation Al therapy in an unselected population (hereafter
referred to as the “overall population™) and a molecularly defined subgroup with fumonurs
harbouring at least one PIK3ICA/AKTI/PTEN-qualifying alteration (hereafter referred to as the
“altered subgroup”), as described in Section 4.1.

2.2 Background

In women, breast cancer is the most frequently diagnosed malignancy and the leading canse of
cancer mortality worldwide (GLOBOCAN 2018, NCCN 2019). ABC comprises both locally
advanced (inoperable) and metastatic disease. Although it can be treated, metastatic breast
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cancer remains incurable with a median survival of approximately 3 years and a 5-vear
survival rate of around 25% (Cardoso et al 2018). Several prognostic mdicators for breast
cancer have been identified mcluding HER2 and the ER (here, also referred to as hormone
receptor [HE]). Most of the improvements in survival rates aclueved in the last decade have
been due to advances 1n the treatment of patients with HER2+ tumours. Conversely, survival
rates for patients with HR+/HER2— tumours, which account for approximately 70% of all
breast cancers (Howlader et al 2014), have not shown much mmprovement over the same
period (Gobbini et al 2018).

In the majority of cases, endocrine-based therapy is the imitial treatment for HR+/HER2—
breast cancer. The exceptions are patients with visceral crisis or in whom endocrine-based
alternatives have been exhausted or for whom there is evidence of endocrine resistance; in
such instances, chemotherapy is required. In women, endocrine therapy is recommended for
both post- and pre-menopausal patients where, in the latter setting, it is provided in
conjunction with the suppression or ablation of ovarian function (Cardoso et al 2018). In men,
the treatment approach for ABC is similar to that of women, with some particularities:
tamoxifen is the preferred treatment in HR+ metastatic disease; in addition, Als should be
used in combination with luteinising hormone-releasing hormone (LHRH) agonist or surgical
orchidectomy due to hypothalamic-pituitary negative feedback and in some case reports,
fulvestrant has also shown efficacy for the treatment of metastatic disease (Cardoso et al
2017). Many patients with HR+/HER2— breast cancer benefit from sequential use of
endocrine therapies and those who respond to endocrine therapy with either tumour shrinkage
or long-term stabilisation (ie, clinical benefit) should be offered additional endocrine therapy
at subsequent disease progression (NCCN 2019). The optimal sequence and integration of the
available endocrine agents is not established and is influenced by choice of initial therapy, the
response obtained, as well as individual patient and disease characteristics (Cardoso et al
2018). Sewveral novel, effective agents have become available in recent years for combination
with endocrine therapies. These include cyelin-dependent kinase (CDK) 4/6 inhibitors and
everolimus in combination with exemestane (an inhibitor of the mammalian target of the
rapamycin receptor [mTOR]). Available second or further lines of therapies are limited either
with regard to the population able to gain benefit, or the minimal magnitude of benefit
(Cardoso et al 2018). A Phase III study (BOLERO-2) of everolimus plus exemestane in
patients with HR+/HER2- ABC post-Al progression showed that the combination therapy
unproved PEFS compared with exemestane alone from 3.2 to 7.8 months nrespective of
PIK3CA genotype, albeit without sigmificant OS improvement (Yardley et al 2013). More
recently, the Phase 111 SOLAR-1 study demonstrated an improvement i PFS of 5.7 to

11 months with the addition of the alpha-specific PI3K mhibitor alpelisib to fulvestrant in
patients with HR+/HER2— ABC with tumours harbouring a PIK3C4 mutation, who had
relapsed or progressed on an Al (Andre et al 2019), based on which the FDA granted
approval. Of note, a climically relevant benefit was not seen in the PIK3CA4 non-mutant cohort
and 1s not mcluded in the approval. Despite these advances, these tumours eventually develop
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endocrine resistance necessitating the use of chemotherapy and thus, HR+/HER2— ABC
remains an area of considerable unmet medical need.

The AKT serine/threonine protein kinases (AKT1, AKT2, AKT3) are key downstream
effectors of the PI3K/AKT/mTOR pathway, mediating cell proliferation and resistance to
apoptosis. and are activated in a wide range of solid and haematologic malignancies (Brown
and Banerji 2017, Lindsley 2010, L et al 2019). AKT activation in twmours is largely due to
mput from other signalling pathways upstream of AKT mcluding loss of PTEN function and
activating mutations in the catalytic subumt of PI3K (PIK3CA4) (Y1 and Lauring 2016).
Numerous preclinical studies show that endogenous AKT activity promotes breast cancer cell
survival and resistance to chemotherapy or endocrine therapy (Frogne et al 20035, Ghayad et al
2010, van der Hage et al 2004). This can be overcome by down-regulation or inhibition of the
PI3K/AKT pathway, as has been shown in several in vitro and in vivo breast cancer models
(Frogne et al 20035, Ghayad et al 2010, van der Hage et al 2004).

Capivasertib 1s under mvestigation by AstraZeneca for a range of therapeutic indications
(Banenji et al 2018, Tamura et al 2016) including triple-negative breast cancer (TNBC),
ER+/HER2— breast cancer and prostate cancer. Capivasertib inhibits the proliferation of 25
out of 180 tumour cell lines with a concentration causing 50% mhibition of cell growth (Glsa)
of <1 pM. Breast cancer cell lines show the highest frequency of sensitivity to capivasertib,
with a significant correlation between the presence of PIK3C4 or PTEN mutations and
sensitivity (Davies et al 2012). Capivasertib mlubits the growth of several human breast
cancer xenograft models, mcluding the TNBC xenograft model HCC1187 and the HER2+,
PIK3CA mutant xenograft models BT474 and HCC1954.

Long-term estrogen deprivation (LTED) of human breast cancer cells in vitro (to mimic the
low estrogen levels observed in Al-treated patients) revealed hyperactivation of the
PISK/mTOR signalling pathway (Miller et al 2010). Consistently, increased PI3K/AKT
signalling in clinical tumour samples is associated with poor anti-proliferative response to Al
m breast cancer patients (Tokunaga et al 2006, Gao et al 2014). Inhibition of the PI3K
pathway in the LTED cells induced apoptosis, indicating dependence on the PI3K pathway
upon hormone deprivation (Miller et al 2010). Furthermore, modest reduction of PTEN
expression in cell lines and xenograft models led to endocrine resistance which could be
overcome by treatment with capivasertib in combination with fulvestrant (Fu et al 2014).
Capivasertib synergises with fulvestrant in models of breast cancer irrespective of their
sensitivity to endocrine therapy; compared with either agent alone, the combined treatment
with capivasertib and fulvestrant resulted in a greater anti-tumour response in human breast
cancer HBCx22 OvaR xenografts growing in ovariectomised mice (Ribas et al 2015).

A recent investigator-sponsored Phase Ib/Il randomised, double-blind, placebo-controlled
study (FAKTION) evaluated the combination of capivasertib (400 mg BD. 4 davs on 3 days

CONFIDENTIAL AND PROPRIETARY i50f 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

off) with fulvestrant compared with fulvestrant alone in post-menopausal women with locally
advanced (mnoperable) or metastatic breast cancer previously treated with a third-generation
Al therapy (Jones et al 2019). Ehgible patients were post-menopausal with locally advanced
or metastatic ER+/HER2- breast cancer that was not amenable to surgical resection. Patients
had to be suitable for endocrine treatment but were to have received no more than 3 previous
lines of endocrnne treatment for ABC and up to 1 line of chemotherapy for ABC. Patients
were also to have expenenced disease progression during treatment with a third-generation Al
for metastatic disease (although tlus did not need to be the most recent therapy) or have
relapsed on an Al m the adjuvant setting. Previous treatment with fulvestrant or
PI3K/mTOR/AKT mlubitors was not allowed. PI3K/AKT/PTEN pathway activation status
was determuned prior to randomusation; the protocol-specified defimtion of activated
PI3K/AKT/PTEN pathway was: an activating PIK3C4 mutation detected in erther tissue
and/or circulating tumour DNA, or low/absent PTEN by immunohistochemustry (primary or
metastatic tumour). Patients (N=140) were randomised 1:1; of these, 69 received capivasertib
+ fulvestrant and 71 received placebo + fulvestrant. Baseline patient and disease
characteristics were largely balanced between treatment arms. The analysis at the time of the
primary endpoint data cut-off (DCO) [after 112 events; 80% maturity] showed that the study
met its primary endpoint (Jones et al 2019). In the intention-to-treat analysis, median PFS was
10.3 months in the capivasertib + fulvestrant group compared with 4.8 months for the placebo
+ fulvestrant group (hazard ratio [HR] = 0.58: 95% confidence mterval [CT]: 0.39 to 0.84;
two-sided p=0.004). The overall survival (OS) data were not mature (52 deaths reported; 37%
maturity), but the addition of capivasertib to fulvestrant resulted in an observed OS
improvement of approximately 6 months (26 vs 20 months, respectively), though this was not
statistically significant (HR 0.59: 95% CI: 0.34 to 1.05; two-sided p=0.071). Of note, the PFS
benefit appeared to be independent of the PI3K/AKT/PTEN pathway activation status based
on the available data at the time of primary analysis: in patients with pathway activated
tumours (N=59) the HR was 0.59 (95% CT 0.34 to 1.03; two-sided p=0.064) and in those with
pathway non-active tumours (N=81) it was 0.56 (95% CT 0.33 to 0.96. two-sided p=0.035). In
addition, and in keeping with other studies in the clinical development program, the
combination of capivasertib + fulvestrant demonstrated an overall manageable safety profile
with a low rate of discontinuation of capivasertib due to adverse events (AFEs) (11.6% [8 from
69]). The most frequent grade >3 AEs that occurred in =10% of the population, irrespective
of causality, in the capivasertib vs placebo treatment groups, respectively, were: diarrhoea
(14.5% vs 4.2%), fatigne (1.4% vs 4.2%), rash (20.3% vs 0%), hyperglycaemia (4.3% vs 0%),
vomiting (2.9% vs 0%), and infections (5.8% vs 2.8%). Two patients died during the study, 1
in the placebo arm (grade 5 haemorrhage) and 1 death without progression on treatment with
capivasertib, possibly related to treatment (atypical pulmonary infection).

The combination of capivasertib (400 mg, 4 days on 3 days off) with fulvestrant in
ER+ metastatic breast cancer 1s also being evaluated in the AstraZeneca-sponsored
Study D3610C00001 (Parts E [4AKT7-mutant. completed] and F [PTEN-mutant, ongoing| and
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m 2 ongoing mvestigator-sponsored studies (plasmaMATCH- and Hyman AKT mutant),
adopting the recommended combination dose regimen of capivasertib with fulvestrant
established in the FAKTION study. Interim efficacy data from Study D3610C00001 Part E
have shown climical activity of capivasertib plus fulvestrant in heavily pre-treated patients
with AKT7-mutant ER+ metastatic breast cancer, mcluding those with prior resistance to
fulvestrant, with an overall manageable safety profile (Smyth et al 2017). Pooled AE data
from Study D3610C00001 Parts E and F (DCO of 4 October 2018) indicate that the most
common CTCAE grade =3 events (5% of patients) were diarrhoea (5.4%), hyperglycaemia
(5.4%). and rash maculo-papular (10.8%). The discontmuation rate for toxicity was low: 7
(9.5%) and 3 (4.1%) patients had at least 1 AE that led to discontmuation of capivasertib
treatment. urespective of causality and causally-related, respectively. The only AE leading to
discontinuation that affected more than 1 patient was fatigue (reported in 2 patients).

Taken together, the overall benefit/risk of capivasertib + fulvestrant appears to be favourable
for patients with HR+/HER2— locally advanced/metastatic breast cancer but requires
confirmation in this pivotal Phase IIT study.

A detailed description of the chemistry, pharmacology, efficacy, and safety of capivasertib 1s
provided in the Investigator’s Brochure.

2.3 Benefit/risk assessment
2.3.1 Risks with capivasertib

Based on non-clinical and clinical data available to date, the nsks associated with capivasertib
are as follows:

¢ Tdentified Risks: nausea and vomiting, stomatitis, dry skin, pruritis, decreased appetite
¢ Tmportant Identified Risks: diarthoea, rash, hyperglycaemia, hypersensitivity
¢ Important Potential Risk: QT prolongation

Based on non-clinical data available (dog telemetry study). QT prolongation has been noted as
an unportant potential risk. However, in AstraZeneca-sponsored clinical studies of
capivasertib to date, there were no reports of sudden death, torsades de pointes, or seizures,
and from a recent concentration-Q7T model analysis, capivasertib 1s not predicted to pose a
clinically sigmficant safety risk for QT prolongation at the therapeutic dosing regimen.
However, it 1s recommended to avoid drugs known to prolong QT mterval (see Section 6.5.3).
Further details on the risks are available in *Section 6: Summary of data and guidance for the
mvestigators” of the Investigator’s Brochure.

Overall in the monotherapy intermittent dosage pool (N=229), 42.4% patients had serious
adverse events (SAEs), 17% were causally related and 3.1% patients were reported with SAEs
leading to death. There were no capivasertib treatment-related deaths in this pool. A total of
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17.5% patients were discontinued due to SAEs, and 11.4% were discontinued due to SAEs
related to capivasertib treatment.

Based on data from the D3610C00001 and FAKTION studies (Section 2.2), the combination
of capivasertib with fulvestrant has a tolerability profile that is manageable with dose
modifications and supportive care.

There are 16 externally sponsored research stdies which are planned, have recently
commenced recruitment or are ongoing. Of these 16, 10 are investigating capivasertib
specifically and 6 are “umbrella/basket” studies in which capivasertib is an option in a panel
of potential investigational drugs. AstraZeneca is not aware of any new and significant safety
information from externally sponsored research.

2.3.2 Overall benefit-risk and ethical assessment

Although endocrine therapy administered with or without either a CDK4/6 inhibitor,
everolimus or alpelisib (in PIK3C4 mutant mmours) are effective options for at least some
patients with HR+/HER2— ABC, all mmours eventually develop endocrine resistance, and
from that point will require sequential chemotherapies given until disease progression or
unacceptable toxicity, with the intent of reducing disease burden and symptoms, and delaying
disease progression. Thus, HR+/HER2— ABC still represents an area of considerable unmet
medical need for new therapies and/or combinations that can delay or overcome resistance.

Clinical and non-clinical data with capivasertib (see Section 2.2) support the hypothesis that
AKT mlubition in combimation with an endocrine therapy such as fulvestrant may be a valid
treatment strategy for HR+/HER2— ABC. Capivasertib has also demonstrated clinical activity
m several settings including patients with metastatic TNBC in combination with first-line
pachitaxel (Schmid et al 2018), patients with advanced AKT/ mutant solid tumours in
monotherapy or combination with fulvestrant (ER+ breast cancer) (Hyman et al 2017, Smyth
et al 2017) and patients with ER+/HER2- ABC in combination with fulvestrant after AT
therapy (Jones et al 2019).

The non-clinical profile and emerging clinical safety profile from the early clinical studies
with capivasertib have not identified risks that wonld preclude investigation in this sefting.
The study design of this randomised clinical trial aims to minimise potential risks in several
ways. First, appropriate inclusion and exclusion criteria will be included in the study protocol
to protect patient safety. For example, in order to be enrolled, patients must be eligible for
fulvestrant treatment (as per local investigator assessment) which is administered in both arms
of the study, and patients with symptomatic visceral disease or any disease burden that makes
the patient ineligible for endocrine therapy per the investigator’s best mdgement will be
excluded. Of note, patients with uncontrolled and/or insulin dependent diabetes are also
excluded from the study. Second, the protocol includes safety monitoring in excess of
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standard of care monitoring, with the intent of protecting patients involved m the study.
Furthermore. a dose modification strategy for the management of toxicity and monitoring is i
place for those nisks deemed to be most likely or serious. Thus, based upon the clinical and
non-climical safety profile, the limited life expectancy of patients due to malignant disease,
and the strength of the scientific hypothesis under evaluation, the benefit/risk assessment for
this study supports the treatment of capivasertib and fulvestrant in patients with HR-+HER2—
ABC.

More detailed information about the known and expected benefits and risks and reasonably
expected AFEs of capivasertib may be found in the Investigator’s Brochure.

See Section 9.5.1 and Appendix C for information regarding the Data Monitoring Committee.

2.3.3 Impact on Benefit/Risk from Study Disruptions due to Coronavirus
Disease 2019

The emergence of the novel coronavirus disease 2019 (SARS-CoV-2/COVID-19) pandemic
presents a potential safety risk for patients and therefore several nisk mitigation factors have
been implemented 1o this study (see Section 4.5, Appendix K, and Appendix L).
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3 OBJECTIVES AND ENDPOINTS

3.1 Primary objectives

The primary objectives for the smdy and associated outcome measures are summarised in
Table 2.

Table 2 Primary objectives

Primary objective

Endpoint

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvesirant by assessment of
PFS in the overall population and in the
PIE3ICAAKT/PTEN-altered subgroup..

PFS is defined as the time from randomisation until
progression per RECIST vl.1, as assessed by the
investigator at the local site, or death due to any canse.

PFS. progression-free survival; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1:

VE, Versus.
3.2 Secondary objectives
The secondary objectives of the study and associated outcome measures are summarised in
Table 3.
Table 3 Secondary objectives
Secondary objectives Endpoint

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of 08
in the overall population and in the
PIK3ACA/AKT/PTEN-altered subgroup.

05 is length of time from randomisation until the date
of death due to any cause.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
PF52 in the overall population and in the
PIKICA/AKT/PTEN-altered subgroup.

PF52 is defined as the time from randomisation until
second progression on next-line treatment, as assessed
by the investigator at the local site, or death due to any
cause.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
OREF. in the overall population and in the
PIKICA/AKT/PTEN-altered subgroup.

ORR is defined as the percentage of patients with at
least one CR. or PR per RECIST v1.1, as assessed by
the investigator at the local sife.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvestrant by assessment of
DoR in the overall population and in the
PIKICA/AKT/PTEN-altered subgroup.

DoR is defined as the time from the date of first
documented response until date of documented
progression or death in the absence of disease
PrOgression.

To compare the effect of capivasertib + fulvestrant
relative to placebo + fulvesirant by assessment of
CBR in the overall population and in the
PIEICAAKT/PTEN-altered subgroup.

CBR is defined as the percentage of patients who have
a CR. PR or stable disease per RECIST v1.1 (without
subsequent cancer therapy) maintained =24 weeks
after randomisation.

To assess the safety and tolerability of capivasertib +
fulvestrant as compared to placebo + fulvestrant in

Safety and tolerability will be evaluated in terms of
AEs/SAFEs, vital signs, clinical
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Secondary objectives

Endpoint

the overall population and in the
PIKICAAKT/PTEN-altered subgroup.

chemistry/'haematology/glucose metabolism
parameters, and ECG parameters.
Assessments related to AEs cover:

*  Occurrence/frequency

+  Relationship to capivasertib and fulvestrant
as assessed by mvestigator

s CTCAE grade
s  Seriousness

s Death
¢ AFs leading to discontinuation of
capivasertib/placebo

¢ AFs leading to discontinnation of fulvestrant

s  AFs leading to dose interruption of
capivasertib/placebo

s  AFs leading to dose interruption of
fulvestrant

*  AFs leading to dose reduction of
capivasertib/placebo

o  AFs of special interest

o Other significant AEs

WVital signs parameters include systolic and diastolic
blood pressure, pulse, respiratory rate, body
temperature and weight.

Assessments cover:
s Observed value

*  Absolute and change from baseline values
over tine

To evaluate the PK of capivasertib when given in
combination with fulvestrant.

Plasma concentration of capivasertib pre-dose (Cugugs)
and post-dose (Cin and Ca) in the overall population
(patients randomised to capivasertib + fulvestrant).
AUC g yon, Conax and ey 10 a subpopulation of

approximately 6 Japanese patients with rich PK
sampling.

To assess the impact of capivasertib + fulvestrant vs
placebo + fulvestrant on patients” disease-related
symptoms, function and HRQoL in the overall
population and in the PIK3CA/AKT/PTEN-altered
subgroup where applicable.

Evaluation of EORTC QLQ-C30, EORTC
QLQ-BR23, scale/item scores including change from
baseline and time to deterioration.
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Secondary objectives Endpoint

To compare the effect of capivasertib + fulvestrant Time to definitive deterioration of ECOG performance
relative to placebo + fulvestrant by assessment of status is defined as time from randomisation to the
time to definitive deferioration of ECOG earlier of the date of the first definitive deterioration or
performance status from baseline in the overall death due to any cause.

population and in the PIK3CA/AKT/PTEN-altered

subgroup.

AF, adverse event; AUC g.12x, area under the plasma concentration-time curve from zero to 12 hours; C.
concentration; CBR., clinical benefit rate; Cnex. masimum observed plasma (peak) concentration: CR. complete
response; CTCAE, Common Terminology Criteria for Adverse Event; ctDNA, circulating amour DNA: DoR,
duration of response; ECG, electrocardiogram; ECOG, Eastern Cooperative Oncology Group: EORTC, European
Organisation for Research and Treatment of Cancer: EORTC QLQ-BE23, EORTC Quality of Life Questionnaire
breast cancer specific module: EORTC QLQ-C30, EORTC Quality of Life Questionnaire-Core 30 items:
HER.QoL health-related quality of life; ORE. objective response rate; OS, overall survival; PFS. progression-free
survival: PFS2. time from randomisation to second progression or death; PIK3C4, phosphatidylinositol-4.5-
bisphosphate 3-kinase catalytic subunit alpha gene: PK., pharmacokinetics: PR, partial response; PTEN,
phosphatase and tensin homolog: RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1;
SAF, serions adverse event, fma. tfime to reach peak or maximmm observed concentration following dmg
administration; vs, versus.
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LIRL

Collection and storage of DN A for firture analysis.

11T
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Il s =
—

BRCA1/2, breast cancer gene 1/2; ¢fDNA, circulating tumour DNA; DNA, deoxyribonucleic acid; EQ-5D-5L,
European Quality of Life 5-Domain 5-Level Scale, IHC, immunohistochemistry; IVD, in vitro diagnostic; NGS,
next-generation sequencing; 08, overall survival; PFS, progression-free survival;, PGIC, Patient Global
Impression—Change; PGIS, Patient Global Impression—Sevenity; PGI-TT, Patient Global Impression—Treatment
Tolemability; PRO-CTCAE, Patient-Reported Outcomes version of the Common Terminology Criteria for
Adverse Events; RECIST v1.1, Response Evaluation Criteria in Solid Twmours version 1.1; RNA, nbonucleic
acid; TFSC, time to first subsequent chemotherapy or death; vs, versus.

4 STUDY DESIGN

4.1 Overall design

This is a Phase III, double-blind, randomised study assessing the efficacy of capivasertib +
fulvestrant vs placebo + fulvestrant for the treatment of patients with locally advanced
(moperable) or metastatic HR+/HER2— breast cancer following recurrence or progression on
or after Al therapy. The study is powered to show a statistically significant difference
between capivasertib + fulvestrant and placebo + fulvestrant in PFS in the overall population
and the PIK3CA/AKT/PTEN-altered sub-population (dual primary endpoints) and OS (key
secondary endpoint) in the overall population and OS in the PIK3CA/AKT/PTEN-altered sub-
population will also be assessed.

The reciprocal feedback between the ER and PI3K signalling (see Section 2.2) suggests that
the combination of endocrnine therapy and mlubitors of the PI3K/AKT pathway may have
clinical utility in the treatment of ER+ breast cancer, and responses would be expected both in
patients whose tumours become dependent on the PI3K pathway upon treatment with
fulvestrant, as well as patients whose tumours harbour a genetic alteration leading to an
activated PI3K pathway. Therefore, PFS will be assessed in patients with qualifying
activating mutations in the PIK3CA or AKT] genes and/or loss of function mutations or
deletion of the PTEN gene (referred to as PIK3CA/AKTI/PTEN-altered) as dual primary
endpomts. The list of eligible alterations is curated on the basis of the currently published
literature for causal associations between pathogenicity and the alterations, using the
AstraZeneca strategy for early-stage climical studies as described by Carr et al 2016. The list

of eligible variants will be defined and specified in the SAP prior to analysis.

It 1s expected that an estimated 930 patients will be screened so that approximately
700 patients can be randomised 1:1, with approximately 350 included in each arm. Of these
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700 randomused patients, based on a prevalence of 40% to 45% for PIK3CA/AKTI/PTEN
alterations (Cristofamll et al 2016, Curtis et al 2012, D1 Leo et al 2018, Hortobagyi et al 2016,
Pererra et al 2016, Spoerke et al 2016), and a test failure rate of 20%, i1t 1s expected that a
minimumm of approximately 224 patients will test positive for tumours with these alterations
and will be assigned to the PIK3CA/AKT1/PTEN-altered subgroup. The prevalence of
PIK3CA/AKT/PTEN mutation status will be monitored post-randomusation by central testing
of formalin-fixed paraffin-embedded (FFPE) tumour samples collected before study entry.
Given the proposed sample size (approxumately 700 patients overall), it 1s expected that
randomusation will be sufficient to ensure a balance between treatment arms with respect to
mutational status. Enrolment will be open to all eligible patients urespective of the
PIK3CA/AKTI/PTEN status of their tumour(s); however adequate tumour tissue collected
before study entry will be required for a central retrospective analysis.

In China, recruitment will continue until approximately 134 Chinese patients have been
randomised, irrespective of whether or not the overall smdy enrolment has been reached. This
1s to ensure adequate participation of Chinese patients to satisfy China Regulatory Anthority
requirements.

Patients will receive weekly capivasertib (400 mg or placebo, oral, twice daily; 4 days on and
3 days off) and fulvestrant (at the approved dose regimen [500 mg intramuscular injections on
Dayv 1 of Weeks 1 and 3 of Cycle 1, and then on Day 1, Week 1 of each cycle thereafier]).

All patients will attend a screening visit a maximum of 28 days prior to the start of study
treatment.

Day | is defined as the randomisation date; smdy treatment should begin as soon as possible
after randomisation, ideally the same day. Randomised patients will continue study treatment
until objective radiological disease progression as defined by Response Evaluation Criteria in
Solid Tumonrs version 1.1 (RECIST v1.1), unacceptable toxicity occurs, the patient
withdraws consent or death. Following objective disease progression, further treatment
options will be at the discretion of the investigator. If a patient discontinues treatment (and/or
receives a subsequent cancer therapy) prior to progression, the patient should still continue to
be followed until objective disease progression as defined by RECIST v1.1. Cross-over from
placebo to capivasertib is not allowed.

The randomisation scheme will be stratified on the following factors:

*  Liver metastases (ves vs no)
¢  Prior use of CDK4/6 inhibitors (ves vs no)
—  Patients may have received prior freatment with CDK4/6 inhibitors as part of
standard treatment or within clinical trials (in the latter scenario, written confirmation
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of exposure to the investigational agent rather than placebo 1s required to allow
stratification at randomisation)
¢ Geographic location:
—  Region 1: United States, Canada, Western Europe, Australia, and Israel

— Region 2: Latin America, Eastern Furope and Russia

—  Region 3: Asia

The dual primary endpoints, PFS in overall and PIK3CA/4KT1/PTEN-altered subgroup, are
defined as the time from randomisation until disease progression based on the investigator’s
assessment according to RECIST v1.1, or death due to any cause regardless of whether the
patient withdraws from therapy or receives another anticancer therapy prior to progression.
The key secondary endpoint of OS is defined as the time from the date of randomisation until
death due to any canse. A sensitivity analysis will be conducted nusing PFS assessed by
blinded, independent central review (BICR) and defined using RECIST v1.1 criteria.

A study flow chart 1s illustrated in Figure 2 and the study design 1s summarised in Figure 1.

For details on what is included in the efficacy and safety endpomts, see Section 3. For details
on treatments given during the study, see Section 6.1.
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Figure 2 Study flow chart

Screening (all patientz)
Confirm elismblity per inclusion/'excluzion criteria

'

Randomization at Day 1
1:1, double-blmd

+

Capivazertib/placebo + folvestrant
Caprvasertib/placebo 400 me BD (4 davs on. 3 days off par week) +
fulvestrant 300 mg (Day | of Weeks | and 3 of Cycle 1, and then on Day 1, Week 1 of each cycle thereafter)

]

Oun-treatment aszessments
* Tumour assessment by RECIST 1.1 every § weeks (+7 davs) after start of treatment for first 18 months and every
12 weeks (27 davs) thereafter until radiological progresson)
# Safety aczeszment: throughout the treatment penod
* PRO asssssments throushout the treatment period

+ 4 + + !
Discontinue due to Dizcontinme prier to Withdrawal of consent
progreszion” progrezsion” Death Lozt to to all study-related
* Dhiscontmuation of + Discontmuation of follow-up procedures and
stody treatment study treatment follow-up
+ * ¥
Safety follow-up visit
* 30 days (27 days) after the discontimuation of capivasertibplacebo or fulvestrant Overall survival data
* Information from
Survival follow-up and subzequent therapy hosputal records and'or
& PF3] asseczments on 30-day (27 days) follow-up visit, every 8 weeks (+7 days) for first public {iﬂiﬂlregutnu
2 vears and every 12 weeks (£7 days) thereafter until second progression where available
* Survival status and subsequent therapy asssssments on 30-day (=7 days) follow-up vist,
evary § weeks (7 days) for first 2 vears and every 12 weaks (+7 dayvs) thereafier until
end of study, study withdrawal or death

BD. twice daily; PFS2, time from randomisation to second progression or death; PRO, patient-reported outcome;
RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1.

@ If the patient discontinues due to progression, PROs (not including PGI-ITT and PRO-CTCAE) should be
assessed at progression and every 4 weeks (3 days) post discontinuation until PFS2,

Patients who discontinue treatment prior to progression should continue to be scanned by RECIST v1.1
every 8 weeks (£ Tdays) for the first 18 months and every 12 weeks (£7 days) thereafter until progression,
regardless of reason for reatment discontinmation. If the patient discontinues due to toxicity but does not
progress. PROs (not including PGI-ITT and PRO-CTCAFE) should be assessed every 4 weeks (£3 days)
until progression, at progression and every 4 weeks (£3 days) post progression uniil PFS2.
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4.1.1 Study oversight considerations

The study will use a Trial Steering Committee (TSC) and an external independent data
momnitoring committee (IDMC). Please see Section 9.5.1 and Appendix C for additional
information.

4.2 Scientific rationale for study design

This randomised, double-blind, placebo-controlled, Phase TIT study will serve as confirmatory
evidence of the clinical benefit, safety and tolerability of capivasertib + fulvestrant vs placebo
+ fulvestrant for the treatment of patients with locally advanced or metastatic HR+/HER2—
breast cancer. Mandatory tissues samples collected from patients at screening will be used to
retrospectively identify patients with qualifying PIK3CA/AKTI/PTEN alterations to
mvestigate treatment with capivasertib + fulvestrant in this subgroup. The randomised,
double-blind design of this study reduces potential for bias when assessing whether the
combination of capivasertib + fulvestrant shows improved efficacy compared with fulvestrant
monotherapy.

This is a Phase III stady in adults (pre-menopausal women and post-menopausal women, and
men) with HR+/HER2— locally advanced or metastatic breast cancer, after recurrence or
progression on or after treatment with an AL This represents a population that may have
received up to 2 prior lines of endocrine therapy for metastatic disease, including combination
therapy with a CDK4/6 inhibitor, and up to 1 line of chemotherapy in the metastatic setting;
all patients will have received hormone (endocrine)-based therapy with an AL

This study has been designed to also inchide pre- or peri-menopausal women, and men as per
recent international guidelines (Cardoso et al 2018). These state that all treatment
recommendations for post-menopausal patients should be extended to the pre-menopausal
setting (with associated ovarian function suppression or ablation), encouraging the inclusion
of patients who are initially pre- or peri-menopausal in clinical studies to avoid separate and
duplicate trials. Studies evaluating new endocrine-based strategies should be designed to
allow enrolment of both pre- and post-menopausal women, and men.

Hormone (or endocrine)-based therapy is the preferred initial treatment for ER+/HER2- or
luminal ABC (Cardoso et al 2018) in the majority of cases, excluding only those with visceral
crisis or concern for (or proof of) endocrine resistance, for whom chemotherapy is required.
Current international treatment guidelines state that the preferred first-line endocrine therapy
depends on the type and duration of adjuvant endocrine therapy as well as the disease-free
mterval Awailable endocrine agents include but are not limited to Als, tamoxifen, or
fulvestrant, for pre- and peri-menopansal women (with ovarian function suppression/ablation),
men (preferably with a LHRH agonist), and post-menopausal women. Of note, CDK4/6
inhibitors in combination with an Al or fulvestrant (tLHRH agonist depending on
menopausal status) have substantially improved PFS compared with endocrine therapy alone.
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These agents are, 1n certain markets, approved for advanced or metastatic HR+/HER2- breast
cancer as nitial endocrine-based therapy and/or after disease progression following endocrine
therapy. As this class of agents has started to show a survival benefit (Im et al 2019, Slamon
2019, Sledge 2019), it 1s expected that their already wide use will continue to increase,
especially m the first-line setting. Therefore, if they are available in the country m which a
patient 1s being enrolled, they must be considered and excluded as treatment options before
the patient can be considered for entering the study. For the above reasons and to make sure
the enrolled population is representative of the general Al resistant HR+/HER2- advanced or
metastatic breast cancer population, the study mtends to enroll a minimum of 51% of patients
previously treated with CDK4/6 mmhibitor. Regarding additional endocrine-based options, the
mTOR mhibitor everolimus 1s also approved in combination with the Al exemestane
patients with previous failure of treatment with letrozole or anastrozole, but the European
Society for Medical Oncology (ESMO) guidelines state that the decision to treat must take
mto account the toxicities associated with this combination, lack of statistically significant OS
benefit, cost and availability.

There is no single standard of care following endocrine therapy with or without a CDK4/6
inhibitor (as first- or second-line treatment). When patients progress, the choice of therapy
depends on several factors: prior treatments (and response), disease burden, patient
preference, and treatment availability, which varies in different countries around the world.
Regardless of first- or second-line CDK4/6 inhibitor treatment, and despite nmltiple treatment
options (eg, fulvestrant, everolimus plus exemestane), median post-progression treatment
duration is limited, ranging from 4 to 8 months (Lupichuk et al 2019, Turner et al 2017).
Patients eventually experience disease progression (endocrine resistance) and require
chemotherapy. Thus, regardless of prior CDK4/6 inhibitor use, a considerable unmet medical
need remains in this population for improved second- and additional-line treatment.

Available second or further lines of therapies are limited either with regard to the population
able to gamn benefit, or the magmtude of benefit. A Phase Il study (BOLERO-2) of
everolimus plus exemestane m patients with HR+/HER2- ABC post-Al progression, showed
that the combination therapy improved PFS compared with exemestane alone from 3.2 to

7.8 months nrespective of PIK3CA genotype, albeit without sigmificant OS improvement
(Yardley et al 2013). More recently, the Phase ITT SOLAR-1 study demonstrated an
improvement in PFS of 5.7 to 11 months with the addition of the alpha-specific PI3K mhibitor
alpelisib to fulvestrant in patients with HR+/HER2— ABC with tumours harbouring a PIK3CA
mutation, who had relapsed or progressed on an AT (André et al 2019), based on which the
FDA granted approval. Of note, a clinically relevant benefit was not seen in the PIK3CA
non-mutant cohort and is not included in the approval.

The purpose of this Phase III study is to further characterise and confirm the efficacy and
safety of capivasertib + fulvestrant observed in the Phase II randomised FAKTION study
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where the addition of capivasertib to fulvestrant resulted in a 5.5-month 1mprovement in
median PFS from 4.8 months on fulvestrant alone to 10.3 months (HR 0.57 [95% CI: 0,393,
0.841]) regardless of PI3K/AKT/PTEN pathway activation status. At the time of the PFS
analysis, OS data were not mature (37%; 52 deaths reported); however, the data suggest an
unprovement of approximately 6 months on the combination treatment. The positive efficacy
data are supported by the finding that the addition of capivasertib to fulvestrant appears
overall well tolerated with no marked umpact on the dose mtensity of fulvestrant (see

Section 2.1 and Section 2.2 for further information on the FAKTION study and the study
rationale).

In this Phase TIT study, patients qualifying for the altered subgroup will be identified by
post-randomisation central testing of tumour tissue collected prior to enrolment based on a
prespecified list of molecular alterations, using a validated assay as described in Section 8.7.1.
By enrolment of both the overall population and a minimum number of patients in the altered
subgroup, the smdy design (including the sample size and planned statistical analysis
approach described in Section 9) will allow for further investigation of outcomes in the 2
populations tested.

In light of the demonstrated activity of the combination of capivasertib + fulvestrant in the
Phase [l FAKTION study and the common usage of single agent fulvestrant in the
management of advanced/metastatic HR+/HER2- breast cancer, fulvestrant 1s considered an
appropriate comparator for this Phase Il study. In addition, deploying fulvestrant as the
control agent will enable a robust assessment of the contribution of components in the doublet
regimen under study.

The rationale for the choice of stratification factors in this study 1is as follows:

¢ Liver metastases (ves vs no): The pattern and extent of metastatic disease are considered
to be mmportant factors with prognostic impact in HR+HER2— (Solomavyer et al 2000).
Patients with HR+ ABC with non-visceral metastases and visceral non-liver metastases
have significantly better outcomes from endocrine therapy than patients with liver
metastases (Robertson et al 2019).

*  Prior use of CDEA4/6 mhibitors (ves vs no): Recent changes in the treatment landscape for
HR+/HER2- ABC include the addition of CDK4/6 inhibitors to endocrine agents in the

first- and second-line settings. Although limited and retrospective, currently available
data snggest that patients who have received prior CDK4/6 inhibitors do not appear to
have a different outcome obtained from subsequent standard of care therapies (Lupichuk
et al 2019, Turner et al 2017). However, as the FAKTION study recruited at a time when
CDK4/6 inhibitors were not available in the enrolling sites, it remains unclear whether
prior treatment with a CDE4/6 mhibitor would mfluence the magnitude of benefit from
treatment with capivasertib plus fulvestrant. The total number of CDKA4/6 naive patients
will be limited to 49% of the total number of patients (Section 6.3).
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o  Geographic loecation (Region 1: US, Canada, Western Furope. Australia. Israel: Region 2:

Latin America. Eastern Europe and Russia; Region 3: Asia): Considering there 1s no

single standard of care for the intended population, geographic region has been included
to account for possible differences in treatment paradigms and patient demographics in
different territories.

Despite the documented benefits of endocrine-based therapy in HR+/HER2- ABC, intrinsic
and acquired resistance remains a common feature that limits the success of this strategy, and
lack of sensitivity (or primary resistance) to endocrine therapy appears associated with worst
survival (Cristofanilli et al 2018). For the purpose of this study, the following definitions for
endocrine resistance (Cardoso et al 2018) will be used for data collection:

* Promary endocrine resistance 1s defined as relapse while on the first 2 vears of adjuvant
endocrine therapy, or progressive disease within the first 6 months of first-line endocrine
therapy for ABC, while on endocrine therapy

¢ Secondary endocrine resistance is defined as relapse while on adjuvant endocrine therapy
but after the first 2 years, or relapse within 12 months of completing adjuvant endocrine
therapy, or progressive disease =6 months after imitiating endocrine therapy for ABC,
while on endocrine therapy

NOTE: Patients who meet any criteria of secondary endocrine resistance are classified as
such, regardless of whether they meet any aspect of the definition of primary resistance;
patients who do not meet any of the criteria of secondary endocrine resistance are defined as
having primary resistance.

In recent studies with novel therapies in the HR+/HER2- ABC setting, estimation of the effect
on OS has been jeopardised by limited statistical power, and therefore, suboptimal assessment
of their benefit. The proposed study is intended to address this issue by providing adequate
power to show a statistically significant difference between capivasertib + fulvestrant and
placebo + fulvestrant in both PFS and OS. The dual primary endpoints of this study are PFS
in the overall population and PFS in the PIK3CA/AKT1/PTEN-altered population, as described
i Section 3.1 and Section 9. Key secondary efficacy endpoints (see Section 3.2 and

Section 9) are OS and objective response rate (ORR) in the overall and the
PIK3CA/AKTI/PTEN -altered populations. Other secondary endpoints of this study that are
appropriate include clinical benefit rate (CBR), duration of response (DoR), time to definitive
deterioration of ECOG performance status from baseline, time from randomisation to second
progression or death (PFS2), EORTC Quality of Life Questionnaire-Core 30 items (EORTC
QLQ-C30) and EORTC Quality of Life Questionnaire-breast cancer specific module

(EORTC QLQ-BR23) and will be assessed in both the overall and the PIK3C4/4KT1/PTEN-
altered populations. The EORTC QLQ-C30 and EORTC QLQ-BR23 capture relevant
symptoms and functional impacts for patients with cancer and breast cancer, respectively.
Examination of change from baseline and time to deferioration in these concepts will allow for
an assessment of the ability of the investigational treatment to preserve overall health-related
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quality of life (HRQoL) and delay worsening of disease svmptoms and functional limitations
m the target population. Pharmacokinetic (PK) characterisation of capivasertib as well as the
safety and tolerability of capivasertib + fulvestrant and placebo + fulvestrant will also be
assessed as secondary endpoints.

4.3 Justification for dose
4.3.1 Capivasertib

Several doses and schedules of capivasertib have been studied clinically (all twice daily
[BD]). Monotherapy has been given as continuous (80 mg to 600 mg), intermittent 4 days on,
3 days off (480 mg to 640 mg) and intermittent 2 days on, 5 days off (640 mg to 800 mg)
schedules. Dose- and/or concentration-response relationships have been demonstrated for
pharmacodynamic biomarkers of AKT inhibition in fumour tissue and for the most important
AEs (diarrhoea, rash, and hyperglycaemia of CTCAE grade 3-4) in clinical studies.

The recommended regimen for monotherapy (480 mg BD, 4 days on 3 days off) was selected
based on pharmacodynamic parameters from tumour biopsies, PK data, and chinical safety.
The recommended Phase 1T dose of capivasertib in combination with fulvestrant was
determined by the rmun-in part (Ib) of the Phase Ib/TT FAKTION study. The aim of Phase Ib of
the study was to determine the maximum tolerated dose (MTD) for capivasertib given in
combination with the licensed dose of fulvestrant (500 mg intramuscular on Days 1, 15, 29
and once monthly thereafter). The toxicity profile in patients who received capivasertib 400
mg BD, 4 days on 3 days off was consistent with prior capivasertib studies. Although no
dose-limiting toxicities were observed, the Safety Review Committee concluded that 480 mg
BD was unlikely to be tolerated for long-term dosing in combination with fillvestrant, and the
4 days on, 3 days off 400 mg BD schedule was selected as the combination dose with
fulvestrant. This dose regimen was also supported by safety data from Study D3610C00001
and preclinical PK-pharmacodynamic efficacy mathematical modelling (Yates et al 20135).

Results from the randomised part of the FAKTION study (Phase II) provide evidence that the
selected dose and schedule are efficacious with acceptable safety and tolerability in patients
with ER+ ABC. Therefore, the dose regimen for this Phase III study is capivasertib
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400 mg BD, 4 days on 3 days off in combination with fulvestrant at the approved dose
Ieglmen.

4.3.2 Fulvestrant

Fulvestrant will be used within its marketing authorisation at a monthly dose regimen of

500 mg (2 = 5 mL mtramuscular mjections), with an additional loading dose in Cycle 1. Tlus
regimen 1s commonly used in clinical practice and considered as standard of care for the
treatment of HR+/HER2— metastatic breast cancer in participating countries. Monthly
fulvestrant at the approved dose regimen showed an expected and manageable safety profile
when combined with capivasertib in the FAKTION study (Jones et al 2019) and

Study D3610C00001 (Sections 2.2 and 2.3.1).

4.4 End of study definition

The end of the study is defined as the last visit/contact of the last patient undergoing the study
(1e, 30-day follow-up wisit if the last patient continnes treatment until progression). A patient
1s considered to have completed the study when he/she has completed his/her last scheduled
visit or his/her last scheduled procedure in the SoA (Section 1.1).

As the study 1s event driven, the accrual of the predetermined number of events included mn
the study endpoints will determune the duration of the data collection phase of the study.

There will be a final DCO, defined by the tune of the OS Final Analysis, which will take place
after OS reaches approximately 70% maturity of events in the overall population and the
PIK3CA/AKTI/PTEN-altered population (see details in Section 9.2). At this time the clinical
database will close to new data with the exception of China or Japan if the number of patients
15 judged insufficient and an additional DCO is required to address regulatory requirements in
China or Japan.

Patients are permitted to continue to receive treatment beyond the closure of the database if, in
the opinion of the investigator, they are contiming to receive benefit. For patients who
continue to receive freatment beyond the time of the final DCO, investigators will continue to
report all SAEs only (no other data will be captured) to AstraZeneca Patient Safety until

30 days after study treatment is discontinned, in accordance with Section 8.3. It is
recommended to continue observing ongoing patients at the frequency indicated within the
study plans as described in the SoA (Table 1). Restrictions regarding concomitant
medications (Section 6.5) will be followed while the patient is receiving capivasertib/placebo
+ fulvestrant. A change in capivasertib/placebo + fulvestrant dose should only occur for
safety reasons, based on the investigator’s judgement, and should generally follow the
approach for dose reduction and discontinmation as described in this protocol. If an
investigator learns of any SAEs. including death, at any time after a patient has completed the
study, and he/she considers there is reasonable possibility that the event is cansally related to
the investigational product, the investigator should notify AstraZeneca Patient Safety.
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Additionally, as stated 1n Section 8.3.3, any SAE or non-serious AE that 1s ongoing at this
DCO must be followed up to resolution unless the event 1s considered by the mvestigator to be
unlikely to be resolved, or the patient 1s lost to follow-up.

The study may be terminated at individual centres if the study procedures are not being
performed to Good Clinical Practice (GCP) or if recniutment 15 slow. AsiraZeneca may also
terminate the entire study prematurely for operational reasons or if concerns for safety arise
within this study, or in any other study, with capivasertib.

See Appendix C for gnidelines for the dissemination of study results.

4.5 Study Conduct Mitigation During Study Disruptions Due to
COVID-19 — Temporary Measures

The guidance given below supersedes instructions provided elsewhere in this CSP and should
be implemented temporarily only during the COVID-19 ontbreak (eg, during quarantines and
resulting site closures, regional travel restrictions, and considerations if site personnel or study
patients become infected with COVID-19) which would prevent the conduct of study-related
activities at study sites, thereby compromising the stdy site staff or the patient’s ability to
conduct the study. The investigator or designee should contact the study Sponsor to discuss
whether the mitigation plans below should be implemented.

To ensure continuity of the clinical study during the COVID-19 outbreak, temporary changes
may be implemented to ensure the safety of study patients, mamtain comphance with GCP,
and mimmize risks to study mtegrity. Where allowable by local health authonties, ethics
committees, healthcare provider guidelines (eg, hospital policies) or local government, these
temporary changes may include the following options:

¢ Obtaining reconsent for the mitigation procedures (note, in the case of verbal reconsent,
the ICF should be signed at the patient’s next contact with the smdy site).

* Rescreeming: Additional rescreening for screen failure and to confirm eligibility to
participate in the clinical smdy can be performed in previously screened participants. The
investigator should confirm this with the designated study physician.

¢« Home or Remote visit: Performed by a site qualified Health Care Professional or Health
Care Professional provided by a thiord party vendor.

¢ Telemedicine visit: Remote contact with the patients using telecommunications
technology including phone calls, virtual or video visits, and mobile health devices.

*  At-home study treatment adnumistration: Performed by a site qualified Health Care
Professional, or a Health Care Professional provided by a third party vendor, or by the

patients or the patient’s caregiver, if possible. Additional information related to the visit
can be obtained via telemedicine.

*  At-home or Remote Delivery of oral study treatment (capivasertib/placebo).
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For further details on study conduct during COVID-19, refer to Appendix K. For further
guidance during the COVID-19 pandemic, refer to Appendix L.

5 STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrolment criteria, also known
as protocol waivers or exemptions, is not permitted.

Each patient should meet all of the inclusion criferia and none of the exclusion criteria for this
study in order to be assigned/randomised to a study intervention. Under no circumstances can
there be exceptions to this rule. Patients who do not meet the entry requirements are screen
failures, refer to Section 5.4.

In this protocol, “enrolled™ patients are defined as those who sign informed consent.
“Randomised” patients are defined as those who undergo randomisation and receive a
randomisation number.

For procedures for withdrawal of incorrectly enrolled patients see Section 7.3.

5.1 Inclusion criteria

Patients are eligible to be included in the study only if all of the following inclusion criteria
and none of the exclusion criteria apply:

Informed consent

1 Capable of giving signed informed consent, which includes compliance with the
requirements and restrictions listed in the informed consent form (ICF) and in the clinical
study protocol (CSP)

2 Provision of signed and dated, written ICF prior to any mandatory study specific
procedures, sampling, and analyses

3 For mnclusion in the provision of
signed and dated written consents, respectively, prior

to collection of sample(s)

If a patient declines to participate in th
there will be no penalty or loss of benefit to the patient. The
patient will not be excluded from other aspects of the study.

The ICF process is described in Appendix C 3.
Age

4 Patients must be aged =18 years (aged =20 years 1 Japan) at the time of signing the ICF
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Type of patient and disease characteristics

5 Adult females, pre- and/or post-menopausal, and adult males

—  Pre-menopausal (and peri-menopansal, ie, those that do not meet the criteria for
post-menopausal defined below) women can be enrolled if amenable to treatment
with an LHRH agonist. Patients are to have commenced concomitant treatment with
LHRH agonist prior to or on Cyele 1, Day 1 and must be willing to continue on it for
the duration of the study

—  Post-menopausal women are defined as:
o aged =60 years of age, OR
o aged <60 years of age and amenorrhoeic for at least 12 months following
cessation of all exogenous hormonal treatments/chemotherapy/ovarian
suppression/tamoxifen or similar. These patients should also have serum

oestradiol and follicle stimulating hormone (FSH) levels confirmed as being
within the standard laboratory reference range for post-menopansal females, OR

o documented bilateral oophorectomy

6  Histologically confirmed HR+/HER2— breast cancer determined from the most recent
tmmour sample (primary or metastatic), as per the American Society of Clinical Oncology
and College of American Pathologists gimideline recommendations (Hammond et al 2010,
Woltf et al 2018). To fulfil the requirement of HR+ disease, a breast cancer must express
ER with or without co-expression of progesterone receptor. Therefore, tumours must be:

—  ER+ defined as =1% of mmour cells stain positive for ER on immunohistochemistry
(IHC) or, if no percentage is available, then an Allred IHC score of =3/8,

—  Progesterone receptor positive defined as =1% of tumour cells stain positive for
progesterone receptor on THC or, if no percentage is available, then an Allred THC
score of =3/8; or progesterone receptor negative defined as <1% of tumour cells stain
positive for progesterone receptor on IHC or, if no percentage 1s available, then an
Allred THC score of <2/8; or progesterone receptor unknown, and

— HER2- defined as 0 or 1+ mntensity on IHC, or 2+ intensity on IHC and no evidence
of amplification on in situ hybridisation (ISH), or if IHC not done, no evidence of
amplification on ISH.

7 Metastatic or locally advanced disease with radiological or objective evidence of
reciurence or progression (the cancer should have shown progression during or after most
recent therapy); locally advanced disease must not be amenable to resection with curative
intent (patients who are considered suitable for surgical or ablative techniques following
potential down-staging with study treatment are not eligible)

8  Patients are to have received treatment with an Al (aromatase inhibitor) containing
regimen (single agent or in combination) and have:
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10
11

12
13

(a) Radiological evidence of breast cancer recurrence or progression while on, or within
12 months of the end of (neo)adjuvant treatment with an Al, OR

(b) Radiological evidence of progression while on prior Al admimstered as a treatment
line for locally advanced or metastatic breast cancer (thus does not need to be the
most recent therapy)

Patients must have:

— at least 1 lesion, not previously nradiated, that can be measured accurately at baseline
as 10 mm m the longest diameter (except lvmph nodes which must have short axis
=15 mm) with CT or MRI which 1s smitable for accurate repeated measurements, OR

— in absence of measurable disease as defined above, at least 1 lytic or mixed (lytic +
sclerotic) bone lesion that can be assessed by CT or MRI; patients with
sclerotic/osteoblastic bone lesions only in the absence of measurable disease are not
eligible

Patients mmst be eligible for fulvestrant therapy as per local investigator assessment

Consent to submit and provide a mandatory FFPE tumour sample for central testing. A
FFPE tissue block from the most recently collected pre-randomisation tumour sample
(primary or recurrent cancer) 1s preferred. If it 1s not possible to provide a tissue block,
30 (munimum 20) freshly-cut unstained senal tumour shides are to be provided. Local
pathology QC must be completed prior to randomisation to ensure the sample 1s suitable
for next-generation sequencing (NGS) analysis, based on the requirements described n
the Diagnostic Testing Manual

Patients must be able to swallow and retain oral medication
Eastern Cooperative Oncology Group (ECOG)/ World Health Organisation (WHO)

performance status 0 or 1 with no deterioration over the previous 2 weeks and life
expectancy of =12 weeks

Reproduction

14

15

Pre-menopansal patients with ovarian suppression induced by LHRH agonist shounld
agree to use 2 forms of highly effective methods of accepted contraception (see

Section 5.3.3.1) to prevent pregnancy during the study and for 2 years after the last dose
of fulvestrant, or until 16 weeks afier discontimung capivasertib/placebo whichever
occurs later

Male patients should use barrier contraception (1e, condoms) from the time of screening
until 2 years after the last dose of fulvestrant or until 16 weeks after discontinuation of
capivasertib/placebo, whichever occurs later. Male patients wishing to father cluldren in
the future should be advised to arrange for the freezing of sperm prior to the start of study
treatment
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NOTE: Female partners should be advised to use accepted contraception during their
partner’s participation in the study and for 2 vears after the last dose of fulvestrant or until
16 weeks after discontinuing capivasertib/placebo, whichever occurs later.

5.2 Exclusion criteria

Patients meeting any of the following exclusion criteria are not to be enrolled m the study:
Medical conditions

1 A disease burden that makes the patient ineligible for endocrine therapy per the
investigator’s best judgement (eg, symptomatic visceral disease that is potentially
life-threatening in the short-term)

2 Malignancies other than breast cancer within 5 vears prior to study treatment mmitiation
{(except for approprately treated carcinoma in situ of the cervix, non-melanoma skin
carcinoma or Stage I endometrioid uterine cancer)

3 Radiotherapy with a wide field of radiation within 4 weeks prior to study treatment
imtiation (capivasertib/placebo) and/or radiotherapy with a limited field of radiation for
palliation within 2 weeks prior to study treatment mitiation (capivasertib/placebo)

4 Major surgery (excluding placement of vascular access) within 4 weeks prior to study
treatment initiation

5 With the exception of alopecia, any unresolved toxicities from prior therapy greater than
CTCAE grade 1 at the time of starting study treatment

6  Spinal cord compression or brain metastases unless asymptomatic, freated and stable and
not requiring steroids within 4 weeks prior to study treatment imitiation
Leptomeningeal metastases

Past medical history of mterstitial lung disease, drug-induced mterstitial ling disease,
radiation pneumonitis which required steroid treatment, or any evidence of climically
active mterstitial lung disease

9  Any of the following cardiac criteria:
—  Mean resting QT interval corrected by Fridericia’s formula (QTcF) =470 msec
obtained from 3 consecutive ECGs

—  Any climcally important abnormalities in rhythm, conduction or morphology of
resting ECG (eg, complete left bundle branch block, third degree heart block)

— Any factors that increase the nisk of corrected QT interval (QTc) prolongation or nisk
of arrhythmic events such as heart failure, hypokalaemia, potential for torsades de
pointes, congenital long QT syndrome, family history of long QT syndrome or
unexplamed sudden death under 40 vears of age or any concomitant medication
known to prolong the QT mnterval
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—  Experience of any of the following procedures or conditions in the preceding
6 months: coronary artery bypass graft, angioplasty, vascular stent, myocardial
infarction, angina pectoris, congestive heart failure New York Heart Association
(NYHA) grade =2

—  Uncontrolled hypotension — systolic blood pressure <90 mmHg and/or diastolic
blood pressure <50 mmHg

— Cardiac gjection fraction outside mstitutional range of normal or <50% (whichever 1s
higher) as measured by echocardiogram (or multiple-gated acquisition [MUGA] scan
if an echocardiogram cannot be performed or 1s inconclusive)

10 Chmcally sigmficant abnormalities of glucose metabolism as defined by any of the

11

12

13

following:
—  Patients with diabetes mellitus tyvpe 1 or diabetes mellitus type 2 requiring msulin
treatment

—  HbAlc =8.0% (63.9 mmol/mol)

Inadequate bone marrow reserve or organ function as demonstrated by any of the
following laboratory values:

—  Absolute neutrophil count <1.5 = 10°/L
—  Platelet count <100 x 10°/L

— Haemoglobin <9 g/dL (<5.59 mmol/L). [NOTE: any blood transfusion must be
=14 days prior to the determination of a haemoglobm >9 g/dL (>5.59 mmol/L)]

—  Alanine aminotransferase (ALT) and Aspartate aminotransferase (AST) >2.5 times
upper limit of normal (ULN) if no demonstrable liver metastases or =5 = ULN in the
presence of liver metastases

—  Total bilirubin >1.5 = ULN (Patients with confirmed Gilbert’s syndrome may be
included in the study)

—  Creatinine >1.5 x ULN concuurent with creatinine clearance <50 mL/min (measured
or calculated by Cockeroft and Gault equation); confirmation of creatinine clearance
1s only required when creatmine 1s =1.5 * ULN

As judged by the investigator, any evidence of severe or uncontrolled systemic diseases,
including uncontrolled hypertension, or active infection including hepatitis B, hepatitis C
and human immunodeficiency virus (HIV), including those who have confirmed
COVID-19. Screening for chronic conditions 1s not required

Known abnormalities in coagulation such as bleeding diathesis, or treatment with
anticoagulants precluding intramuscular injections of fulvestrant or LHRH agonist (if
applicable)
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14 Refractory nausea and vonuting. malabsorption syndrome, chronic gastrointestinal
diseases, mability to swallow the formulated product or previous significant bowel
resection, or other condition that would preclude adequate absorption of capivasertib

15 Previous allogenic bone marrow or solid organ transplant
16 Known immunodeficiency syndrome

17 History of hypersensitivity to active or inactive excipients of capivasertib, fulvestrant and
LHRH agomists (if applicable, ie, concomitant LHRH agonist required in this study) or
drugs with a similar chemical structure or class to capivasertib, fulvestrant or LHRH
agonists (if applicable, ie, concomitant LHRH agonist required in this study)

18 Ewvidence of dementia altered mental status or any psychiatric condition that would
prohibit understanding or rendering of informed consent

19 Any other disease, metabolic dysfunction, physical examination finding, or clinical
laboratory finding that, in the investigator’s opinion, gives reasonable suspicion of a
disease or condition that contraindicates the use of an investigational drmg, may affect the
interpretation of the results, render the patient at high risk from treatment complications
or interferes with obtaining informed consent

Prior/concomitant therapy

20 More than 2 lines of endocrine therapy for inoperable locally advanced or metastatic
disease
NOTE: If an attempt to downstage a locally advanced tumour with endocrine therapy
was made in the absence of metastatic breast cancer (neoadjuvant), and the tumour
operated upon, then this does not count as a line of therapy for ABC. In contrast, if the
mmour remained inoperable, this treatment should be included as a line of therapy for
ABC. Adjuvant endocrine therapy is not considered a line of therapy for ABC.

In addition, switching dmgs within a line of therapy to manage toxicities in the absence
of progressive disease does NOT count as a new line of therapy.

21 More than 1 line of chemotherapy for inoperable locally advanced or metastatic disease.
Adjuvant and neoadjuvant chemotherapy are not classed as lines of chemotherapy for
ABC

22 Prnor treatment with any of the followmng:
— AKT, PI3K and mTOR inhibitors
—  Fulvestrant, and other SERDs
—  Nitrosourea or mitomycin C within 6 weeks prior to study treatment mitiation

—  Any other chemotherapy, immunotherapy, immunosuppressant medication (other
than corticosteroids) or anticancer agents within 3 weeks prior to study treatment
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mitiation. A longer washout period may be required for drugs with a long half-life
(ez, biologics) as agreed by the sponsor

—  Potent inhibitors or inducers of CYP3A4 within 2 weeks prior to the first dose of
study treatment (3 weeks for St John’s wort) or dmgs that are sensitive to CYP3A4
inhibition within 1 week prior to study treatment initiation. For details, see
Appendix D

—  Any concomitant medication that may interfere with fulvestrant safety and efficacy
based on the prescribing information of fulvestrant and local clinical guidelines

Prior/concurrent clinical study experience

23 Previous randomuisation m this study

24 Participation in another clinical study with a non-marketed investigational medicinal
product (TIMP) administered in the last 30 days or 5 half-lives, whichever is longer (for
IMPs which are a previously marketed drug, regardless of indication. only Exclusion
Criterion 22 applies). Vaccines for COVID-19 with emergency use authorization are not
considered investigational agents.

Other exclusions

25 Involvement in the planning and/or conduct of the study (applies to both AstraZeneca
staff and/or staff at the study site)

26 Judgment by the investigator that the patient should not participate in the study if the
patient is unlikely to comply with study procedures, restrictions and requirements

27 Pregnant women (confirmed with positive pregnancy test) or breast-feeding women

5.3 Lifestyle restrictions
5.3.1 Meals and dietary restrictions

There is a potential for delaved and reduced absorption of capivasertib if it 1s administered
with food. The clinical relevance of this is unknown. Until further information is available, it
15 recommended that patients fast from 2 hours before dosing to 1 hour afier dosing, where
possible. Additional fasting restrictions also apply on days where glucose is to be tested
(Section 8.2.1.1).

In addition, patients should avoid herbal supplements (eg, St John’s wort) and ingestion of
large amonnts of foods and beverages known to potently modulate CYP3A4 enzyme activity
during study treatment. For example, no more than half a grapefiit, a small glass of
grapefrit juice (approximately 125 mL) or 2 teaspoons of Seville orange marmalade should
be consnmed daily.
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5.3.2 Caffeine, alcohol, and tobacco

Mo mteractions with caffeine, alcohol or tobacco have been identified.

53.3 Contraception
5.3.3.1 Females

Females of childbearing potential should use two forms of highly reliable methods of
contraception from the time of screeming until 2 years after the last dose of fulvestrant or until
16 weeks after discontinuing capivasertib/placebo, whichever occurs later. A permitted
combination of acceptable and highly effective contraception methods includes the use of a
barrier method of contraception with spermicidal combined with one of the highly effective
methods of contraception described below.

The choice of contraception should be in line with international gnidelines for ABC. Current
gnidelines advise against the use of hormonal contraception in patients with breast cancer
(NCCN 2019).

Highly effective methods of contraception mclude:

o Intrauterine device
» Bilateral tubal occlusion

¢ Male partner sterilisation (with the appropriate post-vasectomy documentation of the
absence of sperm in the ejaculate)

* True abstinence (ie, not engaging in sexual activity; however, perniodic abstinence, the
rhythm method, and the withdrawal method are not acceptable methods of birth
control)

Acceptable methods of contraception include:

* Barmmer methods of contraception: condom or occlusive cap (diaphragm or
cervical/vault caps) with spermicidal foam/gel/film/cream/suppository

The mvestigator should discuss fertility preservation options for women of childbearing
potential prior to the start of study treatment, in line with recommendations from mternational
breast cancer guidelines for advanced disease.

Pre-menopansal and peri-menopausal women are required to have treatment for ovarian
suppression with LHRH agonist in order to participate in the study. FSH and oestradiol will
be monitored at screening, at Day 1 of each cycle, and when clinically indicated; due to the
structural similarity of fulvestrant and oestradiol, fulvestrant may interfere with antibody-
based oestradiol assays and may result in falsely increased levels of oestradiol

(Fulvestrant SmPC 2018, Folkerd et al 2014). If deemed appropriate by the investigator, ad
hoc monthly pregnancy tests can be performed.
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5.3.3.2 Males

Male patients should use barrier contraception (condoms) from the time of screening until

2 years after the last dose of fulvestrant or until 16 weeks after discontinuation of
capivasertib/placebo, whichever occurs later. Male patients should refrain from donating
sperm from the start of dosing until 2 years after the last dose of fulvestrant or until 16 weeks
after discontinuation of capivasertib/placebo, whichever occurs later.

Female partners should be advised to use accepted contraception during their partners
participation on the trial and for 2 vears after the last dose of fulvestrant or until 16 weeks
after discontinuation of caprvasertib/placebo, wluchever occurs later.

5.34 Other restrictions

Patients who are blood donors should not donate blood during the study. For blood donation
after study participation, refer to WHO guideles (WHO 2012).

54 Screen failures

Screen failures are defined as patients who signed the ICF to participate in the clinical study
but are not subsequently randomised. A minimal set of screen failure information is required
to ensure transparent reporting of screen failure patients to meet the Consolidated Standards of
Reporting Trials (CONSORT) publishing requirements and to respond to queries from
regulatory authorities. Minimal information mcludes demography, screen failure details,
eligibility criteria, and any SAEs.

Individuals who do not meet the criteria for participation in this study (screen failure) may be
rescreened once, upon the study physician’s approval and agreement. However, rescreening
should be documented so that its effect on study results, if any, can be assessed.

These patients should have the reason for study withdrawal, inclnding failed
inclusion/exchision criteria, recorded in the electronic case report form (eCRF).

6 STUDY TREATMENTS

Study treatment 1s defined as any IMPs including marketed product comparator and placebo
or medical device(s) intended to be administered to a study participant according to the CSP.
Study treatment in this study refers to capivasertib, placebo and fulvestrant.

LHEH agomnist 1s not an IMP and this should be prescribed i accordance with local
ouidelines, where applicable.
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AstraZeneca

0.1 Treatments administered

6.1.1 Capivasertib/placebo

Capivasertib/placebo is considered an IMP and will be supplied by AstraZeneca. Details of
capivasertib are shown in Table 5. Placebo tablets match the appearance of capivasertib.

A schematic presentation of the treatment schedule is presented in Figure 3.

Table 5 Capivasertib/placebo
Study treatment name: Capivasertib/placebo
Dosage formulation: 160 mg and 200 mg film-coated tablets

Route of administration:

Oral

Dosing instructions:

400 mg BD (2 tablets of 200 mg taken twice a day = total
daily dose 800 mg) given on an intermittent weekly dosing
schedule. Patients will be dosed on Days 1 to 4 in each week
of a 28-day treatment cycle

Packaging and labelling:

Study reatment will be provided in white high-density
polvthene bottles. Each bottle will be labelled in accordance
with Good Mamfacturing Practice Annex 13 and per country
regulatory requirement

Where possible, all doses of capivasertib/placebo should be taken:

* At approximately the same time each day

* 12 hours apart

* In a fasted state (water to drink only) from at least 2 hours prior to the dose to at least

1-hour post-dose.

If vomiting occurs, a replacement dose should not be taken.

Should a patient miss a scheduled dose, the patient will be allowed to take the doseup to a
maximumn of 2 hours after the scheduled dose tume, with a fasting state being mamtamed. If
greater than 2 hours after the scheduled dose time, the missed dose should not be taken and
the patient should take themr allotted dose at the next scheduled time. If a patient needs to take
the dose earlier for whatever reason, the patient can take the dose up to 2 hours earlier than the
scheduled dose time. The patient should make every reasonable effort to take the

capivasertib/placebo tablet(s) on time.

Capivasertib/placebo dose reductions are permitted (see Section 6.6).

Cross-over from placebo to capivasertib is not allowed.
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Figure 3 Treatment schedule
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6.1.2 Fulvestrant

Fulvestrant 1s considered an IMP and commercial fulvestrant will be obtained centrally.
Awailable stock will be used in keeping with the standard local practice. Details are shown in
Table 6. Please refer to local prescribing mformation for information on formulation,

preparation, and administration.

A schematic presentation of the treatment schedule is presented in Figure 3.

Table 6 Fulvestrant

Study treatment name:

Fulvestrant

Dosage formulation:

250 mg/ 5 mL solution for mjection

Route of administration:

Intramuscular injection

Dosing instructions:

Patients will be administered 500 mg {2 injections) on Day 1
of Weeks 1 and 3 of Cycle 1, and then on Day 1. Week 1 of
each cyele thereafter

Packaging and Iabelling:

Study treatment will be provided in a pre-filled syringe.
Each syringe will be labelled in accordance with Good
Manufachuring Practice Annex 13 and per local practice

If injection-related symptoms oceur, patients should be treated according to best medical
practice and patients will be monitored until adequate resolution of signs and symptoms.
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Dose reductions for fulvestrant are not permutted.

6.1.3 Duration of treatment

Study treatment will be continued until disease progression unless there is evidence of
unacceptable toxicity, or if the patient requests to stop the study treatment.

If capivasertib/placebo is discontinued for reasons other than disease progression, the patient
may continue on fulvestrant alone at the investigator’s discretion. The patient must continue
being scanned for RECIST v1.1 assessment every 8 weeks (+7 days) for the first 18 months
and every 12 weeks (+£7 days) thereafter, until objective disease progression (RECIST v1.1),
administration of further anticancer therapy, withdrawal of consent or death whichever occurs
first.

If fulvestrant is discontinued for reasons other than disease progression, the patient may
continue on capivasertib/placebo alone at the investigator’s discretion. The patient must
continue being scanned for RECIST v1.1 assessment every 8 weeks (£7 days) for the first

18 months and every 12 weeks (£7 days) thereafter, until objective disease progression (even
if further anticancer therapy is administered).

Patients with locally advanced disease who are considered suitable/planned for surgical or
ablative techmques followmng potential down-staging with study treatment are not eligible.
Cases m which a patient become amenable to surgery or ablative therapy must be
communicated to the sponsor. Study drug must be discontinued prior to surgery. However, if,
m the opinion of the mvestigator, the patient 1s continuing to recerve benefit, they may be
permitted to continue to restart treatment afier surgery after discussion and agreement with the
Sponsor. Patients should continue RECIST v1.1 assessment until progression.

6.2 Preparation/handling/storage/accountability

Fulvestrant must be stored in a refrigerator (2°C to 8°C) m the original packaging, to protect
from hight. Capivasertib must be stored in the pack provided, protected from light and at the
recommended storage condition of below 30°C, and used according to the mstructions on the
label.

The mvestigator or designee must confirm appropriate temperature conditions have been
maintained during transit for all study treatment received and any discrepancies are reported
and resolved before use of the study treatment.

Only patients enrolled in the study may receive study treatment and only authorised site staff
may supply or administer study treatment. All study treatments nmst be stored in a secure,
environmentally controlled, and monitored (mannal or antomated) area in accordance with the
labelled storage conditions with access limited to the investigator and anthorised site staff.
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The mvestigator, mstitution. or the head of the medical mstitution (where applicable) 1s
responsible for study treatment accountability, reconciliation, and record maintenance
(1e, receipt. reconciliation, and final disposition records).

Any study drug remaining at the end of the trial must be destroved or retwrned according to
the sites local standard operating procedures following authorisation by the sponsor.

6.3 Measures to minimise bias: randomisation and blinding

Capivasertib and placebo film-coated tablets will be identical in appearance and presented
the same packaging to ensure blinding of the capivasertib.

Capivasertib and placebo will be labelled using a unique kit identification (kit ID) number,
which 1s linked to the randomisation scheme.

Fulvestrant will be allocated to be dispensed to each patient using the interactive web response
system (IWRS) system (if centrally sourced) or via the local pharmacy (if locally sourced) at
each patient dispensing visit. Routines for this will be described in the interactive voice
response system (IVRS)IWRS user manual that will be provided to each centre.

Eligible patients will be randomised in a 1:1 ratio (capivasertib + fulvestrant: placebo +
fulvestrant). The planned treatment given to individual patients will be determined by a
randomisation scheme that will be loaded into the TWRS database. The randomisation scheme
will be produced by a process called AZRand (AZ Global Randomisation process) that
mcorporates a standard procedure for generating random numbers.

A blocked randomisation will be generated, and all centres will use the same list in order to
minimise any imbalance in the number of patients assigned to each treatment group.

Eligibility will be established before treatment randomisation. It 1s recommended that patients
commence study treatment as soon as possible after randomisation and ideally on the same
day of randomisation.

In order to meet the required minimum of 51% of recruited patients pre-treated with CDK4/6
mnhibitors, the actual proportions will be monitored during the cowrse of the study. Selective
recruitment of patients with prior CDK4/6 inhibitor treatment may be implemented in the
event that approximately 343 CDK4/6 mhibitors naive patients are randommised. This would be
achieved via the TWRS system as prior CDK4/6 inhibition 1s a stratification factor.

If a patient withdraws from the study, then his enrolment/randomisation code cannot be
reused. Withdrawn patients will not be replaced.

The randomisation code should not be broken except in medical emergencies when the
appropriate management of the patient requires knowledge of the treatment randomisation.

CONFIDENTIAL AND PROPRIETARY 67 of 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

The mvestigator must document and report the action to AstraZeneca, without revealing to the
AstraZeneca staff the treatment given to the patient.

AstraZeneca retains the right to break the code for SAEs that are unexpected and are
suspected to be causally related to an IMP and that potentially require expedited reporting to
regulatory authorities. Randomisation codes will not be broken for the planned analyses of
data until all decisions on the evaluability of the data from each individual patient have been
made and documented.

In the event that the treatment allocation for a patient becomes known to the Investigator or
other study staff involved in the management of stdy patients, or needs to be known to treat
an individual patient for an AE, the Sponsor mmust be notified promptly by the Investigator and
if possible, before unblinding.

6.4 Treatment compliance

Data regarding capivasertib/placebo dosing will be collected and entered into the eCRF along
with reasons for missed dose(s) if applicable.

In addition, patients will be required to return all bottles of study medication. The number of
tablets remaining will be counted by the research nurse/pharmacist/investigator, documented
m the eCRF and returned to pharmacy. Site personnel are responsible for managing the IMP
from receipt by the study site until the destruction or return of all unused IMP. The
mvestigator 1s responsible for ensuring that the patient has returned all unused IMP.

6.5 Concomitant therapy

Any medication or vaccine, including over-the-counter or prescription medicines, vitamins,
and/or herbal supplements, that the patient is receiving at the time of enrolment or receives
during the study nmst be recorded along with:

. Reason for use
*  Dates of administration including start and end dates
¢ Dosage nformation including dose and frequency

Guidance regarding potential interactions of capivasertib with concomitant medications is
provided in Appendix D.

6.5.1 Allowed concomitant therapy

The following therapies are allowed during study participation, as applicable:

¢  No prophylactic anti-emetic therapy is planmed for capivasertib/placebo but standard
anti-emetic therapy mcluding a 5-HT3-antagonist can be given as needed on a
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prophylactic and treatment basis in compliance with the standards of the centre’s local
policy

¢  Anti-diarrhoeal therapy for symptomatic treatment of diarrhoea, as indicated in the
toxicity management guideline (Section 8.4.5)

¢  Erythropoietin: patients already receiving erythropoietin at the time of screening for the
study may continue it providing they have been receiving it for more than 1 month at the
time study treatment is started. Prophylactic erythropoietin should not be started during
Cycle 1 of the study but may be started during or after Cycle 2

¢ Blood transfusions are allowed at any time during the study

NOTE: any blood transfusion before screening must be =14 days prior to the
determination of a haemoglobm at screening; see Section 5.2].

+ Patients may receive bisphosphonate or denosumab therapy for the treatment of bone
metastases; however, these agents must be started prior to randomisation. Modification
of the pre-study bisphosphonate or denosumab treatment regimen for bone metastasis
requires the approval of the sponsor or study physician

+ Patients may take corticosteroids; however, electrolyte and/or glicose levels should be
monitored carefully due to the potential for corticosteroid-related metabolic disturbance

+ Patients who need to begin anti-coagulant therapy while receiving study treatment may be
treated, at the discretion of the investigator, with low molecular weight heparin (LMWH).
The LMWH should be temporarily discontinued 12 to 24 hours prior to each mjection of
fulvestrant and then resumed 12 to 24 hours later (depending on the particular LMWH
used). There is an increased risk of haemorrhage in these patients and the investigator
should decide whether that nisk 1s outweighed by the possible benefits of continued
treatment. Tt is advised to apply direct pressure to the injection site in these patients

¢  Patients receiving antiplatelet therapy (acetylsalicylic acid, ticlopidine, clopidogrel, etc)
may be at increased risk of bleeding from intranmscular injection. The investigator
should decide whether that nisk 1s outweighed by the possible benefits of continued
treatment. Tt is advised to apply direct pressure to the injection site in these patients

¢  Supportive care and other medication, which is considered necessary for the patient’s
safety and wellbeing, may be given at the discretion of the investigator and recorded in
the appropriate sections of the eCRF

¢ LHRH agonist: Pre- or peri-menopausal patients are to have commenced concomtant
treatment with LHRH agonist prior to or on Cycle 1, Day 1 and must be willing to
continue LHRH agonist treatment for the duration of the study. Male patients can receive
concomitant LHRH agomist 1f deemed appropriate by the mvestigator

+  Authorised/approved COVID-19 vaccines can be given to patients enrolled in
CAPItello-291, following local prescribing information, and policies when considering if
vaccination against COVID-19 is appropriate for the patients participating in the study.
Investigators should apply their discretion assessing the risk benefit of COVID-19
vaccines for participants in clinical trials. The administration of any vaccine and any
potential adverse events must be documented m the eCRF
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Other concomitant medication may be given as medically mndicated. Details (including doses,
frequency, route and start and stop dates) of the concomitant medication given must be
recorded in the patient’s medical records and the eCRF.

6.5.2 Restricted concomitant therapy
The following concomitant therapies are restricted durnng study treatment:

¢  Other anticancer agents, other investigational agents and radiotherapy. although radiation
for palliation at focal sites 1s permitted (as long as the radiation field covers less than 30%
of the marrow and does not include whole pelvis or spine; disease progression in the
bones has to be excluded by appropriate imaging investigations)

¢ Dmgs or herbal supplements that are known to be potent inhibitors/inducers of CYP3A4
must be avoided, but moderate inhibitors/mducers may be used with caution. Drugs
known to be sensitive to inhibition of CYP3A4 metabolism and/or MATEI or OCT2
transport must be avoided or used with caution, depending on their therapeutic window.
1f co-administration 1s necessary, then additional monitoring for signs of toxicity related
to increased exposure to the substrates 1s required

¢  Patients nust not receive other investigational dmigs while on study

Please refer to Appendix D for further guidance on potential PK interactions with

capivasertib. For guidance regarding potential PK interactions with fulvestrant, please refer to
the current local prescribing information (package insert).

Patients must be mstructed not to take any medications, ncluding herbal and dietary
supplements, without first consulting with the mvestigator.

6.5.3 Other concomitant treatment

Medication other than that described in Section 6.5.2, which 1s considered necessary for the
patient’s safety and wellbemg, may be given at the discretion of the investigator and recorded
m the appropnate sections of the eCRF. The concomitant adnumistration of drugs known to
prolong QT interval is restricted unless considered essential due to patient management, in
which case, patients should be closely monitored. Information regarding drugs known to
prolong the QT interval can be found on the CredibleMeds® website

(URL: https://crediblemeds.org).

6.6 Dose modifications and delay

For capivasertib/placebo, dose reductions or holds are allowed as clinically indicated by the
treating physician and in line with Table 7. For each patient, a maximum of 2 dose reductions
will be allowed (Table 7). Dose re-escalations are not allowed for capivasertib/placebo. For
guidance on capivasertib dose reductions for management of AEs, refer to Section 8.4.5.

Dose reductions for fulvestrant are not allowed.
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Befer to locally approved prescribing information for gmidance on fulvestrant monitoring and
management of toxicities.

Table 7 Dose levels for capivasertib/placebo and fulvestrant
Study treatment Starting dose Dose reduction levels
Capivasertib/placebo 400 mg BD Reduction level 1: 320 mg BD

Reduction level 2: 200 mg BD

Fulvestrant 500 mg Dose reductions not allowed

In the event of an AE which the investigator considers to be related to the administration of
study treatment, supportive therapy should be given at the discretion of the investigator. In
addition, the investigator may decide that dosing of study treatment should be temporarily
mtermpted, a subsequent treatment cycle delayed, or study treatment permanently
discontinued as per the gnidelines outlined in Section 7.1.

Substantial acute toxicities should be managed as medically indicated and with temporary
suspension of study drug, as approprate.

A maximum break of 28 consecutive days for capivasertib/placebo dosing is allowed within
each treatment cycle or between two consecutive cycles. A maximum delay of 35 days since
a planned injection of fulvestrant is allowed.

Any further delays in capivasertib/placebo and/or fulvestrant treatment mmust be approved by
the sponsor or study physician. Following a treatment break, the patient may resume
treatment at the Day/Week in the cycle that they stopped.

6.7 Treatment after the end of the study

After the clinical study database closes, patients who contimue to derive clinical benefit from
study treatments in the opinion of the investigator may continue to receive study treatment
until progression. These treatments will continue to be provided by AstraZeneca until the
availability of either a local commercial supplier and reimbursement program or an early
access program; at which point a change in supply will be requested. Treatment of patients
beyond progression is not allowed.

Please refer to Section 4.4 for End of Study definition.
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7 DISCONTINUATION OF TREATMENT AND PATIENT
WITHDRAWAL
7.1 Discontinuation of study treatment

Patients will be discontinued from IMP 1 the following situations. Note that discontinuation
from study treatment 1s NOT the same as a complete withdrawal from the study. Patients who

discontinue study treatment should continue the study and be followed-up as outlined in the
CsPb.

*  Objective disease progression assessed by RECIST v1.1

¢ Chnical disease progression/worsenming of disease under investigation
¢  Patients incorrectly initiated on IMP

¢  Patient becomes pregnant

* Intercurrent illness that, in the judgment of the mvestigator, will affect assessments of
clinical stafus to a significant degree or contraindicate further dosing

*  AFE or unacceptable toxicity

¢ Deternunation by the investigator that it is no longer safe for the patient or in the patient’s
best interest to continue therapy

+ Patient request

¢ Severe non-compliance with study protocol in the judgement of the investigator and/or
the sponsor

#  (Chnical need for concomitant or ancillary therapy (ie, non—protocol-specified anticancer
therapy) that is not permitted in the smdy

*  (eneral or specific changes in the patient’s condition that are unacceptable for further
treatment in the mdgment of the investigator

Patients found to be deriving benefit from treatment and tolerating freatment may continue
therapy, subject to agreement between the treating and Sponsor physicians. The patients will
be followed according to protocol-defined procedures and assessments. All protocol
deviations will be reviewed and important protocol deviations will be identified prior to the
unblinding of the smdy.

See the schedule of activities (SoA: Section 1.1) for data to be collected at the tume of
treatment discontinuation and follow-up and for any further evaluations that need to be
completed.

All reasons for discontinuation of study treatment must be documented in the eCRF (see
Section 7.1.2).
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7.1.1 Temporary discontinuation

If study treatment will be interrupted for a period longer than permitted in the dose
modification guidelines (Section 6.6), the investigator will need approval from the sponsor to
restart the patient on study treatment.

7.1.2 Procedures for discontinuation of study treatment

The mvestigator should instruct the patient to contact the site before or at the time the patient
decides to stop the study treatment. A patient who decides to discontinue study treatment
must be asked about the reason(s) and the presence of any AEs. The date of last intake of
study treatment should be documented in the eCRF. All study treatment should be retuwrned
by the patient at their next on-site study visit or unscheduled visit. Patients permanently
discontinning study treatment should be given locally available standard of care therapy, at the
discretion of the investigator.

Discontinuation of study treatment, for any reason. does not impact on the patient's
participation in the study. The patient should continue attending subsequent study visits and
data collection should continue according to the study protocol. If the patient does not agree
to continue in-person study visits, a modified follow-up must be arranged to ensure the
collection of endpoints and safety mformation. This could be a telephone contact with the
patient, a contact with a relative or treating physician. or information from medical records.
The approach taken should be recorded in the medical records. A patient that agrees to
modified follow-up 1s not considered to have withdrawn consent or to have withdrawn from
the study.

7.2 Lost to follow-up

A patient may be considered lost to follow-up if he or she fails to return for scheduled visits
and is unable to be contacted by the stdy site.

The following actions must be taken if a patient fails to return to the clinic for a required study
visit:

*  The site must attempt to contact the patient and reschedule the mussed visit as soon as
possible and counsel the patient on the importance of maintaining the assigned visit
schedule

+ Before a patient is deemed lost to follow-up, the investigator or designee must make
every effort to regain contact with the patient or next of kin by for example, repeat
telephone calls, certified letter to the patient’s last known mailing address or local
equivalent methods. These contact attempts should be documented in the patient’s
medical record
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+  Efforts to reach the patient should continue until the end of the study. Should the patient
be unreachable at the end of the study the patient will be considered lost to follow-up,
with unknown vital status at end of study and censored at the last follow-up contact

7.3 Withdrawal from the study

A patient may withdraw from the study (eg, withdraw consent) at any time at lus/her own
request, without prejudice to further treatment. If a patient withdraws consent, they will be
specifically asked if they are withdrawing consent to all further participation n the study
(treatment, assessments and follow-up) or withdrawing from treatment/assessments only and
will allow further follow-up.

A patient who considers withdrawing from the study must be informed by the investigator
about modified follow-up options (eg, telephone contact, a contact with a relative or treating
physician, or information from medical records).

If the patient also withdraws consent for disclosure of future information, the sponsor may
retain and contime to use any data collected before such a withdrawal of consent.

If a patient withdraws from the study, he/she may request destruction of any samples taken,
and the mvestigator must document this in the site study records and inform the study monitor
and study team.

A patient who withdraws consent will always be asked about the reason(s) and the presence of
any AFs. The investigator will follow-up patients as medically indicated. The patient will
refurn electronic patient-reported outcomes (ePRO) devices.

AstraZeneca or its delegate will request mmvestigators to make every effort to collect
miormation on patients’ survival status (dead or alive; date of death when applicable) at the
end of the study, mcluding patients that withdrew consent or are classified as "lost to
follow-up". Survival status can be obtained by site personnel from publicly available
resources where it 1s possible, m accordance with local regulations. Knowledge of the
survival status at study end in all patients 1s crucial for the mtegnty of the study.

See SoA (Section 1.1), for data to be collected at the time of study discontinuation and
follow-up, and for any further evaluations that need to be completed. All study treatment
should be returned by the patient.

8 STUDY ASSESSMENTS AND PROCEDURES
Study procedures and their timing are summarised in the SoA (see Section 1.1).

The investigator will ensure that data are recorded on the eCRFs. A Web Based Data Capture
system will be nsed for data collection and query handling.
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The mvestigator must ensure the accuracy and completeness for eCRFs which mcludes:
legbility and timeliness of the data recorded and of the provision of answers to data queries
according to the Clinical Study Agreement. The mvestigator will sign the completed eCRFs.
A copy of the completed eCBFs will be archuved at the study site.

Immediate safety concerns should be discussed with the sponsor immediately upon occurrence
or awareness to determine if the patient should continue or discontinue study treatment.

Adherence to the study design requirements, including those specified in the SoA, is essential
and required for study conduct.

All screening evaluations must be completed and reviewed to confirm that potential patients
meet all eligibility criteria. The mvestigator will maintain a screening log to record details of
all patients screened and to confirm eligibility or record reasons for screening failure, as
applicable.

Procedures conducted as part of the patient’s routine clinical management (eg. blood count)
and obtained before signing of the ICF may be utilised for screening or baseline purposes
provided the procedures met the protocol-specified criteria and were performed within the
time frame defined in the SoA.

BEepeat or unscheduled samples may be taken for safety reasons or for techmcal 1ssues with
the samples.

8.1 Efficacy assessments
8.1.1 RECIST v1.1 assessments

RECIST v1.1 tumour assessments will be performed using CT or MRI scans of the chest,
abdomen and pelvis (with additional anatomy as clinically indicated by extent of disease) at
baseline (no more than 28 days before the date of randomisation, as close as possible to the
start of study treatment). Afterward, CT or MRI scans of the chest, abdomen and pelvis (with
additional anatomy as clinically indicated by extent of disease) will be repeated every 8 weeks
(+7 days) for the first 18 months and every 12 weeks (7 days) thereafter, after start of
treatment (Cycle 1, Week 1, Day 1) until objective radiological disease progression as defined
by RECIST vl1.1 (regardless of reason for treatment discontinuation). If an unscheduled
assessment is performed (eg, to investigate clinical signs/symptoms of progression) and the
patient has not progressed, every attempt should be made to perform the subsequent image
acquusition at the next scheduled imaging visit. Patients who discontinue treatment prior to
RECIST vl1.1 progression (eg, discontinuation due fo toxicity or chinical progression) should
continue to be scanned until confirmed RECIST v1.1 progression. The same imaging
modality and the same assessment (eg, the same contrast protocol for CT scans) should be
performed at baseline and at all follow-up time-points. Guidelines on the valid methods of
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assessment and the evaluation of objective tumour response using RECIST v1.1 are provided
m Appendix A.

8.1.1.1 Progression-free survival (PFS)

PFS 15 defined as the time from the date of randomisation until the date of disease progression,
as defined by RECIST v1.1, or death (by any cause mn the absence of progression) regardless
of whether the patient withdraws from randomuised therapy or receives another anticancer
therapy prior to progression.

PFS will be assessed by investigator assessment. A supplementary analysis of PFS by BICR
will be reported.

Patients who have not progressed or died at the time of analysis will be censored at the time of
the latest date of assessment from their last evaluable RECIST v1.1 assessment. However. if
the patient progresses or dies immediately after two or more consecutive missed visits, the
patient will be censored at the time of the latest evaluable RECIST v1.1 assessment prior to
the two missed visits.

8.1.1.2 Clinical benefit rate (CBR)

CBR 1s defined as number of patients with complete or partial response or with stable disease
maintamed =24 weeks (as assessed by the mvestigator, using RECIST v1.1) divided by the
number of patients i the analysis. Patients without a post-baseline tumour assessment will be
considered to have no clinical benefit.

3.1.1.3 Duration of response (DoR)

For patients who achieve complete or partial response per RECIST v1.1, DoR is defined as the
time from the date of first documented response until date of documented progression (as
assessed by the investigator, using RECIST v1.1) or death in the absence of disease
progression. The end of response should coincide with the date of progression or death from
any cause used for the PFS endpoint. The time of the initial response will be defined as the
latest of the dates contributing towards the first visit response of complete or partial response.

If a patient does not progress following a response, then their DoR will use the PFS censoring
fime.

8.1.14 Objective response rate (ORR)

ORR is defined as the percentage of patients with at least one investigator-assessed visit
response of complete or partial response (as assessed by the investigator, using RECIST v1.1)
and will be based on a subset of patients with measurable disease at baseline per the site
investigator.
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Data obtamned up until progression, or last evaluable assessment in the absence of progression,
will be mncluded in the assessment of ORR. Patients who discontinue randomised treatment
without progression, receive a subsequent anticancer therapy (note that for this analysis
radiotherapy 1s not considered a subsequent anticancer therapy) and then respond will not be
mcluded as responders m the ORE.

8.1.2 Overall survival (OS)

OS 1s defined as the time from the date of randomisation until death due to any cause
regardless of whether the patient withdraws from randomised therapy or receives another
anticancer therapy.

Any patient not known to have died at the time of analysis will be censored based on the last
recorded date on which the patient was known to be alive.

Assessments for survival will be conducted every 8 weeks for the first 2 years following
objective disease progression or treatment discontinuation and then every 12 weeks.

Survival information may be obtamed via telephone contact with the patient, patient’s family,
by contact with the patient’s current physician, or local death registries as described in
Section 7.3.

Swrvival calls will be made in the week following the date of DCO for each of the PFS or OS
analyses, and if patients are confirmed to be alive or if the death date is post the DCO date,
these patients will be censored at the date of DCO.

8.1.3 PFS2

Time from randomisation to second progression or death (PFS2) will be defined as the time
from the date of randomisation to the earliest of the progression events subsequent to the first
subsequent therapy, or death.

Patients alive and for whom a second disease progression has not been observed should be
censored at date last known alive and without a second disease progression (ie, censored at the
latest of the PFS or PFS2 assessment date if the patient has not had a second progression or
death).

Following discontinuation of study treatment due to disease progression, as determined by
mvestigator-based by RECIST v1.1 assessment, patients who started on subsequent cancer
therapy post progression will continue to be followed at the 30-day follow-up visit, every

8 weeks (+7 days) for the first 2 vears, and every 12 weeks (£7 days) thereafter for
documentation of progression on second-line therapy. Determmination of progressive disease
for PFS2 will be by mstitutional call.
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8.14 Time to definitive deterioration of the ECOG performance status

ECOG performance status will be used to assess physical health of patients. Time to
defimtive deterioration of ECOG performance status is defined as time from randomisation to
the earlier of the date of the first definitive deterioration or death due to any cause.
Deterioration is defined as a 1-point increase in ECOG score from baseline, and the
deterioration is considered definitive if no improvements in the ECOG performance status are
observed at a subsequent time of measurement during the treatment period, or at no further
assessments following the time point where the deterioration is observed.

Patients who have not had definitive deterioration or have not died at the time of analysis will
be censored at the time of the latest date of assessment from therr last evaluable ECOG
assessment. However, if the patient has defimtive deterioration or dies immediately after two
or more consecutive missed visits, the patient will be censored at the time of the latest
evaluable ECOG assessment prior to the two missed visits.

8.1.5 Time to first subsequent chemotherapy or death (TFSC)

Time to first subsequent chemotherapy or death (TFSC) 1s defined as ime from randomisation
to the earlier of start date of the first subsequent chemotherapy after discontinuation of
randomised treatment or death due to any cause.

Patients alive and not known to have had a first subsequent chemotherapy will be censored at
the earliest of: date of study termination, date last known alive, DCO or, the last date that the
patient was known not to have received a first subsequent chemotherapy.

8.1.6 Bone scan

An initial bone scan should be performed within 4 weeks prior to randomisation and repeated
as necessary (see Appendix A [Tsotopic bone scan]).

8.1.7 Patient-reported outcomes

PRO assessments will be used to examine the impact of treatment on disease-related
symptoms, function, HRQoL, patient-perceived treatment tolerability, and overall health
status. PROs have become increasingly important in evaluating the efficacy and tolerability
of study treatments in clinical studies as part of the overall benefit/misk evaluation (Kluetz et al
2018). The PROs included in this study are as follows and will be administered in this order:

¢ FEORTC QLQ-C30
e EORTC QLQ-BR23
¢  EuroQol 5-dimension, 5-level health state utility index (EQ-5D-5L)

+ Patient-Reported Outcomes version of the Common Termunology Criteria for Adverse
Events (PRO-CTCAE)
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* Patient Global Impression—Severity (PGIS)
+ Patient Global Impression—Change (PGIC)
+ Patient Global Impression—Treatment Tolerability (PGI-TT)

The PROs will be assessed in accordance with the SoA (see Section 1.1) and Section 8.1.7.8.
The mdividual questionnaires are provided in Appendix L.

8.1.7.1 EORTC QLQ-C30

The EORTC QLQ-C30 was developed by the EORTC Quality of Life Group to assess
HRQoL, functioning. and symptoms in cancer clinical trials. Tt has undergone extensive
testing and validation as well as detailed cross-cultural testing and validation (Aaronson et al
1993). It 1s a 30-item self-administered questionnaire for all cancer types. Questions are
grouped into 5 multi-item functional scales (physical, role, emotional, cogmtive, and social),
3 nmlti-item symptom scales (fatigue, pain, and nansea/vomiting), a 2-item global QoL scale,
5 single items assessing additional symptoms commonly reported by cancer patients (dyspnea,
loss of appetite, insomnia, constipation, and diarrhoea), and 1 item on the financial impact of
the disease. All but 2 questions have 4-point scales: “Not at All,” “A Little,” “Quite a Bit,”
and “Very Much”. The 2 questions concerning global health status and QoL have 7-point
scales with ratings ranging from “Very poor™ to “Excellent”. For each of the 15 domains,
final scores are transformed such that they range from 0 to 100, where higher scores indicate
better functioning, better HRQoL., or greater level of symptoms (Aaronson et al 1993).

8.1.7.2 EORTC QLQ-BR23

The EORTC QLQ-BR23 is a validated breast cancer-specific module used in conjunction with
the core QLQ-C30 to assess breast cancer-specific HRQoL (Sprangers ef al 1996). The
self-administered instrument includes 23-items and yields 5 multi-item scores (body image,
sexnal functioning, arm symptoms, breast symptoms, and systemic therapy side effects).

[tems are scored on a 4-point verbal rating scale: “Not at All,” A Little,” “Quite a Bit,” and
“Very Much”. Scores are transformed to a 0 to 100 scale, where higher scores mdicate better
functioning, better HRQoL, or greater level of symptoms.

8.1.7.3 EQ-5D-5L

The EQ-5D-5L will be used to explore the mpact of treatment and disease state on health
state utility.

The EQ-3D-5L, developed by the EuroQol Group, is a generic questionnaire that provides a
simple descriptive profile of health and a single index value for health status for economic
appraisal (van Reenen and Janssen 2015). The questionnaire comprises six questions that
cover five dimensions of health (mobility, self-care, usual activities, pain/discomfort and
anxiety/depression). Respondents also assess their health today using the EQ-VAS (visual
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analogue scale), which ranges from 0 (worst imaginable health) to 100 (best imaginable
health).

8.1.7.4 PGIS

The PGIS item 1s mncluded to assess how a patient perceives the overall severity of cancer
symptoms over the past week. Patients will be asked to choose the response that best
describes the severnty of their overall cancer svmptoms with options ranging from “No
Svmptoms™ to “Very Severe”.

8.1.7.5 PGIC

The PGIC item 1s included to assess how a patient perceives their overall change in health
status since the start of study treatment. This is a single-item questionnaire, and patients will
choose from response options ranging from “Much Better” to “Much Worse”.

8.1.7.6 PGI-TT

The PGI-TT item is included to assess how a patient perceives the overall tolerability of the
study treatment. This is a single-item questionnaire, and patients will rate the bother
associated with any treatment-related symptoms using response options ranging from “Not at
all” to “Very much”.

8.1.7.7 PRO-CTCAE

The PRO-CTCAE, developed by the National Cancer Institute (NCI) is included to address
tolerability from the patients’ perspective. The PRO-CTCAE will only be administered in
those countries where a linguistically validated version is available. All applicable
translations available during the study will be used. PRO-CTCAE is an item library of
symptoms experienced by patients while undergoing treatment of their cancer. The items
pre-selected for this study are based on a review of the treatment-related symptoms of
capivasertib and fulvestrant and in consideration of symptoms that are already captured in the
other PRO mnstruments with a view to minimise burden. The free text item in the
PRO-CTCAE instrument is not included in the study, as the utility of this information and the
analysis method have not been established.

8.1.7.8 Administration of patient-reported outcome questionnaires

The PRO instruments will be self-administered by patients using a handheld electronic device
in accordance with the SoA (see Section 1.1). PROs will be provided in the langnage of the
country in which it will be administered, except for the PRO-CTCAE, which will only be
admimistered n the languages where a linguistically validated version 1s available.

Patients will complete PRO assessments at home or at the study sites if the assessment
timepoint coincides with a scheduled site visit. Similarly, during the post-progression period,
patients will complete PROs at home or at the study site if'a scheduled visit coincides with the
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timepomt. If patients have had scans or other tests at an outside facility or mussed a scheduled
data collection site visit, PRO questionnaires should still be completed by patients at home
according to the PRO completion schedule.

While PROs may be completed at home or site visits, patients should always bring the
handheld electronic device to all site visits. Tt will take approximately 20 to 30 minutes for
patients to complete the questionnaires.

If screening and randomisation are on the same day, ePRO questionnaire do not need to be
repeated.

The following mstructions should be followed when collecting PRO data via an electronic
device:

+ Following informed consent, PRO questionnaires completed at site visits must be
completed prior to treatment admimstration and ideally before any discussions of health
status to avoid biasing the patient’s responses to the questions. As feasible, site staff
should also ensure PRO questionnaires are completed prior to other smdy procedures,
such as collection of laboratory samples, to further munimise bias.

¢ For PROs collected at site visits, PRO guestionnaires must be completed by the patient in
a quiet and private location and the patient given enough time to complete the PRO
questionnaires at their own speed.

#  The research nurse or appomted site staff must explain to patients the value and relevance
of study participation and inform them that these questions are being asked to find out,
directly from them, how they feel. The research nurse or appointed site staff should also
stress that the information is not routinely shared with study staff. Therefore, if patients
have any medical problems, they should discuss them with the doctor or research nurse
separately from the PRO assessment.

#  The research nurse or appomted site staff must traimn the patient on how to use the PRO
device, using the materials and training provided by the PRO vendor, and provide
ouidance on whom to call if there are problems with the device 1f the patient 1s
completing the PRO at home. All PRO questionnaires are to be completed using an
ePRO device. If technical or other 1ssues prohibit completion on the device, an
appropriate back-up option may be considered with prior approval from AstraZeneca.

¢ The research nurse or appointed site staff must remind patients that there are no right or
wrong answers and avoid introducing bias by not interpreting or clarifying items.

#  The patient must not receive help from relatives, finends, or clinic staff deciding on
answers to the PRO questionnaires. The responses are the patient’s alone. If a patient
uses visual aids (eg, glasses or contact lenses) for reading and does not have them when
he or she visits the site, the patient will be exempted from completing the PROs at the
visit.

¢  Site staff nmst not read or complete the PRO questionnaires on behalf of the patient. If

the patient is unable to read the questionnaire (eg, is blind, illiterate, or not fluent in the
available language), that patient is exempted from completing PRO guestionnaires but
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may still participate in the study. If the patient cannot complete the PRO questionnaires
due to reasons other than being blind, illiterate, or fluent in language, the AstraZeneca
study team must be contacted to determine 1f they can be exempted. Patients exempted
this regard should be flagged appropriately by the site staff in the source docnments and
the Review of PRO/Questionnaire/Diary eCRF.

¢  Site staff nmst administer questionnaires available in the langnage that the patient speaks
and understands. Questions should not be read in an available language and translated
into another langnage for the patient.

s It 1s vital that the PRO reporting 1s mtiated at the baseline visit (Cycle 1, Week 1, Day 1),
as specified in the study plan to capture the effect of study treatment. The handheld
device must be charged and fully functional at the beginning of the baseline visit to
ensure that the PROs can be completed at the start of the visit.

*  Fnally, the research nurse or appomted site staff will review the completion status of
questionnaires during site visits and document the reason(s) why a patient could not
complete assessments in the eCRF. The research nurse or appointed site staff must
monitor compliance since minimising missing data is a key aspect of study success. It is
important that the PRO device is charged and fully functional at the baseline visit.
Complhiance must be checked at each study visit and should be checked more frequently
to identify problems early. If compliance drops to 85% or below, the patient will be
flagged m the routine compliance report generated by the ePRO system, and a check-mn
call from the study site to ask the patient if he or she has any difficulties is highly

recommended. A solution to enhance/resolve compliance should be discussed with the
patient. Discussions and compliance review should be reflected in source docnments.

8.2 Safety assessments

Planned time points for all safety assessments are provided in the SoA (see Section 1.1).

8.2.1 Clinical safety laboratory assessments

See Table 8 for the List of chinical safety laboratory tests to be performed and the SoA
(Section 1.1) for the timing, frequency and additional nformation.

The date and time of each collection will be recorded in the appropriate eCRF.

Laboratory values that meet the criteria for CTCAE grade 3 or have changed significantly
from baseline and are considered to be of clinical concern will be repeated/confirmed within
7 days and followed up as appropriate.

The mvestigator should make an assessment of the available results with regard to clinically
relevant abnormalities. The laboratory results should be signed and dated and retained at
centre as source data for laboratory variables. For information on how AEs based on
laboratory tests should be recorded and reported, see Section 8.3.7.
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AstraZeneca

Additional safety samples may be collected if clinically indicated at the discretion of the
mvestigator. The date. tume of collection and results (values, units and reference ranges) will

be recorded on the appropriate eCRE.

The clinical chemistry, haematology and urinalysis will be performed at a local laboratory at
or near to the investigator site. Sample fubes and sample sizes may vary depending on
laboratory method used and routine practice at the site.

Table 8 Laboratory safety variables
Haematology/Haemostasis (whole blood) Clinical Chemistry (seruwm or plasma)
B-Haemoglobin S/P-Albumin
B-Leukocyte (white blood cells [WBC]) S/P-ALT
B-Leukocyte (WBC) % differential or absolute S/P-AST

ot :®

B-Neutrophils

S/P-Alkaline phosphatase

B-Lymphocytes

S/P-Bilirubin, total

B-Eosinophils

/P-Calcium., total

B-Platelet count S/P-Creatinine
Coagulation S/P-FSH (females only)?
INR" 5/P-Glucose
Urinalysis /P-Glycosylated haemoglobin (HbAlc)
U-Glucose S/P-Magnesinm
T-Protein S/P-Oestradiol (females only)?
U-Blood S/P-Potassium
U-Ketones S/P-Total Protein
T-Microscopy® (red blood cells and white blood cells, | S/F Free T4*
bacteria, casts and crystals)

/P TSH"

/P Troponin® I or T

S/P-Sodium

S/P-Urea nitrogen and/or Urea

S/P-Lipids (total cholesterol, HDL, LDL, and
triglyeerides)

3 For Exclusion Criterion 11 (Section 5.2), if sites only collected % differential of neutrophils, the absolute
neutrophil count will need to be calculated for eligibility, based on leukocytes (WBC) and % of neutrophils.

Only at screening and as clinically indicated.
©  Omly perform if urinalysis is abnormal.
¢ F5H and cestradicl will be performed only in:

Pre- and peri-menopausal women (ie, all women <60 years of age unless considered
post-menopausal per Inclusion Criterion 3 [Section 5.1]) — at screening, at Day 1| Week 1 of each

cycle. and when clinically indicated.
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Post-menopausal women <60 years of age — only at screening to confirm post-menopausal status
and when clinically indicated.
All other women (ie, =60 years of age or with documented bilateral cophorectomy) do not need to have a
check of FSH and oestradiol (refer to Inclusion Criterion 5 in Section 5.1).
®  Test will only be performed when clinically indicated.

NOTE: In case a patient shows an AST or ALT =3 = ULN or total bilirubin =2 x ULN please refer to
Appendix H *Actions required in cases of increases in liver biochemistry and evaluation of Hy's Law”, for
further instructions.

ALT, alanine aminotransferase; AST. aspartate aminotransferase; B. blood: FSH, follicle-stimulating hormone:
INE. International Mormalised Ratio; P, plasma: S, semam: TSH, thyroid-stimulating hormone; U, urine.

8.2.1.1 Glucose and glycosylated haemoglobin (HbAlc)

Blood glucose and HbAlc will be assessed according to the SoA (see Section 1.1). On blood
ghicose assessment days (incorporating clinical chemistry and glucose) it is requested that
patients fast and refrain from caloric intake for =4 hours prior to the moming dose of study
freatment.

¢ Glucose pre-dose (fasting) and 4 hours post dose (fasting or non-fasting) in Cycle 1,
Week 1, Day 1

s  (Glucose (fasting) in Cvcle 1, Week 3, Day 1; Cycle 2, Week 1. Day 1; and i1 Cvcle 3
onwards on Day 1 (Week 1)

+  Further glucose monitoring may be performed at the mvestigator’s discretion as climically

indicated

¢« HbAlc to be measured at screening, pre-dose every 12 weeks, and at discontinuation

8.2.1.2 Serum creatinine

Patients taking capivasertib/placebo and metformin in combination should have creatinine
assessments conducted as part of the routine clinical chemistry with additional monitoring of
creatimine at the discretion of the investigator (see Section 8.4.5.3).

8.2.2 Physical examinations

The physical examination will be performed at timelines as specified in the SoA (Section 1.1)
and will include an assessment of the following: general appearance, respiratory,
cardiovascular, abdomen skin, head and neck (including ears, eves, nose and throat), lymph
nodes, thyroid, musculoskeletal (including spine and extremities) and neurological systems.

Weight and height will be assessed at timelines as specified in the SoA (Section 1.1).

Investigators should pay special attention to clinical signs related to previous serious illnesses,
new or worsening abnormalities may qualify as AEs, see Section 8.3.7 for details.

8.2.3 Vital signs

Vital signs (mncluding blood pressure, pulse rate, respiratory rate, and body temperature) will
be assessed at timelines as specified in the SoA (Section 1.1).
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Blood pressure and pulse measurements will be assessed with a completely automated device.
Manual techmques will be used only 1if an automated device 1s not available.

Blood pressure, pulse, and respiratory rate measurements should be preceded by at least
5 minutes of rest for the patient in a quiet setting without distractions (eg. television, cell
phones).

Vital signs will be measured in a supine, semi-supine, or sitting position after 5 minutes rest
and will include temperamre, systolic and diastolic blood pressure, pulse, and respiratory rate.
Three readings of blood pressure and pulse will be taken with a =1-minute interval in between
and should be reported in the patient notes. The first reading should be rejected. The second
and third readings should be averaged to give the measurement to be recorded in the eCRF.
Respiratory rate will be connted only once.

8.2.4 Electrocardiograms

Triplicate 12-lead ECG will be obtained as outlined in the SoA (see Section 1.1).

All ECGs to be conducted as tnplicate measurements, within approximately 5 munutes of
starting (the 3 ECGs separated by approximately 2 minutes). Assessments should be
performed as close as possible to, but within 30 minutes of the nominal time pomt.

The timing and number of ECGs may be altered depending on emerging safety information.
Additional ECGs may be taken at the discretion of the investigator.

Twelve-lead ECGs will be obtained after the patient has been resting semi-supine for at least
10 minutes prior to times indicated. All ECGs should be recorded with the patient in the same
physical position. A standardised ECG machine should be used and the patient should be
examined using the same machine throughout the study if possible.

After paper ECGs have been recorded, the investigator or designated physician will review
each of the ECGs and may refer to a local cardiologist if appropriate. A paper copy should be
filed in the patient’s medical records.

If an abnormal ECG finding at screening or baseline is considered to be clinically significant
by the investigator, it should be reported as a concurrent condition. For all ECGs details of
mtervals PR, R-R, QRS QT, and QTcF and an overall evaluation will be recorded (normal,
abnormal and non-clinically significant; or abnormal and clinically significant).

8.2.5 MUGA scan/Echocardiogram

Assessments will be performed at screening and thereafter as clinically indicated.
Bidimensional echocardiography (ECHO) is the preferred modality becanse of the global
technetimm [Te-99m] shortage (but MUGA can be used alternatively).
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The modality of the cardiac function assessments must be consistent within patient 1e, 1f
echocardiogram 1s used for the screening assessment and a follow-up assessment 1f clinically
mdicated, then echocardiogram should also be used for subsequent scans if required. The
patients should also be examined using the same machine and operator whenever possible.

8.3 Collection of adverse events

The principal investigator is responsible for ensuring that all staff involved in the stdy are
familiar with the content of this section.

The defimtions of an AE or SAE can be found in Appendix E.

AEs will be reported by the patient (or, when appropriate, by a caregiver, swrogate, or the
patient's legally authorised representative).

The investigator and any designees are responsible for detecting, documenting, and recording
events that meet the definition of an AE or SAE. For information on how to follow/up AEs
see Section 8.3.3.

All confirmed or suspected COVID-19 infection events must be recorded in the eCRF.

8.3.1 Method of detecting AEs and SAEs

Care will be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended and
non-leading verbal questioning of the patient 1s the preferred method to inquire about
AE occurrences.

8.3.2 Time period and frequency for collecting AE and SAE information

AEs and SAEs will be collected from time of signature of the ICF, throughout the treatment
period and meluding the 30-day follow-up period after discontinuation of study drug.

For patients who continue to receive treatment beyond the time of the final DCO, investigators
will continue to report all SAEs to AstraZeneca Patient Safety until 30 days after study
treatment 1s discontinued (see Section 4.4).

All SAEs will be recorded and reported to the sponsor or designee within 24 hours, as
indicated in Appendix E. The investigator will submit any updated SAE data to the sponsor
within 24 hours of it being available.

Investigators are not obligated to actively seek AEs or SAEs in patients who have already
completed follow-up. However, if the investigator learns of any SAE. including a death, at
any time after a patient’s last visit and he/she considers the event to be reasonably related to
the study treatment or study participation, the investigator may nofify the sponsor.
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The method of recording, evaluating, and assessing causality of AEs and SAEs and the
procedures for completing and transmitting SAE reports are provided in Appendix E.

8.3.3 Follow-up of AEs and SAEs

After the mitial AE/SAE report, the investigator 1s required to proactively follow each patient
at subsequent visits/contacts. All SAEs/mon-serious AEs/AEs of special interest (as defined in
Appendix E), will be followed until resolution, stabilisation, the event i1s otherwise explaned,
or the patient 1s lost to follow-up.

A post-study assessment will be performed preferably within 7 days of the time that the TMP
15 permanently discontinued.

Safety follow-up should be carried out with the patient 30 days (= 7 days) after the
discontinuation of smdy treatment to follow-up any SAEs/AEs and concomitant medications
(including any subsequent cancer therapy).

Any AE/SAE/abnormal laboratory findings that are ongoing at the time of study treatment
discontinuation or any new treatment related events within 30 days of study treatment, must
be followed up to resolution or until the event becomes stable (or returns to baseline) or 1s
unlikely to resolve further in the opinion of the investigator. Any AEs that are unresolved at
the patient’s last AE assessment or other assessment/visit as appropriate in the study are
followed up by the mwvestigator for as long as medically indicated, but without further
recording i the eCRF. AstraZeneca retains the right to request additional mformation for any
patient with ongoing AE(s)/SAE(s) at the end of the study, if judged necessary.

8.3.4 Adverse event data collection

The following vanables will be collected for each AE:
AE (verbatim)

*  The date when the AE started and stopped

¢ CTCAE grade and changes in CTCAE grade
o  Whether the AE is serious or not

* Investigator causality rating against the IMP(s) (yes or no)
*  Action taken with regard to IMP(s)
e Outcome

In addition, the following variables will be collected for SAEs:
e Date AE met criteria for SAE

¢ Date investigator became aware of SAE

e AFE 1s serwous due to

#  Date of hospitalisation
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¢ Date of discharge

¢ Probable cause of death

¢ Date of death

*«  Autopsy performed

¢ Causality assessment in relation to study procedure(s)

*  (Causality assessment to other medication

8.3.5 Causality collection

The mvestigator will assess causal relationship between IMP and each AE, and answer “yes’
or ‘no’ to the question ‘Do you consider that there is a reasonable possibility that the event
may have been caused by the IMP?".

For SAEs, causal relationship will also be assessed for other medication and study procedures.
Note that for SAEs that could be associated with any study procedure the causal relationship is
implied as “yes’.

A guide to the mterpretation of the causality question 1s found in Appendix E to the CSP.

8.3.6 Adverse events based on signs and symptoms

All AEs spontaneously reported by the patient or reported m response to the open question
from the study site staff (eg, “Have you had any health problems since the previous visit/vou
were last asked?”) or revealed by observation will be collected and recorded in the eCREF.
When collecting AEs, the recording of diagnoses 1s preferred (when possible) to recording a
list of s1igns and symptoms. However, 1f a diagnosis 1s known and there are other signs or
symptoms that are not generally part of the diagnosis, the diagnosis and each sign or symptom
will be recorded separately.

8.3.7 Adverse events based on examinations and tests

The results from the CSP mandated laboratory tests and vital signs will be summarised in the
CSR. Detenoration as compared to baseline in protocol-mandated laboratory values, vital
signs and ECG abnormalities should therefore only be reported as AEs 1f they fulfil any of the
SAE criteria or are the reason for discontinuation of treatment with the IMP or if they are
considered to be climically relevant as judged by the mvestigator (which may mclude but 1s not
limited to consideration as to whether treatment or non-planned visits were required or other
action was taken with the study treatment, eg, dose adjustment or drug mterruption).

If deterioration in a laboratory value/vital sign is associated with clinical signs and symptoms,
the sign or symptom will be reported as an AE and the associated laboratory result/vital sign
will be considered as additional information. Wherever possible the reporting investigator
uses the clinical, rather than the laboratory term (eg, anaemia vs low haemoglobin value). In
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the absence of clinical signs or symptoms, climically relevant deteriorations in non-mandated
parameters should be reported as AE(s).

Deterioration of a laboratory value, which is unequivocally due to disease progression, should
not be reported as an AE/SAE.

Any new or aggravated clinically relevant abnormal medical finding at a physical examination
as compared with the baseline assessment will be reported as an AE unless unequivocally
related to the disease under study (see Section §.3.9).

8.3.8 Hy’s law

Cases where a patient shows elevations in liver biochemistry may require further evaluation
and occurrences of AST or ALT = 3 x ULN together with total bilimibin = 2 = ULN, without
any findings of cholestasis (as indicated by elevated serum alkaline phosphatase [ALP]), may
need to be reported as SAEs. Please refer to Appendix H for further instruction on cases of
increases in liver biochemistry and evaluation of Hy’s Law.

8.3.9 Disease progression

Disease progression can be considered as a worsening of a patient’s condition attributable to
the disease for which the IMP is being studied. It may be an increase in the severity of the
disease nunder study and/or increases in the symptoms of the disease. The development of new
or progression of existing metastasis to the primary cancer under stdy should be considered
as disease progression and not an AE. Events, which are unequivocally due to disease
progression, should not be reported as an AE during the study.

8.3.10 Adverse Events of Special Interest

Adverse Events of Special Interest (AESIs) are events of scientific and medical interest
specific to the further understanding of capivasertib safety profile and require close
monitoring and rapid communication by the investigators to AstraZeneca. An AESI can be
serious or non-serious. All AESIs will be recorded in the eCRF. Serious AESIs will be
recorded and reported as per Section 8.4.1.

The AESIs for thus study are:

Unnary tract infection

¢  Hyperglycaemia

* Non-infectious diarrhoea
¢ Infective pneumonia

e Rash

¢  Stomatifis
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¢ QT Prolongation

8.4 Safety reporting and medical management

Investigators should refer to locally approved prescribing information for guidance on
fulvestrant monitoring and the management of fulvestrant-related toxicities.

8.4.1 Reporting of serious adverse events

All SAEs have to be reported, whether or not considered causally related to the IMP, or to the
study procedure(s). All SAEs will be recorded in the eCRF.

If anv SAE occurs mn the course of the study, then mvestigators or other site personnel mform
the appropriate AstraZeneca representatives within one day 1e, immediately but no later than
24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all the
necessary mformation is provided to the AstraZeneca Patient Safety data entry site within

1 calendar day of initial receipt for fatal and life-threatening events and within S calendar
days of initial receipt for all other SAEs.

For fatal or life-threatening AEs where important or relevant information 1s missing, active
follow-up 1s undertaken immediately. Investigators or other site personnel mform
AstraZeneca representatives of any follow-up information on a previously reported SAE
within 1 calendar day 1e, immediately but no later than 24 hours of when he or she becomes
aware of 1t.

Omnce the investigators or other site personnel indicate an AE is serious in the electronic data
capture (EDC) system, an automated email alert is sent to the designated AstraZeneca
representative.

If the EDC system is not available, then the investigator or other study site staff reports a SAE
to the appropriate AstraZeneca representative by telephone, email or fax.

The AstraZeneca representative will advise the investigator/study site statf how to proceed
mvestigators or other site personnel send relevant eCRF modules by fax to the designated
AstraZeneca representative.

For further guidance on the definition of a SAE, see Appendix E of the Clinical Study
Protocol.
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8.4.1.1 Regulatory Reporting Requirements for SAEs

Prompt notification by the investigator to the sponsor of a SAE is essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of a
study intervention under clinical investigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study mtervention under clinical nvestigation. The
sponsor will comply with country-specific regulatory requirements relating to safety reportmg
to the regulatory authority, Institutional Review Boards (IRB)/Independent Ethics Committees
(IEC), and mnvestigators.

For all studies except those utilizing medical devices investigator safety reports must be
prepared for suspected unexpected serious adverse reactions (SUSAR) according to local
regulatory requirements and sponsor policy and forwarded to investigators as necessary.

An mvestigator who receives an investigator safety report describing a SAE or other specific
safety mformation (eg, summary or listing of SAEs) from the sponsor will review and then
file 1t along with the Investigator’s Brochure or and will notify the IRB/IEC, 1if appropnate
according to local requirements.

8.4.2 Pregnancy

A pregnancy test will be locally administered to female patients at screening, on Day 1 of the
study (Cycle 1, Week 1, Day 1), at discontinuation of capivasertib, and as clinically mdicated.
Confirmation of absence of pregnancy 1s strongly recommended in case of delayed menstrual
period (including mfrequent or uregular menstrual cveles).

All pregnancies and outcomes of pregnancy should be reported to AstraZeneca (see
Section 8.4.2.1) except where the pregnancy is discovered before the study patient has
received any study treatment.

Abnormal pregnancy outcomes (eg, spontaneons abortion, foetal death, stillbirth, congenital
anomalies, ectopic pregnancy) are considered SAEs.

8.4.2.1 Maternal exposure

If a patient becomes pregnant during the course of the study, study treatment should be
discontinied immediately.

Pregnancy itself 1s not regarded as an AE unless there 1s a suspicion that the IMP under study
may have interfered with the effectiveness of a contraceptive medication. Congenital
abnormalities/birth defects and spontaneous miscarriages should be reported and handled as
SAEs. Elective abortions without complications should not be handled as AEs. The outcome
of all pregnancies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal
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birth or congenital abnormality) should be followed up and documented even if the patient
was discontinued from the study.

If any pregnancy occurs in the course of the study, then the investigator or other site personnel
mforms the appropriate AstraZeneca representatives within 1 day ie, immediately but no later
than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information is provided to the AstraZeneca Patient Safety data entry site within 1 or
5 calendar days for SAEs and within 30 days for all other pregnancies.

The same tumelines apply when outcome information 1s available.

84.2.2 Paternal exposure

Male patients should refrain from fathering a child or donating sperm during the study and for
2 years after the last dose of fulvestrant or until 16 weeks after discontinuing
capivasertib/placebo, whichever occurs later. Patients wishing to father children should be
advised to arrange for freezing of sperm samples prior to the start of study treatment.

Pregnancy of a patient’s partner is not considered to be an AE. However, the outcome of all
pregnancies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal birth
or congenital abnormality), occurring from the date of the first dose until 2 yvears after the last
dose of fulvestrant or until 16 weeks after discontinuing capivasertib/placebo whichever
occurs later, should, if possible, be followed up and documented.

8.4.3 Overdose

There is currently no specific treatment in the event of an overdose with capivasertib and
possible symptoms of overdose are not established. Capivasertib must only be used in
accordance with the relevant CSP. AEs associated with overdose should be treated in
response to symptoms. Any dose, or frequency of dosing, that exceeds the dose regimen
specified in the CSP should be reported as an overdose. The MTD for capivasertib is

400 mg BD in combination with fulvestrant and 480 mg BD as monotherapy. Fulvestrant
must be used according to local prescribing information.

Adverse reactions associated with overdose should be treated symptomatically and should be
managed appropriately.

*  An overdose with associated AEs 1s recorded as the AE diagnosis/symptoms on the
relevant AE modules in the eCRF and on the Overdose eCRF module

* An overdose without associated symptoms 1s only reported on the Overdose eCRF
module
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If an overdose on an AstraZeneca study drug occurs 1 the course of the study, then the
mvestigator or other site personnel inform appropriate AstraZeneca representatives
unmediately, or no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information is provided to the AstraZeneca Patient Safety data entry site.

* For overdoses associated with a SAE, the standard reporting timelines apply, see
Section 8.3.2. For other overdoses, reporting must occur within 30 days

8.4.4 Medication error

If a medication error occurs in the cowrse of the study. then the investigator or other site
personnel should inform the appropriate AstraZeneca representatives within 1 day ie,
immediately but no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information is completed within 1 (initial fatal/life-threatening or follow-up
fatal/life-threatening) or 5 (other serious initial and follow-up) calendar days if there is an
SAE associated with the medication error (see Section 8.3.2) and within 30 days for all other
medication errors.

The defimtion of a medication error can be found in Appendix E.

8.4.5 Management of capivasertib-related toxicities

8.4.5.1 Capivasertib/placebo dose modification and guidance

Please refer to Section 6.6 for guidance on dose modifications.

8.4.5.2 Dose modifications due to general capivasertib-related toxicities

Treatment with capivasertib/placebo should be temporanly mterrupted for any mtolerable AE
regardless of grade or for any AE grade >3, that 1s not attributable to the disease under
mvestigation, where the investigator considers the AE of concern to be specifically associated
with capivasertib. Dose modification guidelines for capivasertib-related toxicities are shown
m Table 9. Appropriate and optimal treatment of the toxicity 1s assumed prior to considering
dose modifications. The study physician mav be consulted prior to discontinuation of study
drug due to toxicities. Please see Section 8.4.5.3 for the management of capivasertib specific
toxicities including hyperglycaemia, maculo-papular rash and other skin reactions, and
diarrhoea.
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Table 9 Dose modifications for general capivasertib-related toxicities
NCI CTCAE v5 Toxicity Grade: Actions:
Grade 1 or 2 clinically significant or intolerable Hold dosing and follow guidance below,
depending on outcome
+ Resolves to baseline or clinically tolerable within ¢ Resume dosing at same dose or one reduced
21 dayvs of onset dose level as clinically appropriate
+ Dwoes not resolve or remains intolerable within s Discontinue study drug and observe patient
21 days of onset until resolution
Grade =3 Hold dosing and follow gnidance below,
depending on outcome
o Grade =3 toxicity for =21 days and resolves to * Resume dosing at one reduced dose or same
=< grade 2 or baseline within 21 days of onset dose level as clinically appropriate
» Grade =3 toxicity for =21 days s Discontinne study dmg and observe patient
until resolution

NCICTCAE v5, National Cancer Institute Common Terminology Criteria for Adverse Events Version 5.0.

8453 Dose modifications due to specific capivasertib-related toxicities

Hyperglycaemia

These are general recommendations therefore due consideration should be given to baseline
values and fasting condition (and time since food if applicable) when interpreting ghicose
results. In diabetic patients, it mav be beneficial to rule out concomitant aetiologies that could
be associated with hyperglycaemua (eg, mfections, dehydration, vascular events,
glucocorticoids).

Patients should be made aware of symptoms of hyperglvcaemia (eg, polydipsia and polyuria).

Dose modification gnidelines for capivasertib-related hyperglycaemia are shown in Table 10.
In addition, for all grades. patients should receive education on lifestyle changes (eg. a
diabetic diet) and consider beginning home glucose monitoring (eg, fasting self-blood glucose
monitoring [SBGM] once-daily) at the discretion of the investigator. If glucose home
monitoring is instituted, the capivasertib/placebo treatment decision should be based on the
morning fasting glucose value obtained prior to the dose of capivasertib/placebo.

It 1s recommended that approaches to the management of capivasertib-induced
hyvperglycaemia include advice from a diabetologist where approprate (eg. diabetic patients).
Metformin 1s currently the preferred oral antidiabetic recommended for the management of
hyperglycaemua occwring in patients participating m studies of capivasertib (see below for
further guidance). If a second agent 1s required, consideration should be given to the
mtermittent schedule of capivasertib and the pattern of glucose changes (eg, sulphonvlureas
should be avoided due to their nisk of hypoglycaemia secondary to their mechanism of action).
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Table 10 Dose modifications for capivasertib-related hyperglycaemia®
NCI CTCAE v5 Toxicity Grade: Actions
Grade 1 Maintain same capivasertib/placebo dose level

{ Abnormal glucose above baseline with no
medical intervention)

Grade 2 Asymptomatic:

(Change in daily management from baseline | o Maintain same capivasertib/placebo dose level
If':'lf a diabetic: oral antl_-glycaeam:: agent s Treatment as per local guidelines, consider the use of oral
imitiated; workup for diabetes) anticliabetic (eg, metformin) on capivasertib/placebo
dosing days only (see further guidance on choice of

antidiabetic agents on text above and below the table)

Svinptomatic: Appropriate clinical management as per local
guidelines

o Intermupt capivasertib/placebo until resolution of
symptoms and fasting blood ghicose <160 mg/dL or
=8.9 mmol/L (treatment can be interrupted up to 21 days)

* Restart at same dose level maintaining appropriate
antidiabetic treatment {eg addition ofhigher dose of oral
metformin}

s Consider consult with the diabetologist

Grade 3 Held caprvasertib/placebo up to 21 days until resolution of
(Insulin therapy initiated: hospitalisation symptoms. Consult with diabetologist
indicated) o TIf fasting blood glucose decreases =160 mg/dL or

=8.9 mmol/T within 21 days following appropriate
antidiabetic treatment, resume capivasertib'placebo at 1
lower dose level

¢ If fasting blood glicose does not decrease to <160 mg/dL
or =8.9 mmol’L within 21 days following appropriate
antidiabetic treatment. permanently discontinue

Capivasertib/placebo
Grade 4 * Appropriaie clinical management as per local guidelines
1.:L1fe-ﬂn'e.;ate¥m1..g consequences: urgent ¢ Consider consult with the diabetologist
intervention indicated)

* Consider permanent cessation of capivasertib/placebo

Patients may receive education on lifestyle changes (eg. a diabetic diet) and consider beginning home
glucose monitoring (eg. fasting self-blood glucose monitoring [ SBGM] once-daily) at the discretion of the
investigator. If glucose home monitoring is instituted, the capivasertib/placebo treatment decision should
be based on the moming fasting glucose value obtained prior to the dose of capivasertib/placebo.

NCICTCAE v5, National Cancer Institute Common Terminclogy Criteria for Adverse Events Version 5.0:
SBGM. self-blood glucose monitoring

CONFIDENTIAL AND PROPRIETARY 95 of 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

Use of metformin

Metformmn is currently the preferred oral antidiabetic recommended for the management of
hyperglycaemia occurring in patients participating in studies of capivasertib. Investigators
should exercise caution in the dosing and management of patients receiving the metformin and
capivasertib/placebo combination and must be vigilant for signs of renal impairment and

met formin toxicity, such as lactic acidosis and hypoglycaemia, namely: lethargy, hypotension.
poor urine output, drowsiness, irritation, tachypnoea, sweating, diarthoea, and vomiting.

Due to the potential interaction of metformin and capivasertib (caused by the inhibition of
renal transporters [eg, OCT2] involved in the excretion of metformin), when taking both
capivasertib and metformin concurrently, it is recommended weekly monitoring of creatinine
after initiation of metformin, for up to 3 weeks and then on Day | of each cycle thereafter.

Metformin should only be given on the days when capivasertib/placebo 1s also admimstered
(the half-life of capivasertib 1s approximately 7-15 hours) and should be withdrawn when
treatment with capivasertib/placebo is withdrawn, unless otherwise clinically indicated.

Consider withholding of metformin on the days patients are due to have imaging with contrast
(in order to reduce the already low risk of lactic acidosis) as per local gnidelines.
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Maculo-papular rash

Dose modifications for capivasertib-related maculo-papular rash, which is the most frequent
skin toxicity observed in patients treated with capivasertib, are provided in Table 11.
However, these management guidelines can be used for other skin toxicities at the discretion
of the investigator and/or following consultation with the dermatologist.

Table 11 Dose modifications for capivasertib-related maculo-papular rash
NCI CTCAFE v5 Toxicity Grade: Actions:
Grade 1 or 2 Continue dosing at current dose and mitiate dermatological
freatment:

# Topical steroid of moderate strength twice-daily

* Non-sedating oral antihistamines

Grade >3 or any grade clinically intolerable | Withhold dosing for up to 28 days and initiate
dermatological treatment (topical steroid of moderate
sirength and non-sedating oral antihistamines) with oral
steroid for a short course (eg, up to 2 weeks). Consultation
with dermatologist is advised

¢ Improves to grade =1 and tolerable within | + Contme dermatological reatment® and restart dosing

28 days from onset at same dose

s Tmproves to grade 2 and tolerable within + Continue dermatological treatment” and restart dosing
28 days from onset at reduced dose (1 dose level reduction)

* Does not improve to grade 2 and tolerable | # Contime dermatological treatment® and discontinue
within 28 days from onset capivasertib/placebo

Recurrence of Grade 3, or Grade 4 (eg, Discontinue capivasertib/placebo

severe bullons, blistering or exfoliating skin
conditions), or any % BSA associated with
extensive superinfection, with I'V antibiotics
indicated; life-threatening consequences
o In patients with persistent rash or previous occwrrence of grade 3 rash, consider secondary prophylaxis by
continning topical steroids and/or non-sedating oral antihistamines.

BSA. body surface area: NCI CTCAE v5, National Cancer Institute Common Terminology Criteria for Adverse
Evenis Version 5.0.

Hypersensitivity

In the case of hypersensitivity reactions, capivasertib/placebo should be discontinuned and
symptomatic/supportive therapy should be initiated (including with antihistamines and/or
steroids) as considered appropriate by the investigator/treating physician. Drug re-challenge
1s not recommended; any subsequent consideration on re-challenge with capivasertib at the
same or a lower dose, with its potential for recurrence of such or more severe events should be
carefully considered against the potential benefits to the individual patient from continnation
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of capivasertib therapy and agreed with the sponsor. Further management should follow local
ouidelines on management of hypersensitivity reactions.

Diarrhoea

Patients should be instructed to promptly contact investigators if they develop diarrhoea.
Alternative aetiologies should be ruled out prior to initiating the dose modifications.
Investigators are recommended to prescribe anti-diarrhoeal treatment at the first visit so that
patients can start treatment at the first sign of diarrhoea, should it occur.

Loperanude 1s the preferred anti-diarrhoea agent for the management of diarrhoea occurring in
patients participating in studies of capivasertib. Dose modifications for capivasertib-related
diarrhoea are provided in Table 12.

If diarthoea is reported, additional details regarding this AE will be collected in the eCRF.
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Table 12

AstraZeneca

Dose modifications for capivasertib-related diarrhoea

NCI CTCAE v5 Toxicity Grade:

Actions:

Grade 1

Maintain same capivasertib/placebo dose. Anti-diarrhoeal
treatment (eg. loperamide) should be initiated at first report of
diarthoea. Maximise the supportive care (eg, dietary
modifications, appropriate hydration therapy and electrolyte
supplements as clinically indicated).

Grade 2

Intermupt capivasertib/placebo dose (up to 21 days) until
recovery to grade =1 and resume dosing af same dose level.
Anti-diarthoeal (eg, loperamide) treatment should be initiated
at first report of diarrhoea. Maximise the supportive care (eg,
dietary modifications, appropriate hydration therapy and
electrolyte supplements as clinically indicated).

Consider starting secondary prophylaxis®,

Grade >3

o Tmproves to grade =1 within 21 days

s Does not improve to grade <1 after
21 days

Tnterrupt capivasertib/placebo dose (up to 21 days) and
institute appropriate anti-diarthoeal treatment

¢ EResume dosing af same dose level or 1 reduced dose level
as clinically appropriate, maintaining treatment for
toxicity as necessary and/or start secondary prophylaxis®

¢ Discontinue capivasertib/placebo

Recurrence of grade =2 or clinically
significant or intolerable toxicity despite
secondary prophylaxis

s Improves to grade <1 or becomes
clinically tolerable within 21 days

s Does not improve to grade <1 or
remains clinically
significant/intolerable after 21 days

Interrupt capivasertib/placebo dose (up to 21 days)
maintaining appropriate anti-diarrhoeal treatment

¢ EResume dosing up to 2 reduced dose levels maintaining
treatment for toxicity as necessary and/or maintaining
secondary prophylazxis®

¢ Discontinue capivasertib/placebo

2 In patients with persistent grade 1 dimrhoea (eg, loperamide 2 mg, 2 to 4 times daily).

NCICTCAE v5, National Cancer Institute Common Terminology Criteria for Adverse Events Version 5.0.

8.5 Pharmacokinetics

Blood samples of approximately 2 mL will be collected from each patient for measurement of

plasma concentration of capivasertib as per the SoA (Section 1.1). Samples from patients
dosed with placebo will not be analysed (for exceptions, see Section 8.5.1). The
randomusation list will be supplied to the bioanalytics team before sample analvsis.

Results will only be reported for samples shipped within a timeframe for which the stability of

capivasertib in the samples has been validated and shown to be acceptable.
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Samples may be collected at additional time points during the study 1f warranted and agreed
upon between the mvestigator and the sponsor. Instructions for the collection and handling of
biological samples will be provided by the sponsor or analvtical test site. The actual date and
time (24-hour clock time) of each sample will be recorded.

Samples will be used to evaluate the PK of capivasertib. Samples collected for analyses of
capivaserfib plasma concentration may also be used to evaluate safety or efficacy aspects
related to concerns arising during or after the study.

Drg concentration information that may unblind the study will not be reported to
investigative sites or blinded personnel until the study has been unblinded.

Incurred sample reproducibility analysis, 1f any, will be performed alongside the bioanalysis
of the test samples. The results from the evaluation will not be reported in the CSR but
separately in a bioanalvtical report.

8.5.1 Determination of drug concentration

Samples for determination of capivasertib concentrations in plasma will be analysed by
Covance on behalf of Climical Bioanalysis Alhance, AstraZeneca R&D, using an appropriate
bioanalytical method. Full details of the analytical method used will be described n a
separate bioanalvtical report.

For each placebo patient, samples will only be analysed on a 'for cause' basis, eg, if no
quantifiable concentrations were observed in a patient's samples when the drug was expected
to be present.

8.5.2 Storage and destruction of pharmacokinetic samples
8.5.2.1 Samples collected in China

PK samples will be disposed of after the bioanalytical report finalisation or 6 months after
1ssuance of the draft bioanalytical report (whichever 1s earlier).

8.5.2.2 Samples collected outside of China

PK samples will be disposed of after the bicanalytical report finalisation or six months after
1ssuance of the draft bioanalytical report (whichever is earlier), unless requested for future
analyses.

PK samples may be disposed of or destroyed and anonymised by pooling. Additional
analyses may be conducted on the anonymised, pooled pharmacokinetic samples to further
evaluate and validate the analytical method. Any results from such analyses may be reported
separately from the CSR.
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8.6 Genetics

8.6.2 Storage and destruction of genetic samples

The processes adopted for the coding and storage of samples for genetic analysis are
unportant to maintain patient confidentiality. Samples may be stored for a maximum of

15 years or as per local regulations from the date of the Last Patient’s Last Visit, after which
they will be destroved. DNA 1s a finite resource that may be used up during analyses. The
results of any further analyses will be reported either m the CSR 1itself or as an addendum, or
separately n a scientific report or publication.

No personal details identifving the individual will be available to AstraZeneca or designated
organisations working with the DNA.

8.7 Biomarkers

Mandatory collection of tumour tissue and blood samples for biomarker research 1s required
as a part of this study. Optional tumour tissue samples should be collected from consenting
patients only. The following samples will be collected from all patients in this study as
specified mn the SoA (Section 1.1). See Appendix F for additional information on the handling
of biological samples.

8.7.1 Tumour tissue sample
8.7.1.1 Mandatory tumour tissue samples for biomarker analysis

All randomised patients must provide an archival or newly collected FFPE tumour sample
(see Section 1.1) collected as part of routine clinical practice, for central testing. This should
preferably be a tissue block to enable the analyses described below. If a block 1s not possible,
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then 30 (mimmum 20) freshly-cut, unstained, serial tumour slides from the most recently
collected tumour tissue. For arcluval bone biopsies: samples ansing from skeletal deposits are
not accepted unless the sample has been taken from an associated soft tissue component and
has not required or undergone decalcification. If tissue 1s madequate for testing, the study site
may collect a fresh sample before the start of treatment. Further details on tissue
specifications are outlined in the Laboratory Manual and the Diagnostic Testing Manual. The
primary purpose for mandating tumour tissue is determination of patient tumours’ PIK3CA.
AKT! and PTEN mutation status. to allow monitoring of the prevalence of the qualifying
PIK3CA/AKTI/PTEN alterations to ensure an appropriate number of patients are recruited into

the altered subgroup.
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8.7.1.3 Collection, analysis and reporting of tumour samples

Mandatory tumour samples will be collected as detailed in the Laboratory Manual and the
Diagnostic Testing Manual. Patients must consent to provide an archival or newly FFPE
tumour sample, collected as part of routine clinical practice, for analysis.

Mandatory tumour samples meeting the mimimum tumour content and tissue volume, as
specified in the Laboratory Manual and Diagnostic Testing Manual, will be tested with the
primary intent to detect tumour DNA alterations in the following genes; AKTT, PIK3CA, and
PTEN. If the first sample submitted for testing 1s mconclusive due to technical test failure, a
further sample may be submitted for testing. Submussion and testing of additional samples
can only be performed 1if the original testing failed due to technical reasons (1e, failed test
result). Please refer to the Laboratory Manual and the Diagnostic Testing Manual for further
details regarding retesting procedures. Central testing may generate results on genes other
than AKTI, PIK3CA, and PTEN, and the results may be provided at the time of treatment
discontinuation upon individual request by the mmvestigator m order to avoid bias during the
treatment period.

Optional tumour biopsy samples will be collected from consenting patients only. The optional
tumour biopsies collected at disease progression meeting the minimum tfumour content and
tissue volume, as specified in the Laboratory Manual and Pathology and Genomic Testing
Manual, will be tested centrally by NGS using the same cenfral test as described above for the
mandatory tumour samples. The primary intent is to detect changes in the tumour DNA
alterations that may be associated with treatment resistance. The results of this central testing
of the optional mmour biopsy obtained at disease progression will be provided to the
investigator.

Test results will be reported to AstraZeneca.
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8.7.3 Storage, re-use and destruction of biomarker samples

Biological samples will be stored for a maximum of 15 years from the date of the Last
Patient’s Last Visit, after wluch they will be destroved. The results of this biomarker research
will be reported either in the CSR itself or as an addendum. or separately m a scientific report
or publication. The results of this biomarker research may be pooled with biomarker data
from other studies to generate hypotheses to be tested m future research.

Any unused or partially used mmour samples collected in China for the purpose of
PIK3CA/AKTI/PTEN-alternation assessment will be destroyed or repatriated maximally
5 years after the study dmg is approved for marketing in China.

8.8 Healthcare resource use

The impact of treatment and disease on healthcare resource use will be captured in this study
on an event-driven basis.

The Hospital Admission (HOSPAD) module will be used to collect information on key health
care resource use beyond study mandated visits. The site should complete the HOSPAD form
at the site at every scheduled clinic visit up to and including the post-study treatment
discontinuation follow-up visit. If a patient discontinues study treatment for reasons other
than RECIST vl1.1 progression, the HOSPAD form should continue to be administered until
progression has been confirmed. Study mandated visits should not be included as a hospital
admission.
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The data may be used as input to cost analyses for example cost utility analysis or cost
effectiveness analysis.

9 STATISTICAL CONSIDERATIONS

9.1 Statistical hypotheses

The null hypotheses for the primary tume to event endpoint (PFS) are that there 1s no
difference between capivasertib + fulvestrant and placebo + fulvestrant in the probability of a
progression event in the overall population and the PIK3CA/AKTI/PTEN-altered population.
The mtention of the study is to demonstrate the superiority of capivasertib + fulvestrant over
placebo + fulvestrant in either or both of the overall and PIK3CA/AKT1/PTEN-altered
populations.

9.2 Sample size determination

Assuming a significance level of 5%, a total of 492 OS events will be required to achueve 90%
power to detect a treatment effect of an average HR 0.74 m the overall population, assuming a
12-month delay to a treatment effect and an HR of 0.64 after the delay. Assummg 70%
maturity at the tune of the final analysis, approximately 700 patients will need to be
randomised. Of these 700 randomised patients, it 1s expected that a minimum of 280 patients
will have a tumour harbouring an ehgible PIK3CA/AKTI/PTEN alteration based on a
prevalence of ~40-45% (Cristofanilli et al 2016, Curtis et al 2012, D1 Leo et al 2015,
Hortobagyi et al 2016, Pereira et al 2016, Spoerke et al 2016), and a minimum of
approximately 224 patients will be 1n the PIK3CA/AKT1/PTEN-altered subgroup assuming a
test failure rate of 20%.

The primary objective of this study is to assess the efficacy of capivasertib + fulvestrant vs
placebo + fulvestrant by assessment of PFS in the overall and the
PIK3CA/AKTI/PTEN-altered populations. The PFS Primary Analysis will take place after
PES reaches approximately 77% maturity (542 events) in the overall population, and
approximately 77% of PFS events have occurred in patients whose tumours harbour an
eligible PIK3CA/AKTI/PTEN alteration, based on a prevalence of ~40-45% (and 174 events
will have been observed if a test failure rate 1s 20%).

After all the pre-defined PFS endpomts have been tested, the remamming alpha will be used for
testing OS m the PIK3CA/AKT1/PTEN-altered population and subsequently for OS i the m
overall population. ORR mn the PIK3CA/AKTI1/PTEN-altered population and the overall
population will be tested sequentially only if OS m the overall population 1s statistically
significant.

The OS Interim Analysis is expected to occur when approximately 394 OS events have been
observed in the overall population and similar maturity has been reach in the altered
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population (56% maturity, 80% mformation fraction). If the time between the PFS analysis
and the OS mterim analysis 1s approximately 3 months or less, then the PFS DCO mayv be
delaved and the analyses combined. The OS Final Analysis will take place when
approximately 70% maturity has been observed in both the overall and the
PIK3CA/AKTI/PTEN-altered populations. The exact significance level will be determuned
according to the O’Brnien & Fleming method (Lan and DeMets 1983) based on the actual
number of events observed at the OS Interim Analysis.

Table 13 and Table 14 show the critical values at various significance levels for PFS and OS
testing.

Table 13 Statistical considerations for dual primary PFS endpoints
Amnalysis Number of Critical value in HR Power
events |corresponding median {Assuming HR=0.64)
Significance | (assuming PFS’]
level 20% test
failure
rate)
PFS Analysis (altered 0.021° 217 (174) 0.73 (7.5 months) 83.7% (73.9%)
subgroup, assuming [0.71 (7.7 months)]
77% maturity) - o
0.05 217(174) 0.77 (7.2 months) 90,8% (83,7%)
[0.74 (7.4 months)]
PFS Analysis (overall 0035 542 0.83 (6.6 months) =000
population, assuming
77% maturity)

HR. hazard ratio, PFS, progression-free survival.
Assuming median PFS for placebo + fulvestrant arm is 5.5 months and PFS 1s exponentially distributed.

b Assuming the null hypothesis for the PFS Analysis in the overall population is not rejected at a=0.035 level
and the observed ratio of the munber of events berween the altered subgroup and overall population is 0.4

©  Assuming the mll hypothesis for the PFS Analysis in the overall population is rejected at o=0.035 level.
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Table 13 Statistical considerations for OS endpoint
Amnalysis Number Critical value in HR Power
of events [corresponding median (Assuming HR=0.74)
Significance | (assuming 0587
level 20% test
failure
rate)
08 Interim Analysis 0.0056" 158 (127) 0.642 (33,7 months) 13% (6%)
{altered subgroup, [0.610 {40.9 months)]
i 0
assuming 80% 0.0244° | 158 (127) 0.698 (30.8 months) 28% (16%)
information fraction)
[0.670 ({35.2 months)]
OS Final Analysis 0.0133" 197 (158) 0.702 (29.3 months) 36% (21%)
(altered subgroup) [0.673 (32.0 months)]
0.0429° 197 (158) 0.749 (27.9 months) 539 (36%)
[0.724 (29,7 months)]
OS5 Interim Analysis 0.0056" 394 0.756 (28.5 months) 44%
{overall population,
assuming $0% 0.0244¢ 304 0.796 (27.2 months) 64%
information fraction)
08 Final Analysis 0.0133"% 492 0.799 {26.5 months) B0%
{overall population)
0.0429° 492 0.833 (25.8 months) 90%

HE. hazard ratio; OS, overall survival.
" Assuming median OS for placebo + fulvestrant arm is 23 months and OS follows a Weibull distribution

with p=1.5.

level,

Assuming the null hypothesis for the PFS Analysis in the overall population 1s not rejected at a = 0,035

¢ Assuming the mull hypothesis for the PFS Analysis in the overall population is rejected at o = 0.033 level.
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9.3 Populations for analyses

For purposes of analyses, the populations described in Table 14 are defined.

Table 14 Analysis populations

Population Description

Full Analysis Set (FAS) The FAS will be used as the primary population for
reporting efficacy data and to summarise baseline
characteristics,

This comprises all patients randomised into the study,
excluding patients randomised in China afier the
elobal cohort last patient first visit (LPFV), and will
be analysed according to randomised treatment
regardless of the treatment received (intention-to-treat
[ITT] principle). Any important deviations from
randomised treatment will be listed and considered
when interpreting the efficacy data.

Safety Analysis Set The safety analysis set comprises all patients included
in the FAS, who received at least 1 dose of study dimg
(fulvestrant, capivasertib, placebo) and will be
analysed according to the treatment received. If a
patient receives af least 1 dose of capivasertib, they
will be stmmarised in the capivasertib arm for safery
summaries (eg. capivasertib arm will include patients
randomised to capivasertib who receive at least

1 dose of capivasertib, or placebo patients who
receive at least 1 dose of capivasertib in error at any
time). If a patient randomised to capivasertib
receives only placebo treatment, then they will be
summarised as part of the placebo arm. Patients who
receive only fulvestrant will also be included in the
safety analysis set and will be included in the
treatment arm to which they were randomised.

Altered Subgroup FAS This comprises all patients included in the FAS with
a PIK3CAMAKTI/PTEN-altered result from a valid®
biomarker test as determined by central testing.

Altered Subgroup Safety Analysis Set This comprises all patients included in the Safety
Analysis Set with a PTR3CA/AKTI/PTEN-altered
tumour as determined by central testing.

Pharmacokinetic (PE) Analvsis Set This comprises all patients inclnded in the FAS who
received at least 1 dose of capivasertib with at least
one reportable concentration.

*  The definition of a valid biomarker test will be pre-specified in the SAP prior to any efficacy analysis.
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2.4 Statistical analyses

Analyses will be performed by AstraZeneca or its representative. A comprehensive SAP will
be developed and finalised before the primary PFS analysis database lock and will describe
the patient populations to be included in the analyses, and procedures for accounting for
missing, unused, and spurious data. This section is a summary of the planned statistical
analyses of the primary and secondary endpoints. Any deviations from this plan will be
reported in the CSR.

9.4.1 Efficacy analyses

Efficacy analyses will be performed based on the Full Analysis Set (FAS) (intention-to-treat
[ITT]) for the overall population and on the Altered Subgroup FAS for the
PIK3CA/AKTI/PTEN-altered subgroup.

Depending on the extent of any impact, summaries of data relating to patients diagnosed with
COVID-19, and impact of COVID-19 on study conduet (in particular missed visits, delayed or
discontinued IP, and other protocol deviations) may be generated. More details will be
provided in the SAP.

24.1.1 Primary endpoint: PFS in the overall population

PES is defined in Section 8.1.1.1 together with the details of censoring.

PFS in the overall population will be analysed using a stratified log-rank test adjusting for the
stratification factors (Section 4.1).

The stratification variables in the statistical modelling will be based on the values entered into
IVRS at randomisation. If there are insufficient events per strata, the strata will be pooled
following a pooling strategy that will be prespecified in the SAP.

From the stratified Cox proportional hazards model (ties = Efron) the HR (capivasertib +
fulvestrant vs placebo + fulvestrant) together with its corresponding 95% CI (calculated using
a profile likelihood approach) will be presented. An HR less than 1 will favour capivasertib +
fulvestrant.

Subgroup analyses will be conducted to assess PFS by the stratification factors (see
Section 4.1) and the following (but not limited to) subgroups of the FAS:

¢ Age at randomisation (<65 vs =65 vears of age)

s  PIKICA/AKTI/PTEN mutation status in tissue (PIK3CA/AKT1/PTEN-altered vs
confirmed PIK3CA/AKTI/PTEN-non-altered + unknown)

Additional subgroup analvses (eg, menopausal status, type of endocrine resistance) mav be
conducted and the details outlined n the SAP.
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Other baseline variables may also be assessed 1if there 1s chinical justification or an imbalance
1s observed between the treatment arms. The purpose of the subgroup analyses 1s to assess the
consistency of treatment effect across expected prognostic and/or predictive factors. Forest
plots will be presented.

No adjustment to the significance level for testing of the subgroup and sensitivity analyses
will be made, since all these analyses will be considered supportive of the analysis of PFS.

For each subgroup level of a factor, the HRs and associated CIs will be calenlated from a Cox
proportional hazards model (ties = Efron) that only contains a term for treatment. The Cox
models will be fitted using SAS® PROC PHREG with the Efron method to control for ties and
using a BY statement for the subgroup factor. The HRs and 95% Cls will be presented on a
forest plot.

Further sensitivity analyses will be described in the SAP.
Supplementary analysis

PFS defined by BICR. in the overall population will be analysed as described for the
nvestigator-assessed PFS endpoint (see above).

94.1.2 Primary endpoint: PFS in the PIK3CA/AKT1/PTEN-altered subgroup

PFS m the PIK3CA/AKTI]/PTEN-altered subgroup will be analysed as described for the
mvestigator-assessed PFS endpomt (Section 9.4.1.1) and stratified by the stratification factors
(Section 4.1).

Additional sensitivity and subgroup analyses may be performed (including outcomes based on
BICR).

94.1.3 Secondary endpoint: OS in the overall population
OS 1s defined in Section 8.1.2 together with details of censoring.

OS will be analysed as described for the investigator-assessed PFS endpoint (Section 9.4.1.1),
mcluding subgroup analyses, and stratified by the stratification factors (Section 4.1).

24.14 Secondary endpoint: OS in the PIK3CA/AKTI/PTEN-altered subgroup

OS 1n the PIK3CA/AKT1/PTEN-altered subgroup will be analysed as described for the
mvestigator-assessed PFS endpomt (Section 9.4.1.1) and stratified by the stratification factors
(Section 4.1).

Additional sensitivity and subgroup analyses may be performed.
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94.1.5 Secondary endpoint: PFS2 in the overall and altered FAS population
PFS2 is defined in Section 8.1.3 together with details of censoring.

PFS2 1n the overall and in the PIK3CA/AKT/PTEN-altered populations will be analvsed as
described for the mvestigator-assessed PFS endpomt (Section 9.4.1.1) and stratified by the
stratification factors (Section 4.1).

94.1.6 Secondary endpoint: ORR in the overall and altered FAS population

The ORE. will be compared between capivasertib + fulvestrant vs placebo + fulvestrant, for
both the overall and the PIK3CA/AKT/PTEN-altered populations, using logistic regression
models adjusting for the stratification factors (Section 4.1). The results of the analysis will be
presented m terms of an odds ratio (an odds ratio greater than 1 will favour capivasertib +
fulvestrant) together with its associated profile likelihood 95% CT and p-value. If there are not
enough responses for a meamingful analysis using logistic regression, then a Cochran-Mantel
Haenszel (CMH) test will be presented. The CMH test will be stratified using the same
stratification factors as the dual primary endpoints.

ORR will be presented with a two-sided 95% CIs using the Clopper-Pearson method (Clopper
and Pearson 1934).

94.1.7 Secondary endpoint: DoR in the overall and altered FAS population

DoR is defined in Section 8.1.1.3 together with details of censoring.

Descriptive data will be provided for the DoR i responding patients, including the associated
Kaplan-Meier (KM) plots for both the overall and the PIK3CA/AKT1/PTEN-altered
populations.

94.1.8 Secondary endpoint: CBR in the overall and altered FAS population
CBR is defined in Section 8.1.1.2.

CBR in the overall and the PIK3C4/4KT1/PTEN-altered population will be analysed as
described for the ORR analysis (Section 9.4.1.6).

94.1.9 Secondary endpoint: PK

The plasma concentration-time data will be analysed by population PK methods using
non-linear mixed-effects modelling. PK parameters, inchiding variability parameters, will be
estimated as data permits. The influence of infrinsic (eg, ethnicity, gender, age, weight, renal
function and hepatic function) and extrinsic (eg, concomitant medication) factors will be
evaluated and exposure-response relationships will be explored. Details will be outlined in a
separate modelling analysis plan and results may be reported separately.
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In the subgroup of approximately 6 Japanese patients with rich capivasertib PK data, the area
under the plasma concentration-time curve from zero to 12 hours (AUCq.12s), the maximum
observed plasma (peak) concentration (Cuax), and the tume to reach peak or maximum
observed concentration following drug administration (twmax) will be derived.

PK analyses will be performed based on the PK Analysis Set and any exclusion of data will be
documented and justified.

Data from this study may be pooled with data from other smdies.

9.4.1.10  Secondary endpoints: EORTC QLQ-C30 and EORTC QLQ-BR23

The EORTC QLQ-C30 and EORTC QLQ-BR23 will be scored according to the EORTC
Scoring Mannal (Favers et al 2011). An outcome variable consisting of a score from 0 to 100
will be denived for each of the svinptom scales, each of the functional scales, and the global
measure of health status scale according to the EORTC Scoring Manual. Higher scores on the
global measure of health status and functional scales indicate better health status/function, but
higher scores on symptom scales represent greater svinptom severity. For each subscale, 1if
<50% of the subscale 1tems are nussing, then the subscale score will be divided by the number
of non-missing items and multiplied by the total number of items on the subscales (Favers et
al 2011). If at least 50% of the items are mussmg, then that subscale will be treated as
missing. Missing single items are treated as missing. The reason for any missing
questionnaire will be 1dentified and recorded.

The main PRO measures identified in the secondary objectives are global health status/QolL.,
physical function, role function, fatigue, pain and appetite loss subscales of the

EORTC QLQ-C30. However, separate analysis will be conducted for each EORTC
QLQ-C30 and EORTC QLQ-BR23 scale/symptoin score.

The primary assessment of global health status/QoL., physical function, role function, or
symptoms will focus on comparing mean change from baseline between treatment arms. To
examine the change from baseline and time to deterioration, the analysis population will be a
modified FAS (ITT) which includes all randomised patients with an evaluable baseline
assessment and at least one evaluable post-baseline assessment. Similarly, analyses may be
repeated 1n a modified PIK3CA/AKT1/PTEN-altered population, which includes patients
whose tumours harbour a qualifiing PIK3CA/AKT1/PTEN-alteration and have an evaluable
baseline assessment and at least one evaluable post-baseline assessment, where appropriate.
Change from baseline will be analysed using a mixed model repeated measurements analysis
of all the post-baseline scores. The model will include treatment arm, visit, and treatment by
visit interaction and stratification factors as explanatory variables, and the baseline score and
baseline score by visit as covariates. Adjusted mean change from baseline estumates per
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treatment arm and corresponding 95% Cls will be presented, along with an overall estimate of
the treatment difference, 95% CI, and p-value.

Time to deterioration will be analysed using the same approach as described for the PFS and
OS endpoints (Section 9.4.1.1). Separate analyses will be conducted for global health
status/QolL., physical function, role function, fatigue, pain and appetite loss. The effect of
treatment arms will be estimated by the HR together with its corresponding 95% CT and
p-value. KM plots will be presented by treatment arm. Sunumaries of the number and
percentage of patients who have an event as well as who were censored will be provided along
with the median time to deferioration for each treatment arm. The HR, p-value, and 95% CT
estimates will be presented.

Summary tables of responses for each FEORTC QLQ-C30 and EORTC QLQ-BR23 scale/item
score (global health status/QoL., 5 functions, symptom scales) for each assessment
(improvement, deterioration, and no change) will be presented by treatment arm.

Finally, summaries of absolute and unadjusted change from baseline values of each
EORTC QLQ-C30 and EORTC QLQ-BR23 scale/item score will be reported by assessment
timepoint for each treatment arm. Graphical presentations may also be produced as

appropriate,

Full details of the statistical analyses and appropriate sensitivity analyses will be described in
full in the SAP.

94.1.11 Secondary endpoint: time to definitive deterioration of the ECOG
performance status in the overall population and the PIK3CA/AKT1/PTEN-
altered population

Time to definitive deterioration of the ECOG performance status 1s defined in Section 8.1.4
together with details of censoring.

Time to definitive deterioration of the ECOG performance status in the overall and the
PIK3CA/AKT]/PTEN-altered populations will be analysed as described for the investigator-
assessed PFS endpoint (Section 9.4.1.1) and stratified by the stratification factors

(Section 4.1).

9.4.2 Safety analyses

Safety analyses will be performed based on the Safety Analysis Set for the overall population
and key safety results will be presented for the Altered Subgroup Safety Analysis Set for the
PIK3CA/AKTI/PTEN-altered subgroup.

Depending on the extent of any impact, summaries of data relating to patients diagnosed with
COVID-19, and impact of COVID-19 on study conduet (in particular missed visits, delayed or
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discontinued IP, and other protocol deviations) may be generated. More details will be
provided m the SAP.

94.2.1 Adverse events

Adverse events will be coded using the most recent version of the Medical Dictionary for
Begulatory Activities (MedDRA) that will have been released for execution at AZ/designee.

Safety data will be presented using descriptive statistics unless otherwise specified.

AFEs will be presented for each treatment group by SOC and PT covering number and
percentage of patients reporting at least one event and number of events where appropriate.

AEs occurring prior to start of IMP. treatment emergent AEs and post-treatment AEs will be
presented separately.

An overview of AEs will present for each treatment group the number and percentage of
patients with any AE, AEs with outcome of death, serious AEs, and AEs leading to
discontinuation of IMP, as well as AEs leading to IMP dose intermuptions and AFEs leading to
IMP dose reductions.

Separate AE tables will be provided taken into consideration relationship as assessed by the
mvestigator, CTCAE grade, seriousness, death and events leading to discontmuation of IMP
as well as other action taken related to IMP. events of special interest and other significant
adverse events.

An additional table will present number and percentage of patients with most common AEs.

In accordance with the requirements of the FDA_ a separate table will present non-serious AEs
occurring in more than 5% of patients in any treatment group.

Key patient information will be presented for patients with AEs with outcome of death,
serions AEs, and AEs leading to discontinuation of IMP.

An AE listing for the safety analysis set will cover details for each individual AE.
Full details of AE analyses will be provided in the SAP.

Treatment emergent

The following events are considered treatment emergent:

¢ Adverse events with an onset date on or after first dose of IMP
*  Worsening of pre-existing events on or after first dose of IMP
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94.2.2 Other safety analysis

Other safety data including physical examinations, clinical haematology, chemistry,
urinalysis, vital signs and ECGs will be summarized using descriptive statistics. The analysis
will be performed based on the Safety Analysis Set for the overall population and on the
Altered Subgroup Safety Analysis Set for the PIK3CA/4KT1/PTEN-altered subgroup, as
defined in the SAP.

9.4.3 Other analyses

9.4.4 Methods for multiplicity control

To control the family-wise error rate in the strong sense at 5% for the treatment comparisons
in OS and PFS, a predefined MTP with an alpha-exhaustive recycling strategy (Burman et al
2009) taking into account intrinsic correlation between test statistics (Spiessens and Debois
2010), will be applied. The MTP is outlined in Figure 4. According to alpha (test mass)
splitting and alpha recycling, if the higher-level hypothesis in the MTP is rejected for
superiority, then the next lower level hypothesis will be tested. The test mass that becomes
available after each rejected hypothesis is recycled to lower level hypotheses not vet rejected.

Tests will be grouped mto 2 main famuhies: one for the compansons i PFS, the other for the
comparisons mn OS. Within the PFS and OS families, there are 2 sets of tests, one in the
overall population, the other i the altered subgroup. The PFS famuly will be tested first, the
OS famuly will be tested later (Figure 4). This testing procedure stops when the entire test
mass 1s allocated to non-rejected hvpotheses. Implementation of this predefined testing
procedure, mcluding recycling, will control the famuly wise tvpe I error in the strong sense at
5% (2-sided), among all key hyvpotheses.

Figure 4 Illustration of data cut-offs and associated treatment comparisons

5% (2-sided)

1.5% ~ 3.5%
. . 0 p<0.035 I
PFS Primary Analysis PFSin altered = — PFS in overall
If p<a,
v If p<a,
05 Interim Analysis 0S in altered + 0Sin overall
If pza, If p=a,
L If p=a,
OS Final Analysis 0S in altered + 0Sin overall
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The significance level of oy at PFS primary analysis in the altered subgroup will be determined as follows:

+  Ifthe p-value for PFS in the overall population is significant at 3.5% level, then the o level of 0.035 tested for the
overall population will be recycled. making o1=0.05.

#  Ifthe p-value for PFS in the overall population is not significant at 3.5% level, then the o3 is determined by the
observed ratio of #events in the altered subgroup and overall population using Spiessens and Debois method.

The sigmificance level of ax at OS interim analysis and og at OS5 final analysis for the altered subgroup will be detemmined by
the observed information fraction (O'Brien & Fleming approach [Lan and Dehets 1983]) based on the remaining o available:

o Jfthe p=value for PFS in the overall population is significant at 3,5% level, then the remaining a=0.05

¢ [fthe p-value for PFS in the overall population is not significant at 3,5% level, then the remaining a=0.015.

Similarly, if the p-value for OS5 in the altered subgroup is significant at oz level at the OS infterim analysis, OS in the overall
population will be tested using the O'Brien & Fleming approach [Lan and DelMats 1983] based on the remaining o available,
If the p=value for OS in the altered subgroup is signficant at o4 level at the OS5 final analysis, all remaining o available afier
PFS primary analysis will be nsed to fest 05 in the overall population. i.e. either 1.5% or 5% based on the outcome of PFS
hypothesis testing in the overall population.

[f the OS endpomt 1s successful at erther interim or final analysis in both the overall
population and PIK3CA/AKT1/PTEN-altered subgroup, the remaming alpha will be recveled
to test ORR o the PIK3CA/AKT1/PTEN-altered subgroup. If significant, the remaining alpha
will be recvcled to test ORR in the overall population. Data at PFS primary analysis DCO will
be used to test ORR.

9.5 Interim analyses

The OS Inferim Analysis is expected to occur when approximately 394 OS events have been
observed i the overall population and similar maturity has been reached n the
PIK3CA/AKT1/PTEN-altered population (56% maturity, 80% mformation fraction). The
significance level for OS will be based on the sigmificance level available after the PFS
primary analysis and will be determined according to the O’Brien and Fleming method (Lan
and DeMets 1983).

The Statistical Analysis Plan will describe the planned interim analysis in greater detail.

9.5.1 Independent data monitoring committee (IDMC)

An IDMC will be established in order to assess the progress of the clinical study at regular
mtervals prior to the PFS primary analysis database lock. This will include reviewing
unblinded safety and tolerability data.

Appendix C provides more details on the rationale for and the remit of the committee.

9.6 China cohort

The global cohort will enrol approximately 930 patients to randomise approximately

700 patients. The China cohort will consist of approximately 134 randomised patients from
National Medical Product Administration (NMPA)-certified sites. The global cohort will
consist of patients recruited by the documented date of LPFV of the global cohort. In the
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event that recruitment of China cohort 1s not completed during global recruitment of
approximately 700 patients, the recruitment of China cohort will continue until approximately
134 Chinese patients have been randomised from NMPA-certified sites. Patients randomised
m the China cohort prior to the LPFV of the global cohort enrolment will be included m both
the FAS and the China FAS. A patient randomised in the China cohort after the LPFV of the
global cohort enrolment will be included only in the China FAS.

Per NMPA guidance, in addition to the evaluation of the global cohort data for primary,
secondary and safety objectives, evaluation of consistency in efficacy and safety in Chinese
populations 1s required to facilitate the benefit-risk assessment for Chinese patients. Hence,
the safety and efficacy data in the China cohort will be analysed separately where the same
endpomt definitions (as described in Section 8.1) and the same analysis methods (as detailed
i Section 9.4) are applied.

The China FAS will include all patients randomised in the China cohort including those who
were recruited prior to the closure of the global cohort and are therefore included in the
analyses of efficacy and safety for the main study. The Clhuna altered subgroup FAS will
mclude all patients mn the Clhuna FAS with a PIK3CA/AKT1/PTEN-altered result from a valid
biomarker test as determuned by central testing. Both China FAS and China altered subgroup
FAS will be used for China-only efficacy analyses.

The China safety analysis set will consist of all patients included in the China FAS who
received at least 1 dose of study treatment. The China altered subgroup safety analysis set will
consist of all patients included in the China safety analysis set with a PIK3CA/AKT1/PTEN-
altered result from a valid biomarker test as determined by central testing.

Efficacy analyses for the China cohort will be performed when the PFS and/or OS data from
the patients from the China cohort are of similar maturity at which significant clinical efficacy
1s established in the global cohort, eg, if OS efficacy is established at the OS Interim Analysis,
a similar maturity will be used for the consistency evaluation.

No adjustment for multiplicity will be
made and the procedure for hierarchical testing detailed 1n Section 9.4 will not be followed.

Details of the China cohort analyses will be specified in the China SAP, which is to be
finalised before the global cohort database lock for the PFS primary analysis.
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11 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS
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Appendix A Guidelines for evaluation of objective tumour response using
RECIST v1.1 Criteria (Response Evaluation Criteria in Solid
Tumours)

Introduction

This appendix details the implementation of Response Evaluation Criteria in Solid Tumours
version 1.1 (RECIST v1.1) gmidelnes (Esenhauer et al 2009). Investigator assessments will
use the RECIST v1.1 gmidelines described in this appendix.

Imaging modalities and acquisition specifications for RECIST v1.1

A summary of the imaging modalities that can be used for umour assessment of target lesions
(TLs), non-target lesions (NTLs), and new lesions (NLs) is provided in Table 15.

Table 15 Summary of imaging modalities for tumour assessment
Target lesions Non-target lesions New lesions
CT CT CT
MREI MEI MEI
Plain X-ray Plain X-ray
Chest X-ray Chest X-ray
Bone scan (Scimtigraphy)
FDG-PET/CT

CT Computed tomography: MRI Magnetic resonance imaging, FDG-PET/CT “F-Fluoro-deoxyglicose
positron emission tomography/CT

CT and MRI

Computed tomography (CT) with intravenous (TV) contrast, is the preferred imaging modality,
and magnetic resonance imaging (MRT) with TV contrast being acceptable should CT be
contraindicated, to generate reproducible anatomical images for tumour assessments, ie, for
measurement of TLs, assessment of NTLs, and identification of NLs. Tt is essential that the
same correct imaging modality, image acquisition parameters (eg, anatomic coverage,
nmaging sequences, efc.), imaging facility, tumour assessor (eg, radiologist), and method of
tumour assessment (eg, RECIST v1.1) are used consistently for each patient throughout the
study. The use of the same scanner for serial scans 1s recommended, if possible. Tt is
important to follow the image collection/tumour assessment schedule as closely as possible
(refer to the clinical study protocol Schedule of Activities [Section 1.1], and this on-study
imaging schedule MUST be followed regardless of any delays in dosing or missed imaging
visits. If an unscheduled assessment is performed (eg, to investigate clinical signs/symptoms
of progression), and the patient has not progressed, every attempt should be made to perform
the subsequent scan acquisitions at the next scheduled imaging visit.
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Due to its mherent rapid acquisition (seconds), CT 1s the imaging modality of choice. Body
scans should be performed with breath-hold scanming techmiques if possible. Therefore, CT of
the chest 1s recommended over MRI due to significant motion artefacts (heart, major blood
vessels, breathung) associated with MRI. MRI has excellent contrast and spatial and temporal
resolutions; however, there are many image acquisition varables mmvolved i MRI, which
greatly impact image quality. lesion conspicuity and measurement. Furthermore, the
availability of MRI 1s varable 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. In general, local oncology diagnostic imaging parameters are applied for scan
acquisition. It 1s beyond the scope of this appendix to prescrnibe specific MREI pulse sequence
parameters for all scanners, body parts, and diseases.

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

a. Anatomic coverage: Optimal anatomic coverage for most solid tumours 1s 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 mn 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 timepoints. This will enable
better consistency not only of tumour measurements but also 1dentification of a new
disease.

Required anatomical regions to be imaged for assessment of umour burden (TLs and/or
NTLs) at baseline and follow-up visits vary according to the study, and these are specified in
the main clinical study protocol (eg, Schedule of Activities [Section 1.1]). Examples include
the following:

— IV contrast enhanced CT of chest-abdomen (including the entire liver and both
adrenal glands) and pelvis

—  Non-contrast CT of chest and TV conftrast enhanced abdomen (including the entire
liver and both adrenal glands) and pelvis
— IV contrast enhanced CT or MRI of the head and neck

— IV contrast enhanced MRI (preferred) or CT of the brain

b. IV contrast administration: Optimal visualisation and measurement of metastases in solid
fumours require consistent administration (dose and rate) of IV contrast as well as timing of
scanning. An adequate volume of a suitable contrast agent should be given so that the mmour
lesions are demonstrated to best effect and a consistent method is nsed on subsequent
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examinations for any given patient. Oral contrast 1s recommended to help visualize and
differentiate structures in the abdomen and pelvis.

¢. Slice thickness and reconstruction interval: Tt is recommended that CT or MRI scans be
acquired/reconstructed as contiguous (no gap) with <5 mm slice thickness throughout the
entire anatomic region of interest for optimal lesion measurements. Exceptionally, particular
mstitutions 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.

For CT scans, all window settings shonld be included in the assessment, particularly in the
thorax where lung and soft tissue windows should be considered. When measuring lesions,
the TL shonld be measured on the same window setting for repeated examinations throughout
the study.

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 NLs. However, there 1s preference that a
higher resolution modality such as CT be used to confirm the presence of NLs.

Plain X-ray

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

Isotopic bone scan

A bone scan should be performed at screening: thereafier, a bone scan should only be
performed in the event of clinical suspicion of progression of existing bone lesions that cannot
be visnalised on CT or MRI, the development of new bone lesions or in the assessment of a
complete response (CR), if any disease was evident at screening,

I[sotopic bone scans may be used as a method of assessment to 1dentify the presence of new
bone lesions at follow-up visits. NLs 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 progressive
disease (PD) assessment at that timepoint.

FDG-PET/CT

I¥F-Fluoro-deoxyglucose positron emission tomography/computed tomography/CT
(FDG-PET/CT) scans may be nsed as a method for identifying new extrahepatic lesions (but
not infrahepatic lesions) for RECIST v1.1 assessments, according to the following algorithm:
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NLs will be recorded where there is positive '*F-Fluoro-deoxyglucose uptake' not present on
baseline or a prior FDG-PET scan or in a location corresponding to an NL on a companion
CT/MRI collected close in time to the FDG-PET scan. The PET portion of the PET/CT
mitroduces additional data that may bias an mvestigator if 1t 1s not routinely or senally
performed. Therefore, if there 1s no baseline or prior FDG-PET scan available for
comparison, and no evidence of NLs on compamion CT/MRI scans, then follow-up CT/MREI
assessments should continue as per the regular imaging schedule in order to venfy the
unequivocal presence of NLs.

At present, low dose or attenuation correction CT portions of a combined FDG-PET/CT scan
are of limited use in anatomically-based efficacy assessments, and it is therefore suggested
that they should not substitute for dedicated diagnostic contrast-enhanced CT scans for tumour
measurements by RECIST v1.1. In exceptional situations, if a site can document that the CT
performed, as part of a PET/CT exanunation, is of identical diagnostic quality (with
mtravenous contrast) to a dedicated diagnostic CT scan, then the CT portion of the PET/CT
can be used for RECIST v1.1 tumour assessments. Caution that this is not recommended
because the PET portion of the CT introduces additional (PET) data that may bias an
investigator if it is not routinely or serially performed.

Ultrasound

Ultrasound examination will not be used for RECIST v1.1 assessment of tumours as it 1s not a
reproducible acquusition method (operator dependent), 1s patientive in interpretation and may
not provide an accurate assessment of true tumour size. Tumours 1dentified by ultrasound will
need to be assessed by correlative CT or MRI anatomical scan.

Other tumour assessments
Clinical examination

Clinical examination of skin/surface lesions (by visual inspection or manual palpation) will
not be used for RECIST v1.1 assessments. Tumours identified by clinical examination will
need to be assessed by correlative CT or MRI anatomical scans.

Endoscopy and laparoscopy

Endoscopy and laparoscopy will not be used for tumour assessments as they are not validated
in the context of tumour assessment.

Histology and cytology

! A positive FDG-PET scan lesion should be reported only when an uptake (2g, SUV) greater than twice that of
the surrounding tissue or liver is observed.
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Histology or tumour markers on tumour biopsy samples will not be used as part of the tumour
response assessment as per RECIST v1.1.

Results of cytological exanunation 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 as per RECIST v1.1.

Furthermore. an overall assessment of complete response (all other disease disappears/reverts
to normal) would be changed to partial response if an effusion remains present radiologically.

Measurability of tumour lesions at baseline
RECIST v1.1 measurable lesions at baseline:

A tumour lesion that can be accurately measured at baseline as =10 mm in the longest
diameter for non-nodal lesions or =15 mm in short axis® diameter for Ivimph node lesions with
IV contrast-enhanced CT or MRI and that 1s sutable for accurate repeated measurements.
Please see additional RECIST v1.1 guidance below on measurability of intrahepatic
hepatocellular carcinoma (HCC) lesions and porta hepatis lymph nodes.

Non-measurable lesions at baseline:
¢  Trly non-measurable lesions include the following:
—  Bone lesions (see exception below for soft tissue component)
—  Leptomeningeal disease
—  Ascites, pleural, or pericardial effusion
—  Inflammatory breast disease
—  Lymphangitic involvement of skin or hing

¢ All other lesions, mcluding small lesions (longest diameter <10 mm or pathological
lymph nodes with =10 mm to <15 mm short axis diameter at baseline*)

e Previously irradiated lesions*
+  Brain metastasis

? The short axis is defined as the longest in-plane axis perpendicular to long axis.

* 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

previcusly 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 considerations regarding lesion measurability at baseline:

« Bone lesions

— Bone scan. PET scan or plain X-ray are not considered adequate mmagmg techniques
to measure bone lesions; however, these techniques can be used to confirm the
presence or disappearance of bone lesions

—  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 bone lesions are considered non-measurable

¢  (Cystic lesions thought to represent 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

RECIST v1.1 target lesion selection at baseline:

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 TLs at baseline. TLs should be selected on the basis of then 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.

Lymph nodes, in any location (local'regional and distant), are collectively considered as a
single organ, with a maximum of 2 lymph node locations as TLs. A bilateral organ (eg,
adrenal glands), a segmented organ (eg, liver), or a multilobed organ (eg, lung) 1s each
considered as a single organ.

The site and location of each TL should be documented as well as the longest axis diameter
for non-nodal lesions (or short axis diameter for lymph nodes). All measurements should be
recorded m millimetres. 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 for target lesion assessment at baseline:

¢ For TL measurable in 2 or 3 dimensions, always report the longest diameter. For
pathological lymph nodes measurable m 2 or 3 dimensions, always report the short axis
diameter
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¢ When lymph nodes are coalesced and no longer separable in a conglomerate mass, the
vector of the longest diameter should be used to determine the perpendicular vector for
the maximal short axis diameter of the coalesced mass. Non-nodal lesions that coalesce
should similarly be assessed by the longest 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

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

RECIST v1.1 non-target lesion selection at baseline:

All other lesions, including non-measurable lesions and surplus measurable lesions not
recorded as TLs should be identified as NTLs at baseline. Measurements of these lesions are
not required, but the presence or absence of each should be noted throughout follow-up.

Evaluation of tumour response and progression
RECIST v1.1 target lesion assessment at follow-up

This section defines the criteria used to determine objective tumour visit response for
BECIST v1.1-defined TLs. The mmagmmg modality, location, and scan date of each TL
identified previously at baseline should be documented at follow-up visits with the long axis
diameter for non-nodal lesions or short axis diameter for lvinph node lesions. All
measurements should be recorded i millimetres. The sum of the diameters for all TL at each
follow-up visit will be compared to the baseline sum of diameters (for response or stable
disease) or to the smallest prior (nadir) sum of diameters (for progression) (Table 16).

Special cases for target lesion assessment at follow-up:

¢ Ifalesion has completely disappeared, the diameter should be recorded as 0 mm. Ifa
lesion appears 1n the same location on a subsequent scan, 1t will be recorded as an NL

¢ Ifa TL splits into 2 or more parts, then record the sum of the diameters of those parts

¢ If2 or more TLs merge, then the sum of the diameters of the combined lesion should be
recorded for 1 of the lesions and 0 mm recorded for the other lesion(s). If the merged TLs
are non-nodal lesions, record the long axis diameter of the merged lesion. If pathologic
lymph nodes coalesce and are no longer individually separable within a conglomerate
mass, the vector of the longest diameter of the coalesced mass should be used to
determine the perpendicular vector for the maximal short axis diameter

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

# IfaTL cannot be measured accurately due to it being too large, provide an estimate of the
size of the lesion. The choice of “Too large to measure’ in the case report form will
trigger an overall visit response of PD
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¢  When a TL has had any intervention e.g., definitive radiotherapy, embolisation, surgery,
transcatheter arterial chemoembolization (TACE), etc., during the study, the size of the
TL should still be provided where possible and the intervention recorded in the RECIST
v1.1 case report form for the current imaging visit and all subsequent visits. If a TL has
been completely removed (surgery) or disappears, the longest diameter should be
recorded as 0 mm

Table 16 RECIST v1.1 evaluation of target lesions
Complete response (CR) Disappearance of all TLs since baseline. Any pathological lymph
nodes selected as TLs must have a redoction 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) MNeither sufficient decrease in sum of diameters to qualify for PR nor
sufficient increase to qualify for PD

Progression of disease (PLY) 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
mecrease of at least 5 mum from nadir

Mot evaluable (NE) Only relevant if any of the TLs at follow-up were not assessed or not
evaluable (e.g.. 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

Mot applicable (NA) Only relevant if no TLs present at baseline

CR complete response; PR partial response; PD progression of disease; NE not evaluable; SD stable disease;
TL target lesion,

RECIST v1.1 non-target lesion assessment at follow-up

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 stams should be followed
at subsequent visits. At each visit an overall assessment of the NTL response should be
recorded by the investigator.

To achieve ‘unequivocal progression’ on the basis of NTLs, there must be an overall level of
substantial worsening i non-target disease such that, even in presence of stable disease or
partial response in TLs, the overall tumour burden has mncreased sufficiently to merit
unequivocal progression by NTLs. A modest “increase’ in the size of one or more NTLs 1s
usually not sufficient to qualify for unequivocal progression status. The designation of overall
progression solely on the basis of change m non-target disease i the face of stable disease
(5D) or progressive disease (PD) of target disease will therefore be extremely rare (Table 17).
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Table 17 RECIST v1.1 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-CE/MNon-FD 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 MIUUST be clinically significant for
the physician to consider changing {or stopping) therapy

Not evaluable (NE) Ounly 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

Mot applicable (NA) Only relevant if no NTLs present at baseline

CR complete response; PR partial response; PD progression of disease; NE not evaluable; NTL non-target
lesion; TL target lesion.

RECIST v1.1 new lesion identification at follow-up

Details imncluding the imaging modality, the date of scan, and the location of any NLs will be
recorded in the case report form. The presence of 1 or more NLs 1s assessed as progression.
The finding of an NL should be unequivocal: 1e, not attributable to differences i scanning
techmique, change i imaging modality, or findings thought to represent something other than
tumour. If an NL 1s equivocal, for example because of its small size, the treatment and
tumour assessments should be continued until the previously (pre-existing) new lesion has
been assessed as unequivocal at a follow-up visit, and then the progression date should be
declared using the date of the initial scan when the NL first appeared.

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

RECIST v1.1 evaluation of overall visit response at follow-up

Derivation of overall visit response as a result of the combined assessment of TLs, NTLs, and
NLs 1s 1identical between RECIST v1.1 and RECIST v1.1 usmg the algorithm shown in
Table 18.

Table 18 RECIST v1.1 overall visit response
Target lesions Non-target lesions New lesions Overall visit response
CR CR No CR
CR NA No CR
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Target lesions Non-target lesions New lesions Owverall visit response
NA CR No CR
CR Non-CE/Non-PD Mo FR
CR NE No FR
PR Non-PD or NE or NA No PR
sD Non-PD or NE or NA No sD
NA Non-CER/MNon-PD No 5D (Non-CR/MNon-PD¥*)
NE Non-PD or NE or NA No NE
NA NE No NE
D Any Yes or No FD
Any D Yes or No FD
Any Any Yes FD

* Non-CR/MNon-PD for overall response if only non-target lesions (no TLs) are present at baseline.

NOTE: An overall assessment of complete response (all other disease disappears/reverts to normal) would be
changed to partial response if ascites remains present radiologically,

CR complete response; WA not applicable; NE not evaluable; PD progressive disease; PR partial response;
{only relevant if there were no target lesions at baseline or no non-target lesions at baseline), SD stable disease;
TL target lesion.

The following overall visit responses are possible depending on the extent of tumour disease
at baseline:

¢ For patients with TLs (at baseline): CR, PR, SD, PD, or NE
*  For patients with NTLs only (at baseline): CR, Non-CE/Non-PD, PD, or NE

Central imaging

Images, including unscheduled visit scans, will be collected on an ongoing basis and sent to an
AstraZeneca-appointed imaging Contract Research Organisation (1ICRO) for QC, storage, and
for Blinded Independent Central Review (BICR). Digital copies of all original scans should
be stored at the investigator site as Source documents. Electronic image transfer from the
sites to the iCRO is strongly encouraged. A BICR of images will be performed at the
discretion of AstraZeneca. Results of these independent reviews will not be communicated to
investigators, and results of investigator tumour assessments will not be shared with the
central reviewers. The management of patients will be based in part upon the results of the
umour assessments conducted by the investigator. Further details of the BICR will be
documented in an Independent Review Charter.
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Appendix B  ECOG/WHO Performance Status

The Eastern Cooperative Oncology Group (ECOG)/ World Health Orgamisation (WHO)
performance scale is presented in Table 19.

Table 19 ECOG performance status scale (Oken et al 1982)
Grade
0 Fully active and able to carry on all pre-disease performance without restriction
(Kamofsky 90-100),
1 Restricted in physically stremons activity but ambulatory and able to carry out work of a

light or sedentary nahwe, eg, light house work, office work (Kamofsky 70-80).

[

Ambulatory and capable of all self-care but unable to carry out any work activities. Up
and about more than 0% of waking hours (Kamofsky 50-60).

3 Capable of only limited self-care. confined to bed or chair more than 50% of waking hours
(Karnofsky 30-40).
4 Completely disabled. Cannot camry out any self-care, Totally confined to bed or chair

(Kamnofsky 10-20).

REFERENCE

Oken et al 1982
Oken MM, Creech RH, Tormey DC, Horton J, Davis TE. McFadden ET. et al. Toxicity and

response criteria of the Eastern Cooperative Oncology Group. Am J Clin
Oncol. 1982;5(6):649-655.
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Appendix C Regulatory, ethical and study oversight considerations

C1 Regulatory and ethical considerations

This study will be conducted n accordance with the protocol and with the following:

* Consensus ethical principles derived from mternational guidelines including the
Declaration of Helsinki and Council for International Organisations of Medical Sciences
(CIOMS) International Ethical Guidelines

¢ Applicable International Council for Harmomisation of Technical Requirements for
Pharmaceuticals for Human Use (ICH) Good Clinical Practice (GCP) Guidelines

+ Applicable laws and regulations

The protocol, protocol amendments, informed consent form (ICF), Investigator’s Brochure,
and other relevant documents (eg, advertisements) must be submitted to an institutional
review board (TRB)/independent ethics committee (TEC) by the investigator and reviewed and
approved by the IRB/AEC before the study is imitiated.

Any amendments to the protocol will require IRB/IEC approval before implementation of
changes made to the study design, except for changes necessary to eliminate an tnmediate
hazard to study patients.

The mvestigator will be responsible for the following:

¢ Providing written summaries of the status of the study to the IRB/TEC annually or more
frequently in accordance with the requirements, policies, and procedures established by
the IRB/TEC

+ Notifying the IRB/IEC of SAEs or other significant safety findings as required by
IRB/TEC procedures

¢ Providing oversight of the conduct of the study at the site and adherence to requirements
of 21 CFR (Code of Federal Regulations), ICH gmdelines, the [IRB/IEC, European
regulation 536/2014 for clinical studies (if applicable), and all other applicable local
regulations

The study will be performed in accordance with the AstraZeneca policy on Bioethics and
Human Biological Samples.
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C2 Financial disclosure

Investigators and sub-investigators will provide the sponsor with sufficient, accurate financial
mformation as requested to allow the sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators
are responsible for providing information on financial interests during the course of the study
and for 1 year after completion of the study.

C3 Informed consent process

The mvestigator or his’her representative will explain the nature of the study to the patient or
his/her legally authorised representative and answer all questions regarding the study.

Patients must be informed that their participation is voluntary. Patients or their legally
authorised representative will be required to sign a statement of informed consent that meets
the requirements of 21 CFR 50, local regulations, ICH guidelines, Health Insurance Portability
and Accountability Act (HIPAA) requirements, where applicable, and the IRB/TIEC or study
centre.

The medical record mmst include a statement that written informed consent was obtained
before the patient was enrolled in the study and the date and time the written consent was
obtained. The authorised person obtaiming the informed consent must also sign the ICF.

Patients must be re-consented to the most enrrent version of the ICF(s) during their
participation in the study.

A copy of the ICF(s) must be provided to the patient or the patient’s legally authorised
representative.

If a patient declines to participate in au}-'_

I 1:<:< will be no penalty or loss of benefit to the patient and he/she will not be
excluded from other aspects of the study.

A patient who is rescreened is not required to sign another ICF if the rescreening occurs
within 28 days from the previous ICF signature date.

Patients who decline to participate
in this optional research will indicate this in the ICF. If a patient withdraws consent to the use
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of donated biological samples, the samples will be disposed of/destroved. and the action
documented. If samples already have been analysed at the tume of the request, AstraZeneca
will not be obliged to destrov the results of this research.

Cc4 Data protection

Each patient will be assigned a unique identifier by the sponsor. Any patient records or data
sets transferred to the sponsor will contain only the 1dentifier; patient names or any
mformation which would make the patient 1dentifiable will not be transferred.

The patient must be informed that his/her personal study-related data will be used by the
sponsor i accordance with local data protection law. The level of disclosure must also be
explained to the patient.

The patient must be informed that his/her medical records may be examined by Clinical
Quality Assurance auditors or other anthorised personnel appointed by the sponsor, by
appropriate IRB/IEC members. and by inspectors from regulatory anthorities.

Cs Committees structure

A Trial Steering Committee (TSC) that includes Principal Investigators for this study and that
may include Principal Investigators from the other pivotal studies will provide:

¢ Advice on any aspect of the study design or conduct based on requests from the
sponsor

¢ Review relevant research (completed, ongoing, and pending) which may impact upon
the study, assure consistency across the entire capivasertib pivotal programme, and to
support the study team with interpretation of study outcomes

A Steening Committee Charter will define the primary responsibilities of the steering
committee, its members, and the purpose and timimng of meetings.

An Independent Data Monitoring Commuittee (IDMC) will be established in order to assess the
progress of the clinical study at regular intervals. This will include reviewing unblinded
safety and tolerability data.

The safety of all AstraZeneca clinical studies is closely monitored on an ongoing basis by
AstraZeneca representatives in consultation with Patient Safety. Issues identified will be

addressed; for instance, this could involve amendments to the clinical study protocol and

letters to investigators.
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Cé6 Dissemination of clinical study data

A description of this clinical trial will be available on http://astrazenecaclinicaltrials.com and
http://www clinicaltrials.gov as will the summary of the D3615C00001 study results when
they are available. The climcal trial and/or summary of D3613C00001 study results may also
be available on other websites according to the regulations of the countries in which the
D3615C00001 study is conducted.

Cc7 Data quality assurance

All patient data relating to the study will be recorded on an electronic case report form (eCRF)
unless transmitted to the sponsor or designee electronically (eg, laboratory data). The
mvestigator is responsible for verifying that data entries are accurate and correct by physically
or electronically signing the eCRF.

The investigator nust maintain accurate documentation (source data) that supports the
information entered in the eCRF.

The mvestigator must permit study-related monitoring, audits, IRB/IEC review, and
regulatory agency inspections and provide direct access to source data documents.

The sponsor or designee is responsible for the data management of this smdy including quality
checking of the data.

Study monitors will perform ongoing source data verification to confirm that data entered nto
the eCRF by authorised site personnel are accurate, complete, and verifiable from source
documents; that the safety and rights of patients are being protected; and that the study 1s
bemg conducted m accordance with the currently approved protocol and any other study
agreements, [CH GCP. and all applicable regulatory requirements.

Records and documents, including signed ICFs, pertaining to the conduct of this study mmst
be retained by the investigator in accordance to local regulations after study completion unless
local regulations or institutional policies require a longer retention period. No records may be
destroyed during the retention period without the written approval of the sponsor. No records
may be transferred to another location or party without written notification to the sponsor.

CS8 Source documents

Source documents provide evidence for the existence of the patient and substantiate the
mtegrity of the data collected. Source documents are filed at the investigator’s site.

Data reported on the eCRF that are transcribed from source documents must be consistent
with the source documents or the discrepancies must be explained. The investigator may need
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to request previous medical records or transfer records, depending on the study. Also, current
medical records must be available.

Cc9 Study and Site Closure

The sponsor designee reserves the right to close the study site or terminate the study at any
time for any reason at the sole discretion of the sponsor. The study may be stopped if. in the
Judgment of AstraZeneca, trial subjects are placed at undue nsk because of clinically
significant findings that:

*  Meet mdividual stopping criteria or are otherwise considered significant
*  Are assessed as causally related to study drug
¢ Are not considered to be consistent with continnation of the study

Regardless of the reason for termination, all data available for the subject at the time of
discontinuation of follow-up must be recorded in the CRF. All reasons for discontinuation of
freatment must be documented.

In terminating the study, the sponsor will ensure that adequate consideration is given to the
protection of the subjects” interests.

Study sites will be closed upon study completion. A study site 1s considered closed when all
required documents and study supplies have been collected and a study-site closure visit has
been performed.

The mvestigator may initiate study-site closure at any time, provided there 1s reasonable cause
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the sponsor or investigator may include but are
not limited to:

¢  Failure of the investigator to comply with the protocol, the requirements of the IRB/IEC
or local health authorities, the sponsor's procedures, or GCP guidelines

¢ Inadequate recruitment of participants by the investigator

s  Discontinuation of further study mtervention development

C10 Publication policy

The results of this study may be published or presented at scientific meetings. If this is
foreseen, the investigator agrees to submit all manuscripts or abstracts to the sponsor before
submission. This allows the sponsor to protect proprietary information and to provide
comments.
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The sponsor will comply with the requirements for publication of study results. In accordance
with standard editorial and ethical practice, the sponsor will generally support publication of
multicentre studies only mn their entirety and not as mdividual site data. In this case, a
coordmating mmvestigator will be designated by mutual agreement.

Authorship will be determined by mutual agreement and in line with International Committee
of Medical Journal Editors authorship requirements.
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Appendix D Guidance regarding potential interactions of capivasertib
with concomitant medications

NOTE: Patients are not eligible to enter the study if they have received any of the medications
specified in the Exclusion Criterion 22 or are unable to meet the cautions and restrictions
described below.

D1 Drugs that may influence capivasertib pharmacokinetics

Based on results from in vitro studies, capivasertib is a substrate of CYP3A4, although data
suggests that glucuronidation may be the major metabolic route. Co-administration of some
CYP3A4 inhibitors may increase exposure to capivasertib and hence potentially affect
toxicity, while CYP3A4 inducers may decrease the exposure to capivasertib and may
potentially affect efficacy.

The following Lists (Table 20) are not mtended to be exhaustive and a sumilar restriction will
apply to other agents that are known to modulate CYP3A4 activity. Appropnate medical
Judgment 1s required. Please contact AstraZeneca with any queries you have on this 1ssue.

Table 20 CYP3A4-interacting medication that must be avoided or used with
caution

Medication Recommendation Rationale
Clarithromycin Must be avoided 2 weeks prior to Potent CYP3A4 inhibitors.
Cobicistat capivasertib administration and for which may increase the
Ttraconazole 2 days following discontimation of capivaseriib exposure.
Ketoconazole capivasertib.
Nefazodone?
Posaconazole

Protease inhibitors (ritonavir,
saquinavir, indinavir, tfipranavir,
telaprevir, elvitegravir, lopinavir,
nelfinavir, boceprevir)
Telithromycin

Troleandomycin

Voriconazole
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Medication Recommendation Rationale
Carbamazepine® Must be avoided 2 weeks Potent CYP3A4 inducers, which
Enzalutamide (3 weeks for St John's Wort and may reduce the capivasertib
Phenobarbital 4 weeks for enzalutamide) prior to EXPOSITE.
Phenvioin capivasertib administration.
Rifabutin
Rifampicin
Mitotane
St John's wort
Aprepitant May be used with caution®. Moderate CYP3A4 inhibitors
Diltiazem which might increase the
Erythromycin capivasertib exposure.

Fluconazole
Verapamil

" Carbamazepine and nefazodone must be avoided prior to capivasertib administration and 1 week following
discontinuarion of capivasertib. Carbamazepine is a potent CYP3 A4 inducer and a CYP3 A4 substrate:
nefazodone is a potent CYP3A4 inducer.

Diugs are permitted but caution should be exercised and patients monitored closely for possible dig

interactions. Please refer to full prescribing information for all drugs prior to co-administration with

capivasertib.

D2 Drugs that may be influenced by capivasertib

There are currently no data confirming that there are any pharmacokinetic (PK) interactions
between capivasertib and CYP3A4. Likewise, there are no confirmed interactions with
MATEIL or OCT?2 substrates. The potential interactions detailed below (Table 21 and

Table 22) are considered on the basis of preclinical data and physiologically based
pharmacokinetic (PBPK) modelling. The following list 1s not intended to be exhaustive, and a
similar restriction will apply to other agents that are known to be sensitive to mhibition of
CYP3A4 metabolism and/or MATE]L or OCT2 transport and have a narrow therapeutic
window. Appropriate medical judgment 1s required. Please contact AstraZeneca with any

queries vou have on this 1ssue.
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Table 21 CYP3A4 substrates that must be avoided or used with caution
Medication Usage Rationale
Alfentanil Must be aveoided 1 week prior to CYP3A4 substrates, whose
Atorvastatin capivasertib administration and for exposure may be increased by

Carbamazepine®
Cerivastatin
Cyclosporin
Diergotamine
Ergotamine
Fentanyl
Lovastatin
Simvastatin
Sirolimus
Tacrolimmus

1 week following discontinuation of
capivasertib.

capivasertib.

Alprazolam
Domperidone
Erythromycin
Felodipine
Haloperidol
Tsradipine
Midazolam

Methylprednisolone

Nifedipine
Pimozide
Quinidine
Sertraline
Tamoxifen
Trazodone
Triazolam

May be nsed with caution®.

CYP3A4 substrates, whose
exposure may be increased by
capivasertib.

i Carbamazepine mmst be avoided prior to capivasertib administration and 1 week following discontinuation
of capivasertib. Carbamazepine is a potent CYP3A4 inducer and a CYP3 A4 subsirate.

Diugs are permitted but caution should be exercised and patients monitored closely for possible dg

interactions. Please refer to full prescribing information for all dmgs prior to co-administration with

capivasertib.
Table 22 MATE1 and/or OCT2 transporter substrates that should be used with
caution
Medication Recommendation Rationale
Dofetilide May be used with caution® MATE] and OCT2 substrate with a narrow

therapentic window whose exposure may be
increased by capivasertib
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Medication Recommendation Rationale
Metformin See Section 8.4.53 MATE] and OCT2 substrate whose exposure
may be increased by capivasertib
Procainamide May be used with caution® OCT?2 substrate with a narrow therapeutic
window whose exposure may be increased by
capivasertib

Dirugs are permitted but caution should be exercised and patients monitored closely for possible dmg
interactions. Please refer to full prescribing information for all drugs prior to co-administration with
capivasertib,

D3 Guidance for statins

Atorvastatin, cerivastatin, lovastatin, and simvastatin must be avoided due to the potential for
imcreased exposure through inhibition of CYP3A4 by capivasertib (Table 21).

Fluvastatin, pravastatin, and rosuvastatin are minimally influenced by CYP3A4 inhibitors,
conveying a relatively low potential for clinically significant dmg-dmg interactions via this
mechanism.

Capivasertib also has a potential to mhibit the organic-anion-transporting polvpeptide 1B1
(OATP-1B1) transporter, which 1s implicated m the distribution and clearance of many of the
statins. The predicted increase m the area under the plasma concentration-time curve (AUC)
15 1.3-fold for pravastatin and 1.5-fold for rosuvastatin. It 1s, therefore, recommended that
doses of pravastatin be capped to 40 mg once daily and rosuvastatin be capped to 10 mg once
daily when combined with capivasertib, including 1 week prior to capivasertib administration
and for 1 week followmg discontinuation of capivasertib.

In summary, rosuvastatin (up to 10 mg once daily), pravastatin (up to 40 mg once daily) and
fluvastatin are appropriate agents to be used in patients included in capivasertib studies who
require statin therapy.

D4 Additional resources
For additional mhibitors, inducers and substrates please refer to:
https://dmg-interactions. medicine m.edn/Clinical-Table aspx

https://www fda.gov/Drugs/Development Approval Process/DevelopmentResources/Druglntera
ctionsLabeling/ucm093664 . htm
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Appendix E  Adverse event definitions and additional safety information

E1l Definition of adverse events

An adverse event (AE) 1s the development of any untoward medical occurrence in a patient or
clinical study patient administered a medicinal product and which does not necessarily have a
causal relationship with this treatment. An AE can therefore be any unfavourable and
unintended sign (eg. an abnormal laboratory finding). symptom (for example nausea. chest
pam), or disease temporally associated with the use of a medicinal product, whether or not
considered related to the medicinal product.

The term AE is used to include both serious and non-serious AEs and can include a
deterioration of a pre-existing medical occurrence. An AE may occur at any time, including
run-in or washout periods, even if no Study treatment has been administered.

AFEs of special interest events will be identified and actively monitored during the study.

E2 Definitions of serious adverse event

A serious adverse event is an AE occurring during any study phase (ie, mn-in, treatment,
washout, follow-up), that fulfils one or more of the following criteria:

#  Results in death

* Is immediately life-threatening

¢  Requires in-patient hospitalisation or prolongation of existing hospitalisation
¢ Results in persistent or significant disability or incapacity

¢ Is a congenital abnormality or birth defect

# s an mmportant medical event that may jeopardise the patient or may requre medical
treatment to prevent one of the outcomes listed above

AEs for malignant tumours reported during a study should generally be assessed as Serious
AEs. If no other seriousness criteria apply, the ‘Tmportant Medical Event” criterion should be
used. In certain situations, however, medical judgement on an individual event basis should be
applied to clarify that the malignant tmmour event shounld be assessed and reported as a Non-
Serious AE. For example, if the mmour is included as medical history and progression occurs
during the study, but the progression does not change treatment and/or prognosis of the
malignant umour, the AE may not fulfil the attributes for being assessed as Serious, although
reporting of the progression of the malignant umour as an AE is valid and should occur. Also,
some types of malignant mmours, which do not spread remotely after a routine treatment that
does not require hospitalization, may be assessed as Non-Serious; examples include Stage 1
basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy.
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The above mstruction applies only when the malignant tumour event in question is a new
malignant tumour (1e, 1t 1s #of the tumour for which entry mto the study 1s a criterion and that
15 being treated by the mvestigational medicinal product under study and is not the
development of new or progression of existing metastasis to the tumour under study).
Malignant tumours that — as part of normal. if rare. progression — undergo transformation (eg,
Fachter's transformation of B cell chronic lvimphocytic leukaemia into diffuse large B cell
Iymphoma) should not be considered a new malignant tumour.

E3 Life-threatening

‘Life-threatening” means that the patient was at immediate risk of death from the AE as 1t
occurred or 1t 1s suspected that use or continued use of the product would result in the patient’s
death. ‘Life-threatening’ does not mean that had an AE occurred in a more severe form 1t
might have caused death (eg, hepatitis that resolved without hepatic failure).

E 4 Hospitalisation

Outpatient treatment in an emergency room is not in itself a serions AE (SAE), although the
reasons for it may be (eg, bronchospasm, larvngeal oedema). Hospital admissions and/or
surgical operations planned before or during a study are not considered AEs if the illness or
disease existed before the patient was enrolled in the study, provided that 1t did not deteriorate
m an unexpected way during the study.

ES Important medical event or medical treatment

Medical and scientific judgement should be exercised in deciding whether a case is serious in
situations where important medical events may not be immediately life-threatening or result in
death, hospitalisation, disability or incapacity but may jeopardise the patient or may require
medical treatment to prevent one or more outcomes listed n the defimition of serous. These
should usually be considered as serious.

Simply stopping the suspect drug does not mean that it is an important medical event; medical
Judgement must be used.

+  Angioedema not severe enough to require intubation but requiring intravenous
hydrocortisone treatment

*  Hepatotoxicity caused by paracetamol (acetamunophen) overdose requiring treatment with
N-acetylcysteine

+ [Intensive treatment in an emergency room or at home for allergic bronchospasm

¢ Blood dyscrasias (eg, neutropenia or anaemia requiring blood transfusion, etc.) or
convulsions that do not result in hospitalisation

* Development of drug dependency or drug abuse
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Eo6 Intensity rating scale

The grading scales found in the revised National Cancer Institute CTCAE latest version will
be utilised for all events with an assigned CTCAE grading. For those events without assigned
CTCAE grades, the recommendation in the CTCAE criteria that converts mild, moderate and
severe events into CTCAE grades should be used. A copy of the CTCAE can be downloaded
from the Cancer Therapy Evaluation Program website (http://ctep.cancer.gov). The applicable
version of CTCAE should be described clearly.

It is important to distinguish between serions and severe AEs. Severity 1s a measure of
mntensity whereas seriousness is defined by the criteria in Appendix E 2. An AFE of severe
mtensity need not necessarily be considered serions. For example, nansea that persists for
several hours may be considered severe nausea, but not a SAFE unless it meets the criteria
shown in Appendix E 2. On the other hand, a stroke that results in only a limited degree of
disability may be considered a mild stroke but would be a SAE when it satisfies the criteria
shown in Appendix E 2.

E7 A guide to interpreting the causality question

When making an assessment of causality consider the following factors when deciding if there
1s a ‘reasonable possibility” that an AE may have been caused by the dmg.

¢ Time Course. Exposure to suspect dmg. Has the patient actually received the suspect

drug? Did the AE occur i a reasonable temporal relationship to the administration of the
suspect drg?

+ (Consistency with known drug profile. Was the AE consistent with the previous
knowledge of the suspect dmg (pharmacology and toxicology) or dimgs of the same
pharmacological class? Or could the AE be anticipated from its pharmacological
properties?

*  De-challenge experience. Iid the AE resolve or improve on stoppimg or reducing the
dose of the suspect dmg?

* No alternative cause. The AE cannot be reasonably explained by another aetiology such
as the underlying disease, other drugs, other host or environmental factors.

¢ Re-challenge experience. Did the AE reocenr if the suspected dmg was reintroduced
after having been stopped? AstraZeneca would not normally recommend or support a
re-challenge.

e TLaboratory tests. A specific laboratory investigation (if performed) has confirmed the
relationship.

In difficult cases, other factors could be considerad such as:
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e Is this a recognised feature of overdose of the dmg?

o Is there a known mechamsm?

Causality of ‘related’ 1s made if following a review of the relevant data, there 1s evidence for a
‘reasonable possibility” of a causal relationship for the individual case. The expression
‘reasonable possibility” of a causal relationship 1s meant to convey, m general, that there are
facts (evidence) or arguments to suggest a causal relationship.

The causality assessment is performed based on the available data including enough
mformation to make an informed judgment. With limited or insufficient information in the
case, it is likely that the event(s) will be assessed as “not related’.

Causal relationship in cases where the disease under study has deteriorated due to lack of
effect should be classified as no reasonable possibility.

ES Medication error

For the purposes of this clinical smdy a medication error is an unintended failure or mistake in
the treatment process for an AstraZeneca study drg that either canses harm to the participant
or has the potential to cause harm to the participant.

A medication error 1s not lack of efficacy of the drug, but rather a human or process related
failure while the drug 1s in control of the study site staff or participant.

Medication error includes situations where an error:

¢  Oceurred
¢  Was identified and intercepted before the participant received the dmg

#  Did not occur, but circumstances were recogmsed that could have led to an error

Examples of events to be reported i clhinical studies as medication errors mclude:

*  Drug name confusion

*  Dispensing error eg, medication prepared mcorrectly, even if it was not actually given to
the participant

*  Drug not adoimstered as indicated, for example, wrong route or wrong site of
administration

*  Drug not taken as mdicated eg, tablet dissolved in water when 1t should be taken as a
solid tablet

+  Dmg not stored as instructed eg, kept in the fridge when it should be at room temperature
*  Wrong participant received the medication (excluding IVRS/IWES errors)
*  Wrong drug administered to participant (excluding IVRS/TWRS errors)
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Examples of events that do not require reporting as medication errors in clinical studies:

¢  Errors related to or resulting from IVRS/IWRS - including those which lead to one of the
above listed events that would otherwise have been a medication error

¢  Participant accidentally missed dmg dose(s) (eg, forgot to take medication)
*  Accidental overdose (will be captured as an overdose)
« Participant failed to return unused medication or empty packaging

¢  FEmors related to background and rescue medication, or standard of care medication in
open-label smdies, even if an AstraZeneca product

Medication errors are not regarded as AEs but AEs may occur as a consequence of the
medication error.
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Appendix ¥ Handling of human biological samples

F1 Chain of custody of biological samples

A full chamn of custody 15 maimntained for all samples throughout therr lifecvele.

The mvestigator at each centre keeps full traceability of collected biological samples from the
patients while in storage at the centre until shipment or disposal (where appropriate).

The sample receiver keeps full traceability of the samples while in storage and during use until
used or disposed of or until further shipment and keeps documentation of receipt of arrival.

AstraZeneca will keep oversight of the entire life cycle through internal procedures,
monitoring of study sites, auditing or process checks, and contractual requirements of external
laboratory providers.

Samples retained for further use will be stored in the AstraZeneca-assigned biobanks and will
be registered by the AstraZeneca Biobank Team during the entire life cycle.

If required, AstraZeneca will ensure that remaining biological samples are returned to the site
according to local regulations or at the end of the retention period, whichever is the sooner.

F2 Withdrawal of informed consent for donated biological samples

If a patient withdraws consent to the nse of donated biological samples, the samples will be
disposed of/destroyed, and the action documented. If samples are already analysed,
AstraZeneca is not obliged to destroy the results of this research.

As collection of the biological samples 1s an mtegral part of the study, then the patient 1s
withdrawn from further study participation.

The mvestigator:

¢  Ensures patients’ withdrawal of informed consent to the use of donated samples is
notified immediately to AstraZeneca

¢  Ensures that biological samples from that patient, if stored at the study site, are
immediately identified, disposed of /destroved. and the action documented

¢  Ensures the organisation(s) holding the samples is/are informed about the withdrawn
consent immediately and that samples are disposed of/destroyed, the action documented

and the signed document returned to the study site
+  Ensures that the patient and AstraZeneca are informed about the sample disposal

CONFIDENTIAL AND PROPRIETARY 153 of 184



Clinical Study Protocol - 4.0 AstraZeneca
Capivasertib (AZD35363) - D361 5C00001

AstraZeneca ensures the organisations holding the samples i1s/are informed about the
withdrawn consent immediately and that samples are disposed of/destroved and the action
documented and returned to the study site.

F3 International Airline Transportation Association (IATA) 6.2
guidance document

LABELLING AND SHIPMENT OF BIOHAZARD SAMPLES

International Airline Transportation Association (IATA) classifies biohazardouns agents into

3 categories

(http://www 1ata.org/whatwedo/cargo/dangerous goods/infectious substances htm). For
transport purposes the classification of infections substances according to risk groups was
removed from the Dangerous Goods Regulations in the 46th edition (2005). Infectious
substances are now classified either as Category A, Category B or Exempt. There 1s no direct
relationship between Risk Groups and Categories A and B.

The mvestigator ensures that samples are labelled and shipped in accordance with the
Laboratory Manual and the Biological Substance, Category B Regulations.

Category A Infectious Substances are infectious substances in a form that, when exposure to
it occurs, 1s capable of causing permanent disability, life-threatening or fatal disease in
otherwise healthy humans or animals. Category A pathogens are eg, Ebola, Lassa fever virus:

*  Are to be packed and shipped in accordance with TATA Instruction 602.

Category B Infectious Substances are infectious substances that do not meet the criteria for
mclusion in Category A. Category B pathogens are eg, Hepatitis A, B, C, D, and E viruses,
Human mmmunodeficiency virus types 1 and 2. They are assigned the following UN number
and proper shipping name:

¢ TN 3373 — Biclogical Substance, Category B
¢ Are to be packed in accordance with UN3373 and IATA 650

Exempt - all other materials with minmimal risk of containing pathogens

¢ Chnical trial samples will fall into Category B or exempt under TATA regulations

¢  Clinical trial samples will routinely be packed and transported at ambient temperature in
IATA 650 compliant packaging
(http://www iata.org/whatwedo/cargo/dangerous goods/infections substances htm)

* Biological samples transported in dry ice require additional dangerous goods specification
for the dry-ice content

s JATA compliant counier and packaging materials should be used for packing and
transportation and packing should be done by an IATA certified person, as applicable
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¢  Samples routinely transported by road or rail are subject to local regulations which
require that they are also packed and transported 1n a safe and appropriate way to contain
any risk of infection or contamination by using approved couriers and
packaging/containment materials at all times. The TATA 650 biological sample
contamment standards are encouraged wherever possible when road or rail transport 1s

used
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Appendix G Genetics

G1 Use/analysis of DNA

(Genetic vanation may umpact a patient’s response to therapy, susceptibility to, and severity
and progression of disease. Vanable response to therapy may be due to genetic determinants
that impact drug absorption, distribution. metabolism, and excretion; mechanism of action of
the drug; disease aetiology; and/or molecular subtype of the disease being treated. Therefore,
where local regulations and institutional review board (IRB)/independent ethics commuittee
(IEC) allow, a blood sample will be collected for DNA analysis from consenting patients.

AstraZeneca intends to collect and store DNA for genetic research to explore how genetic
variations may affect clinical parameters, risk and prognosis of diseases, and the response to
medications. Genetic research may lead to better understanding of diseases, better diagnosis
of diseases or other improvements in health care and to the discovery of new diagnostics,
freatments or medications.

In addition, collection of DNA samples from populations with well described clinical
characteristics may lead to mmprovements in the design and mnterpretation of clinical trials and,
possibly, to genetically guided treatment strategies.

Genetic research may consist of the analysis of the structure of the patient’s DNA (ie, the
entire genome).

The results of genetic analyses may be reported in the clinical study report (CSR) orin a
separate smdy summary.

The sponsor will store the DNA samples in a secure storage space with adequate measures to
protect confidentiality.

The samples will be retained while research on study treatment or study treatments of this
class or indication continues but no longer than 15 years or other period as per local
requirements.

G2 Genetic research plan and procedures
Selection of genetic research population
Study selection record

All patients will be asked to participate 1 this genetic research. Participation 1s voluntary and
if a patient declines to participate there will be no penalty or loss of benefit. The patient will
not be excluded from any aspect of the main study.
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Inclusion criteria

For inclusion in this genetic research, patients must fulfil all of the inclusion criteria described
i the main body of the Clinical Study Protocol (CSP) and provide informed consent for the
genetic sampling and analyses.

Exclusion criteria

Exclusion from this genetic research may be for any of the exclusion criteria specified in the
main study.

Withdrawal of consent for genetic research

Patients may withdraw from this genetic research at any time, independent of any decision
concerning participation in other aspects of the main smdy. Voluntary withdrawal will not
prejudice further treatment. Procedures for withdrawal are outlined in Section 7.3 of the main
CSP.

Collection of samples for genetic research

The blood sample for genetic research will be obtained from the patients at screening.
Although DNA is stable, early sample collection is preferred to avoid introducing bias through
excluding patients who may withdraw due to an adverse event (AE), such patients would be
important to include in any genetic analysis. If for any reason the sample is not drawn at
screening, it may be taken at any visit until the last study visit. Only one sample should be
collected per patient for genetics during the study. Samples will be collected, labelled, stored,
and shipped as detailed in the Laboratory Manual.

Coding and storage of DNA samples

The processes adopted for the coding and storage of samples for genetic analysis are
important to maintain patient confidentiality. Samples will be stored for a maximum of

15 years, from the date of last patient last visit, after which they will be destroyed. DNA is a
finite resource that 1s used up during analyses. Samples will be stored and used until no
further analyses are possible or the maximum storage time has been reached.

An additional second code will be assigned to the blood sample either before or at the time of
DNA extraction replacing the information on the sample tube. Thereafter, the sample will be
identifiable only by the second, unique number. This number is used to identify the sample
and corresponding data at the AstraZeneca genetics laboratories, or at the designated
orgamsation. No personal details identifving the individual will be available to any person
(AstraZeneca emplovee or designated organisations working with the DNA).
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The link between the patient enrolment/randomisation code and the second number will be
maintained and stored 1n a secure environment, with restricted access at AstraZeneca or
designated orgamsations. The link will be used to identify the relevant DNA samples for
analysis, facilitate correlation of genotypic results with clinical data. allow regulatory audit,
and permit tracing of samples for destruction m the case of withdrawal of consent.

Ethical and regulatory requirements

The principles for ethical and regulatory requirements for the study, including this genetics
research component, are outlined in Appendix G.

Informed consent

The genetic component of this stdy is optional and the patient may participate in other
components of the main study without participating in the genetic component. To participate
in the genetic component of the study the patient must sign and date both the consent form for
the main study and the genetic component of the study. Copies of both signed and dated
consent forms mmst be given to the patient and the original filed at the study centre. The
investigator(s) is responsible for ensuring that consent is given freely and that the patient
understands that they may freely withdrawal from the genetic aspect of the study at any time.

Patient data protection

AstraZeneca will not provide individual genotype results to patients, any insurance company,
any employer, therr family members, general physician unless required to do so by law.

Extra precautions are taken to preserve confidentiality and prevent genetic data being linked to
the identity of the patient. In exceptional circumstances, however, certain individuals might
see both the genetic data and the personal identifiers of a patient. For example, in the case of
a medical emergency, an AstraZeneca physician or an investigator might know a patient’s
identity and also have access to his or her genetic data. In addition, regulatory anthorities may
require access to the relevant files, though the patient’s medical mformation and the genetic
files would remain physically separate.

Data management

Any genotype data generated in this study will be stored at a secure system at AstraZeneca
and/or designated organisations to analyse the samples.

AstraZeneca and its designated orgamisations may share summary results (such as genetic

differences from groups of mdividuals with a disease) from this genetic research with other
researchers, such as hospitals, academic organisations or health insurance companies. This
can be done by placing the results i scientific databases, where they can be combined with
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the results of similar studies to learn even more about health and disease. The researchers can
only use this information for health-related research purposes. Researchers may see summary
results but they will not be able to see mdividual patient data or any personal 1dentifiers.

Some or all of the clinical datasets from the main study may be merged with the genetic data
m a suitable secure environment separate from the clhinical database.

Statistical methods and determination of sample size

The number of patients that will agree to participate i the genetic research 1s unknown. It is
therefore not possible to establish whether sufficient data will be collected to allow a formal
statistical evaluation or whether only descriptive statistics will be generated. A statistical
analysis plan may be prepared where appropriate.
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Appendix H Actions required in cases of increases in liver biochemistry
and evaluation of Hy’s law

H1 Introduction

This Appendix describes the process to be followed in order to 1dentify and appropriately
report Potential Hy's Law (PHL) cases and Hy's Law (HL) cases. It 1s not intended to be a
comprehensive guide to the management of elevated liver biochemistries. Specific gmidance
on managing liver abnormalities can be found in Section 8.3.8.

During the course of the study the investigator will remain vigilant for increases in liver
biochemistry. The investigator is responsible for determining whether a patient meets PHL
criteria at any point during the study.

All sources of laboratory data are appropriate for the determination of PHL and HL events;
this mcludes samples taken at scheduled study visits and other visits including central and all
local laboratory evaluations even if collected outside of the study visits; for example, PHL
criteria could be met by an elevated ALT from a central laboratory and/or elevated TBL from
a local laboratory.

The mvestigator will also review adverse event (AE) data (for example, for AEs that may
mdicate elevations in liver biochemistry) for possible PHL events.

The investigator participates, together with AstraZeneca clinical project representatives, in
review and assessment of cases meeting PHL criteria to agree whether HL criferia are met.
HL criteria are met if there is no alternative explanation for the elevations in liver
biochemistry other than dmg induced liver injury (DILI) caused by the investigational
medicinal product (IMP).

The mvestigator is responsible for recording data pertaining to PHL/HL cases and for
reporting serious AEs (SAEs) and AEs according to the outcome of the review and assessment
m line with standard safety reporting processes.

H2 Definitions
Potential Hy's Law

Aspartate aminotransferase (AST) or alanine anunotransferase (ALT) =3 x upper limit of
normal (ULN) together with total bilirubin (TBL) =2 = ULN at any point during the study
following the start of study medication irrespective of an increase in alkaline phosphatase
(ALP).
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Hy’s Law

AST or ALT =3 = ULN together with TBL =2 »x ULN, where no other reason, other than the
IMP, can be found to explain the combination of increases, eg, elevated ALP indicating
cholestasis, viral hepatitis, another drug.

For PHL and HL, the elevation in transaminases must precede or be coincident with (ie, on the
same day) the elevation in TBL, but there is no specified time frame within which the
elevations in transaminases and TBL must occur.

H3 Identification of potential Hy’s Law cases

In order to identify cases of PHL it is important to perform a comprehensive review of
laboratory data for any patient who meets any of the following identification criteria in
1solation or in combination:

o« ALT>3 = ULN
e AST=3xULN
 TBL=2xULN

The mvestigator will without delay review each new laboratory report and 1if the 1identification
criteria are met will:

+  Notify the AstraZeneca representative

¢ Determine whether the patient meets PHL criteria (see Appendix H 2 for definition) by
reviewing laboratory reports from all previous visits

*  Promptly enter the laboratory data into the laboratory eCRF

H4 Follow-up
H 4.1 Potential Hy’s Law criteria not met

If the patient does not meet PHL criteria the investigator will:

¢ Inform the AstraZeneca representative that the patient has not met PHL criteria.

¢  Perform follow-up on subsequent laboratory results according to the gnidance provided in
the clinical study protocol (CSP).

H4.2 Potential Hy’s Law criteria met

If the patient does meet PHL critenia the mvestigator will:

e Notify the AstraZeneca representative who will then inform the central Study Team
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¢  Within 1 day of PHL criteria being met, the investigator will report the case as an SAE of
PHL; serious critena ‘umportant medical event” and causality assessment “ves/related”
according to CSP process for SAE reporting

+  For patients that met PHL criteria prior to starting IMP, the investigator 1s not required to
submit a PHL. SAE unless there is a significant change in the patient’s condition®**

The study physician contacts the investigator to provide guidance, discuss and agree an
approach for the study patients’ follow-up (including any further laboratory testing) and the
continuous review of data.

¢ Subsequent to this contact the investigator will:
—  Monitor the patient until liver biochemistry parameters and appropriate clinical
symptoms and signs return to normal or baseline levels, or as long as medically
indicated, and complete follow-up SAE form as required

—  Investigate the aetiology of the event and perform diagnostic investigations as
discussed with the study physician

—  Complete the 3 liver eCRF modules as nformation becomes available

**% A ‘sigmficant’ change in the patient’s condition refers to a clinically relevant change in
any of the individual liver biochemistry parameters (ALT, AST or total bilirubin) in
isolation or in combination, or a clinically relevant change in associated symptoms. The
determination of whether there has been a sigmficant change will be at the discretion of
the Investigator, this may be in consultation with the study physician if there is any
uncertainty.

HS Review and assessment of potential Hy’s Law cases

The mstructions in this section should be followed for all cases where PHL criteria are met.

As soon as possible after the biochenustry abnormality was mitially detected, the study
physician contacts the mvestigator in order to review available data and agree on whether
there 1s an alternative explanation for meeting PHL criteria other than DILI caused by the
IMP, to ensure tumely analysis and reporting to health authorities within 15 calendar days
from date PHL criteria were met. The AstraZeneca Global Clinical Lead or equivalent and
Global Safety Physician will also be mmvolved m this review together with other patient matter
experts as appropriate.

According to the outcome of the review and assessment, the investigator will follow the
instructions below.
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Where there is an agreed alternative explanation for the ALT or AST and TBL elevations,
a determunation of whether the alternative explanation 1s an AE will be made and
subsequently whether the AE meets the criteria for a SAE:

s  [If the alternative explanation 1s not an AE, record the alternative explanation on the
appropriate eCRF

¢ [Ifthe alternative explanation is an AE/SAE: update the previonsly submitted PHL SAE
and AE CRFs accordingly with the new information (reassessing event term; causality
and seriousness criteria) following the AstraZeneca processes

If 1t 1s agreed that there 1s no explanation that would explain the ALT or AST and TBL
elevations other than the IMP:

+ Send updated SAE (report term ‘Hy's Law’) according to AstraZeneca standard
processes,

—  The *Medically Important” serious criterion should be used if no other serious criteria
apply

—  Asthere is no alternative explanation for the HL case, a cansality assessment of
‘related” should be assigned

If there 15 an unavoidable delay of over 15 calendar days in obtaining the mformation
necessary to assess whether or not the case meets the critenia for HL, then 1t 1s assumed that
there 1s no altemative explanation until such time as an mformed decision can be made:

*  Provide any further update to the previously submitted SAE of PHL (report term now
‘Hy’s Law case”) ensuring causality assessment is related to IMP and seriousness criteria
1s medically important, according to CSP process for SAE reporting

¢ Continue follow-up and review according to agreed plan. Once the necessary
supplementary mformation i1s obtained, repeat the review and assessment to determine
whether HL criteria are still met. Update the previously submitted PHL SAE report
followmg CSP process for SAE reporting, according to the outcome of the review
amending the reported term if an alternative explanation for the liver biochemistry
elevations is determined
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Appendix I  Patient-reported outcomes — questionnaires

I1 EORTC QLQ-C30

S

EORTC QLQ-C30 (version 3,

We am intcrested in some things about you and your health. Hﬂ.cmlllufﬂmq:m.vmtmdfhr
circling the oumber that best applics to you. Thae are 0o "nght” or "wrong” answers. The mformation that you
provide will remain strictly confidential

Pleasc fill in your indtials: L1111
Your birthdate (Day, Month, Year) I .
Today's date (T, Year): MLl bl
( - Notat A  Quite Very
Al Little aBit Much
L have streauons activities,
likee coeryi ¥ bag or a suitcaze? 1 2 3 E
2. Doyouhave l]m;wﬂl:"-' 1 2 3 4
3. Do you have aay outzide of the houze? 1 2 3 4
4. Duywmdm:uyleTc during the day? 1 2 3 4
5. Duwumdlulpﬁtmm
yourzelf or using the todlet? 1 2 3 4
During the past week: L Not at A Quite  Very
) All Little aBit MAluch
6. Were you limited in doing either your work o activi 1 2 k] 4
7. Were you limited in pursuing your hobbies or
leicure e activities? 1 2 3 4
8. Were you short of breath? W"‘E 3 4
9. Have you had pain? 1 2 3 4
10. Did you need to rest? -
11. Have you had trouble zleeping? 4
12. Hawve vou felt weak? 4
13. Have you lacked appetite? 4
14. Hawve vou felt nauseated? 1 2 i =
15, Have you vomsted? 1 2 3 =
16. Have you been constipated? 1 2 3 =
Fleaze g0 on to the next pase
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During the past week: Notat A Quite  Very
Al Little aBit Much
17. Have you had diarhea? 1 2 3 4
18. Weee you tirsd? 1 2 3 4
19. Did pain interfere with your daily activities? 1 2 3 4
L 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
“ mpf:; ;ﬂxw?&ﬂl J 1 p 3 4
7. Has vour phyzical condition or
interfered with yous zocial activities J 1 2 3 4
28. Has your physical condition or .. . -
caused you financial difficulties? / ] 1 2 3 4
For the following questions please cirtle num between 1 and 7 that
best applies to you

1 2 3 4 5 6 /
' -
Faechgnt

Very poor

3. How would you mate your overall guality of life dosing the past weel?
1 2 3 4 5 -] 7

Very poor Excellent

© Coprregh 1003 BORTC Qatery of Life Groug. Al reghi= neerved. Varzios 310

4
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12

EORTC QLQ-BR23

S

EORTC QLQ - BR23

AstraZeneca

Patients sometimes report that they have the followmg symptoms or problems. Please mdicate the extent to
which you have expenienced these symptoms or problems dunng the past week.

During the past week: Not at
All

31. Dhd vou have a dry mouth? 1

31. Did food and drink taste different than wsual?

33, Were vour eves punful imitated or watery?

34. Have vou lost any hawr?

35. Answer thiz question only if you had any hair loss:

Were vou upzet by the loss of vour hawr?

36. Did vou feel all or unwell?

37. Did you have hot flushas?

38. Did you have headache=?

39
i 2 3

40.
1 2 3
1 2 3
i 2 3
i 2 3
Not at A Quite

45,

All Litile a Bit

To wha you interested m sex? 1 2 3

To what were yvou sexually active?

{(with or without intercourse) 1 2 3

Answer this question only if vou have been sexually

achve: To what extent was sex enjoyable for you? 1 2 3
Please go on to the pext page
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During the past week: Not at A Quite Very
Al Little a Bit Much

47. Dhd you have any pain in your arm or shoulder? 1 2 3 4
48. Dhd vou have a swollen arm or hand?

49. Was it dafficult to raise your amm or to move
it sideways?

50. Have you had aoy pain in the area of your
affected breast?

51. Was the area of your affected breast swollen?

52, Was the area of your affected breast oversensitmve?

53. Have you had skin problem: on or in the arsa of
your affected breast (e.g., itehy, dry, flzky)?

€ Cogyright 1004 EORTC Qualiry of Life Group All rights reserved Version 1.0
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I3 PGIS

PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS)

Please choose the response below that best describes the severity of your overall cancer
symptoms over the past 7 days.

No Symptoms
Very Mild
Mild
Moderate

Severe

gooood

Very Severe
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14 PGIC

PATIENT GLOBAL IMPRESSION OF CHANGE (PGIC)

Dwerall, how would you rate the change in your hesith status since stating this siudy?

huch Batter
Moderataly Botter
A Litte Bettar
About the Same
A Litte Worse

Moderately Worse

OoooOoood

huch Waorse
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Is

PRO-CTCAE

NCI PRO-CTCAE™ ITEMS

Item Library Version 1.0
English
Form created on 27 November 2018

As individuals go through treatment for their cancer they sometimes experience
different symptoms and side effects. For each question, please check or mark an &
in the one box that best describes your experiences over the past 7 days...

1

In the last 7 days. what was the SEVERITY of your MOUTH OR THROAT SORES at their
WORST?

O None © Mild ) Moderate O Severs O Very severe

In the last 7 days. how much did MOUTH OR THROAT SORES INTERFERE with your usual or

daily activities?
O Not at all O A little bit O Somewhat ) Quite a bit © Very much

In the last 7 days. how OFTEN did you have LOOSE OR WATERY STOOLS
(DIARRHEA/DIARRHOEA)?

3y Never ) Rarely 0 Occasionally | © Frequently ) Almost con-
stantly

In the last 7 days, did you have any RASH?
O Yes o No

In the last 7 days, what was the SEVERITY of your ITCHY SKIN at its WORST?
O None O Mild O Moderate O Severs O Very severe

In the last 7 days, what was the SEVERITY of your NUMBNESS OR TINGLING IN YOUR
HANDS OR FEET at its WORST?

) None 2 Mild ) Moderate ) Severe O Very severe

In the last 7 days. how much did NUMBNESS OR TINGLING IN YOUR HANDS OR FEET
INTERFERE with your usual or daily activities?

) Not at all O A little bit 0 Somewhat ) Quite a bit 0 Very much

The PRO-CTCAE™ imems and information herein were developed by the NATIONAL CANCER INSTITUTE at the NATIONAL

INSTITUTES OF HEALTH, in Bethesda. Maryland, U.S5.A Use of the PRO-CTCAE™ is subject to NCI's Terms of Use
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16 EQ-5D-5L

Chon

Health Questionnaire

English version for the UK

LK (Emglich) © 2009 EurcGol Group EQ-50™ &2 3 trade mank of the BuroGol Group
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Under each heading, please tick the ONE box that best describes your health TODAY.

MOBILITY

| have no problems in walking about

| have shight problems in walking about

| have moderate problems in walking about
| have severe problems in walking about

| am unable to walk about

ooooo

SELF-CARE

| have no problems washing or dressing myself

| have shight problems washing or dressing myself

| have moderate problems washing or dressing myself
| have severe problems washing or dressing myself

| am unable to wash or dress myself

Coo0op0Do

USUAL ACTIVITIES (e.g. work, study, housework, family or
leisure activities)

| have no problems doing my usual activities

| have slight problems doing my usual activities

| have moderate problems doing my usual activities

| have severe problems doing my usual activities

| am unable to do my usual activities

PAIN / DISCOMFORT
| have no pain or discomfort

ooo0po0Do

| have slight pain or discomfort
| have moderate pain or discomfort

| have severe pain or discomfort

ooooDo

| have extreme pain or discomfort

ANXIETY / DEPRESSION
| am not anxious or depressed

| am slightly anxious or depressed
| am moderately anxious or depressed

| am severely anxious or depressed

ooo0o0DOo

| am extremely anxious or depressed

2

UK (English) © 2008 EuroQol Group EQ-5D™ iz a trade mark of the EuroGol Group
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The best health
you can imagine

» We would like to know how good or bad your health is TODAY. 100

¢ This scale is numbered from 0 fo 100.

= 100 means the best health you can imagine.

0 means the worst health you can imagine. a5

+ Mark an X on the scale to indicate how your health is TODAY. 80

» MNow, please write the number you marked on the scale in the box
below.

75
70
65
60

55

YOUR HEALTH TODAY =

45
40
35
30
25
20
15

10

|ltulltll|JllllLlJl|Illllilllljl]l]llll|IItl|lll]|Li]IJll:ll|IJLLll.lII|11]1]llll1tlllltllI|l“JJllll|

|||1|||r1|||r||||r1l|||rr||r||]!11|]|1|l|||!r||||||l11r]|1i1|||r1|i|||||11r]|1rr|r|||[::l|||||1]||rl|

The worst health
You can imaging

E
LiK {English) & 2009 EuroGol Group EQ-50™ iz 3 trade mark of the EuroGol Group
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17 PGI-TT

PATIENT GLOBAL IMPRESSION OF TREATMENT TOLERABILITY (PGI-TT)

In the last 7 days, how bothered were you by the side effects of your cancer treatment?
Not at all

A little bit

Somewhat

Quite a bit

O0000

Very much
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AppendixJ Abbreviations

The following abbreviations and special terms are used in this study Clinical Study Protocol.

Abbreviation or special
term

Explanation

ABC Advanced breast cancer

AE Adverse event

AFSI Adverse Event of Special Interest

AT Aromatase inhibitor

ALP Alkaline phosphatase

ALT Alanine aminotransferase

AST Aspartate aminotransferase

AUC Area under the plasma conceniration-time curve
AUC 12, Area under the plasma concentration-time curve from zero to 12 hours
BD Twice-daily

BICE Blinded Independent Central Review

BRCALZ Breast cancer gene 1/2

CBR Clinical benefit rate

CI Confidence interval

[ — Maximmum observed plasma (peak) conceniration
CMH Cochran-Mantel Haenszel

COVID-19 Novel coronavirus disease 2019

CSP Clinical smdy protocol

CSR Clinical smdy report

CT Computer tomography

CTCAE Common Terminology Criteria for Adverse Events
ctDNA Cirenlating mmour DNA

CYP Cytochrome P450

DCO Data cut-off

DMNA Deoxyribonueleic acid

DoR Duration of response

ECG Electrocardiogram

ECHO Echocardiography

ECOG Eastern Cooperative Oncology Group

eCRF Electronic case report form

EDC Electronic data caphure
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Abbreviation or special
term

Explanation

EORTC European Organisation for Research and Treatment of Cancer
EORTC QLQ-BR23 EORTC Quality of Life Questionnaire-breast cancer specific module
EORTC QLQ-C30 EORTC Quality of Life Questionnaire-Core 30 items
ePRO Electronic patient-reported outcomes

EQ-3D-5L European Quality of Life 5-Domain 5-Level Scale
ER Estrogen receptor

FAS Full Analysis Set

FFPE Formalin-fixed paraffin-embedded

FSH Follicle stimmlating hormone

GCP Good Clinical Practice

HbAle Glyeosylated haemoglobin

HER2 Human epidermal growth factor receptor 2

HIV Human mmmumodeficiency vims

HOSPAD Hospital Admission

HE Hazard ratio

HEA+ Hormone receptor positive

HRQoL Health-related quality of life

1A Interim analysis

ICF Informed consent form

ICH International Conference on Hanmonisation
IDMC Independent Data Monitoring Commities

IEC Independent Ethics Committes

THC Tmmunchistochemistry

IMP Investigational medicinal product

IFB Institutional Review Board

ITT Intent-to-treat

v Intravenous

VD In-vitro diagnostic

IVES Interactive Voice Response System

TWERS Interactive Web Response System

KM Kaplan-Meier

LHRH Luteinising-hormone releasing hormone

LTED Long-term estrogen deprivation

LMWH Low molecular weight heparin

LPFV Last patient first visit
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Abbreviation or special Explanation

term

LVEF Left ventricular ejection fraction

MRI Magnetic resonance imaging

MTD Maximmm tolerated dose

mTOR Mammalian target of rapamycin

MTP Multiple testing procedure

MUGA Multiple-gated acquisition

NCCN National Comprehensive Cancer Network

NCI Mational Cancer Institute

NGS Mext-Generation Sequencing

NL New lesion

NMPA Mational Medical Product Administration

NTL Mon-target lesion

ORR Objective response rate

0s Overall survival

PFS Progression-free survival

PFS2 Time from randomisation to second progression or death

PGIC Patient Global Impression—Change

PGIS Patient Global Impression—Severity

PGI-TT Patient Global Impression—Treatment Tolerability

PI3K Phosphatidylinositol-3-kinase

PK Pharmacokinetics

PR Partial response

PRO Patient-reported outcome

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

PTEN Phosphatase and tensin homolog

Qol. Quality of life

QT ECG interval measured from the onset of the QRS complex to the end of the
T wave

QTc Comrected QT interval

QTcF QT corrected by Fridericia®s formula

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

RNA Ribonucleic acid

SAE Serious adverse event
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Abbreviation or special Explanation

term

SAP Statistical analysis plan

SARS-CoV-2 Severe acute respiratory syndrom cornoavirus 2

SBGM Self-blood ghicose monitoring

SERD Selective estrogen receptor degrader

SoA Schedule of Activities

TFSC Time to first subsequent chemotherapy

TL Target lesion

- Time to reach peak or maximum observed concentration following drmg
adminisiration

TNBC Trnple-negative breast cancer

TSC Trial Steering Conumittee

ULN Upper limit of normal

Vs Versus

WHO World Health Organisation
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Appendix K Changes Related to Mitigation of Study Disruptions Due to
COVID-19 Outbreak - Temporary Measures

Note: Changes below should be temporarily implemented only during smdy disruptions due to
COVID-19 outbreak (eg, during quarantines and resulting site closures, regional travel
restrictions and considerations if site personnel or study patients become mfected with
COVID-19) 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 1f allowable by local/regional
guidelines and following agreement from the Sponsor.

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

¢  Upon discussion with the site monitor, the study site has confirmed the ability to enroll
and manage new subjects effectively and i compliance with the protocol

* Data will continue to be entered info the eCRF and queries resolved in a timely manner.
K1 Reconsent of Study Patients During Study Interruptions

During study inferruptions, 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 Section 1.1. 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.

K2 Rescreening of Study Patients to Reconfirm Study Eligibility

Additional rescreemng for screen failure due to study disruption can be performed n
previously screened patients. The mvestigator should confirm this with the designated
AstraZeneca study physician. In addition, durmg study disruption there may be a delay
between confirming eligibility of a patient and either enrolment into the study or commencing
of dosmg with study treatment. If this delay 1s outside the screening window specified
Section 1.1, the patient will need to be rescreened to reconfirm eligibility before commencing
study procedures. Thas will provide another opportunity to re-screen a patient in addition to
that detailed m Section 5.4. The procedures detailed in Section 1.1 must be undertaken to
confirm eligibility.
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K3 Home or Remote Visit to Replace On-site Visit (where applicable)

A qualified health care professional from the study site or third party vendor service may visit
the patient’s home/or other remote location as per local standard operating procedures, as
applicable. Supplies will be provided for a safe and efficient visit. The qualified health care
professional will be expected to collect information per the CSP.

K4 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 the COVID-19 outbreak, 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.

K5 At-home or Remote Location Study Treatment Administration
Instructions

If a site visit is not possible, at-home or remote location administration of study treatment may
be performed, where available on a case by case basis by a qualified health care professional,
provided this is acceptable within local regulation/guidance. Please contact your monitor.

The option of at-home or remote location study treatment administration ensures patients
safety in cases of a pandemic where patients may be at increased risk by traveling to the
site/clinic. This will also minimise interruption of study treatment administration during other
study disruptions, eg, site closures due to COVID-19.

K 5.1 At-home or Remote Location Study Treatment Administration by a
Qualified Health Care Professional or Third Party Vendor Service

A qualified health care professional from the study site or third party vendor service may
administer the study treatment at the patient's home or a remote location according to the CSP.
All necessary supplies and mstructions for administration and documentation of study
treatment administration will be provided. Additional information related to the visit can be
obtained via a telemedicine or home visit.

K6 At-home or Remote Delivery of Capivasertib/Placebo

Alternative secure delivery methods for oral diug supply (capivasertib/placebo) 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.
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K7 Data Capture During Telemedicine or Remote Visits

Data collected during telemedicine or remote visits will be captured in the source documents
by the qualified health care professional from the study site or third party vendor service, or
from the patient themselves.
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Appendix L. Guidance during the COVID-19 Outbreak
L1 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 smdy may require more frequent visits to the site for smdy
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 Appendix L 4). With these
measures 1n place, 1t 1s considered that the anticipated potential benefits for the participants
enrolled in this study outweigh the potential nisks. All implemented measures prioritise trial
participant safety and data validity; in case these two conflict with each other, trnial participant
safety should always prevail (see also EMA 2020).

Notably, participants with active COVID-19 infection confirmed by local laboratory testing
will not be eligible for study enrolment (see Section 5.2, Exclusion Criterion 12).

L2 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 capivasertib/placebo.

The nsk-benefit assessment should be carefully considered for each participant enrolling n
the study based on the known safety risks related to COVID-19, individual needs, and local
ouidelines and restrictions. [nvestigators must continue to use their best climcal judgment
determining the most optimal care for participants and utmost diligence m 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 mimimise any potential risks.

L3 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:
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¢  Upon discussion with the site monitor, the study site has confirmed the ability to enrol
and manage new participants effectively and i complhiance with the protocol.

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

Per CSP Exclusion Criterion 12 (see Section 5.2), participants with evidence of severe or
uncontrolled systemic diseases, 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 26 (see Section 5.2), patients who have circumstances that could limit
compliance with study requirements should also be excluded. Please consider this criterion
carefully considering evolving cirenmstances, 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 clanfication 1s needed
via the local momnitor or directly.

L4 Study Treatment Administration

If an AE or SAE 1s associated with COVID-19, the investigator should determine whether the
participants’ treatment with investigational product should continue, be mtermupted, or be
discontinued in accordance with the CSP.

Adverse events, 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.

L5 Vaccination against COVID-19

Protocol restrictions applyving to live attenuated vaccines are relevant for live attenuated
COVID-19 vaccines as well. Investigators should apply their discretion assessing the nisk
benefit of other types of COVID-19 vaccines for participants in clinical trals. Ideally,
admimistration of the vaccine should be done on a different day other than the day of study
drug admuimstration to differentiate any potential AEs seen from the vaccme and study drug.
The admimistration 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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L6 Capivasertib/Placebo: Product Specific Guidance In Relation To
The Ongoing And Emerging Novel Coronavirus (COVID-19)
Pandemic

For Ongoing Patients:

+ Patients must contmue 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 K for mutigation procedures)

¢ If it 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.

e |fa patient tests positive for the COVID-19 virus, interrupting capivasertib/placebo
treatment for 14 days or until symptoms resolve should be considered. Factors that
should be taken nto consideration might include:

o Severity of COVID-19 symptoms

o Stams of safety blood results, particularly haemoglobin, neutrophils, and
lymphocytes

o Benefit nisk for the individual patients including curative vs. palhative intent of
treatinent and response to capivasertib/placebo

¢ If patients present with new or worsening respiratory symptoms such as dyspnoea, cough
and fever, or an abnormal chest radiologic finding 1s observed, capivasertib/placebo
treatment should be interrmipted and prompt investigation initiated to determine whether
symptoms are due to COVID-19 or potentially drg-induced pneumonitis.

¢  The use of capivasertib/placebo with the concomitant use of some antibiotics and

anfivirals (eg, telithromycin, clarithromycin, protease imlibitors boosted with ritonavir or
cobicistat, ndinavir, saquinavir, nelfinavir, boceprevir and telaprevir) is not

recommended. Please review Appendix D for details.
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