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Superseded Version

Reason for Change

1.6

Added trial reference numbers.

Change of Sponsor representative.

Additional information added relating to the Investigational Medicinal
Product

Altered eligibility criteria regarding blood tests and biopsy review by
pathologist

Addition of urine pregnancy tests aft visits.

Addition of patient weight at each visit

Clarification of vaginal bleeding on study that would lead to
discontinuation of study medication

Amended visit window for screening visit

Amended exclusion criteria to enable participants not having an MRI to
confinue in the ftrial

1.7

“Telephone call on Monday after predicted OM date” visit has been
amended to “Telephone call to patient regarding histology results and
onset of menses”; there has also been further clarification of when
patient should start medication added and further activity to be
completed during this visit added.

1.8

-Page 1 - Breast Cancer Campaign logo has been changed to Breast
Cancer Now logo to reflect the merger of the two charities Breast
Cancer Campaign and Breakthrough Breast Cancer.

*Sponsor has been changed from “University of Manchester NHS
Foundation Trust” to “Manchester Univeristy NHS Foundation Trust”
*Page 4- Email addresses for Dr Anthony Maxwell, Dr Yit Lim and Faiza
Idries have been amended.

*Page 19 section 5.4.3 Drug supply and accountability - the last
sentence of the second paragraph will be changed from "“The
partficipant will be asked to bring all unused medication to the clinic at
each visit where it will be returned to pharmacy” to “The participant will
be asked to bring all unused medication to the clinic at each visit where
it will be checked for compliance and, at the end of treatment, returned
to pharmacy.”

*Page?2? section 6.2. Exclusion Criteria - Addition of the following
criteria:-Previous/current diagnosis of hepatitis -Diagnosis of Cirrhosis of
the liver

*Page 24 Screening visit (day - 7 £ 4 days EOM) - Addition of measuring
patient’s height at screening visit.

—-Deletion of measuring AST at screening visit as this is not a value that
would impact the participants’ eligibility to take the Ulipristal Acetate.
This has therefore been deleted from the screening visit section and
Appendix 5 (ALT will continue to be monitored).

*Page 25 VAB visit (day = 7 £ 4 days EOM to OM)

-Bullet point number 5 has been changed from “A 28 day supply of Smg
UA will be supplied to the participant who will be instructed

to begin taking them on the first Monday after their next menstrual period
begins” to “3x 28 day pack supply of 5mg UA will be supplied to the
partficipant who will be instructed to wait for a telephone call from the
study team before starting the medication. Participant will also be given
a study card with the medication supply”
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-Bullet point number 6 has been changed from “The patient will
undergo an ECG of the breast to produce a breast electrical
impedance measurement” to “The patient will undergo breast
electrical impedance measurement”

-Bullet point number 7 has been changed from “The patient will
undergo the VAB" to “The patient will undergo the VAB of one
breast”

*Page 26 Telephone call to patient regarding histology results and
onset of menses cont.

-Bullet point 4 has been changed from “If the participant has started
their period, and there is no evidence of cancer or DCIS on the breast
biopsy, they will be instructed to start study medication” to “If the
participant has started their period, and there is no evidence of cancer
or DCIS on the breast biopsy, they will be instructed when to start study
medication . This will be within 1 week of onset of menstruation (OM), in
line with the UA SPC.”

-Bullet point 5 has been changed from “If the participant has not started
their period then they will be instructed to commence study medication
(UA) at the onset of menstruation (OM) and to contact the research
team on the next working day (M-F) after that date. If the participant has
not phoned by a maximum of 5 days past her EOM then the research
team will contact her to ask if she has started her period. If so then she
will be asked the date of OM and the date she started study medication
and if not she will be advised again to start study medication with OM
and to contact the research tfeam again as above. In line with the UA
SPC treatment should be started within 1 week of OM.” to “If the
parficipant has not started their period then they will be instructed to
contact the research team at the OM or on the next working day (M-F)
and they will be advised when to commence study medication (UA). If
the parficipant has not phoned by a maximum of 5 days past her EOM
then the research team will contact her to ask if she has started her
period. If so then she will be asked the date of OM and will be advised
when to start UA. If the participant has still not started her period she will
be asked to contact the research team again as above. In line with the
UA SPC treatment should be started within 1 week of OM.”

*Page 26 Visit 1 Day 29 + 4 / - 7 days (week 5)- blood samples taken
for LFT of which bilirubin, ALT, ALP, LDH will be measured has been
added

- Deletion of bullet point 7 “receive a 28 day supply of 5mg UA and be
instructed to begin taking them as soon as their previous supply finishes”
*Page 27 Visit 2 Day 57 + 4 / - 7 days (week 9)- blood samples taken
for LFT of which bilirubin, ALT, ALP, LDH will be measured has been
added

-Deletion of bullet point 7 “receive a 28 day supply of 5Smg UA and will

be instructed to begin taking them as soon as their other previous
supply finishes”
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*Page 28 Visit 3 Day 78-85 (week 12) - bullet point 2 has been
changed to specify the LFTs that will be measured - bilirubin, ALT, ALP
and LDH

*Page 28 VAB 2 visit/ Prophylactic Mastectomy visit Day 78-85
-Bullet point number 3 has been changed from “The patient will
undergo an ECG of the breast to produce a breast electrical
impedance measurement” to “The patient will undergo breast
electrical impedance measurement”

*Page 28 VAB 2 visit/ Prophylactic Mastectomy visit Day 78-85 cont.
Bullet point number 5 has been changed from “undergo the VAB/
Prophylactic Mastectomy” to “undergo the VAB of the breast
that was not biopsied at baseline or Prophylactic Mastectomy’
*Page 28 Should a participant experience treatment emergent
clinical symptoms or signs of liver disease whilst participating in
the study they will be advised to contact the research team as
soon as possible for assessment which will include repeat LFTs.
Therefore, assessments of this nature could be conducted outside
of the scheduled study visits.

* Retrospective collection of weight and height

-Participants who have completed the study or did not have their
height recorded at their baseline appointment will be contacted by a
member of the team and asked for their height, this will then be
recorded in the participant’s notes.

-Where weight was not collected, the weight used to calculate the
dose of confrast at MRI will be used.

*Page 28 Visit 4 Day 113 * 4 days (week 17) - blood samples taken for
LFT of which bilirubin, ALT, ALP, LDH will be measured has been added
*Page 44 section 14 Finance - Breast Cancer Campaign address has
been changed to Breast Cancer Now address to reflect the merger of
the two charities Breast Cancer Campaign and Breakthrough Breast
Cancer.

*Page 60 Appendix 5:

-Addition of “Height recorded” to table

-Addition of the measuring LFTs at weeks 5, 2 and 17 has been added

- The LFTs measured have been amended from * LFT (for ALT, AST, ALP,
LDH )/" to " LFT (for bilirubin, ALT, ALP and LDH)".

-Deletion of measuring AST at screening visit

-Deletion of measuring AST at Visit 3 Day 78-85 (week 12)

-"ECG of the Breast” has been changed to "breast electrical
Impedance”

-Deletion of the week 5 and week 9 dispenses from table

-Deletion of the week 5 and week 9 ‘patient to start 28 day supply of
dispensed UA' checks from the table

-“Dispense ulipristal acetate 5mg daily x 28 days” changed to
“Dispense ulipristal acetate 5mg daily: 3 x 28 days packs”

-"Patient to start 28 day supply of dispensed UA” changed to “Patient
to start supply of dispensed UA”
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1.9

*Section added - 5.6.4 ALT If at any point when the ALT is measured it is
found to be more than three times the upper limit of normal, UA must be
permanently discontinued.

*Section 6.2 Exclusion criteria has been changed from “Pregnant or
planning for pregnancy in the next 6 months. Pregnancy must be
excluded with serum BhCG <5nmol during screening” to “Pregnant or
planning for pregnancy in the next 6 months. Pregnancy must be
excluded with serum BhCG".

*Section 7.1 Screening visit (day - 7 £ 4 days EOM) - Bullet point 9 has
been changed from "have their eligibility for MRI scans assessed
(contraindications to MRI, such as intracranial aneurysm clips, implanted
electrical devices and intra-ocular metallic foreign bodies will exclude
partficipants from undergoing an MRI but they can continue with all other
trial procedures” to “have their eligibility for MRI scans assessed
(contraindications to MRI, such as intracranial aneurysm clips, implanted
electrical devices and intra-ocular metallic foreign bodies will exclude
partficipants from undergoing an MRI but they can continue with all other
trial procedures. In addition, should a participant not fulfil the size/weight
requirements of the scanner or if the scanner breaks down resulting in a
partficipant not having an MRI scan they can continue with other trial
procedures).”

*Section 7.1 Visit details - MRI visit (day —= 7 * 4 days EOM to OM) -
changed from “If a participant is unable to tolerate the MRI scan, for
example due to claustrophobia, she may continue on study and
undergo all other ftrial procedures.” to “If a participant is unable to
tolerate the MRI scan, for example due to claustrophobia, she may
confinue on study and undergo all other trial procedures. In addition,
should a participant not fulfil the size/weight requirements of the scanner
or if the scanner breaks down resulting in a participant not having an MRI
scan they can continue with other trial procedures.”

*Visit 1 Day 29 + 4 / - 7 days (week 5) - the following has been added
“If ALT is more than three times the upper limit of normal, UA must be
permanently discontinued.”

*Visit 2 Day 57 + 4 / - 7 days (week 9) - the following has been added
“If ALT is more than three times the upper limit of normal, UA must be
permanently discontinued.”

*Visit 3 Day 78-85 (week 12) - the following has been added *“If ALT is
more than three times the upper limit of normal, UA must be permanently
discontfinued.” In addition *have their samples prepared and stored as
described in section xx" changed to “have their samples prepared and
stored as described in sections 8 and 9.”

* Appendix 5: Summary of trial procedures — changed from “*MRI to be
performed before VAB. Contraindications to MRI, such as intracranial
aneurysm clips, implanted electrical devices and infra-ocular metallic
foreign bodies, will exclude participants from undergoing an MRL.” to
“*MRI to be performed before VAB. Contraindications to MRI, such as
infracranial aneurysm clips, implanted electrical devices and intra-
ocular metallic foreign bodies, will exclude participants from undergoing
an MRI. In addition, should a participant not fulfil the size/weight
requirements of the scanner or if the scanner breaks down resulting in a
partficipant not having an MRI scan they can continue with other frial
procedures.”
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2.0

*Section 6.2 Exclusion criteria has been changed from “Pregnant or
planning for pregnancy in the next 6 months. Pregnancy must be
excluded with serum BhCG <5nmol during screening” to “Pregnant or
planning for pregnancy in the next 6 months. Pregnancy must be
excluded with serum BhCG". “nmol” has been removed as this is not
the unit used for this test at Wythenshawe hospital.

*Section 5.6.4 ALT -If at any point when the ALT is measured it is found to
be more than three times the upper limit of normal, UA must be
permanently discontinued.

*Section 7.1 Screening visit (day - 7 * 4 days EOM) - Bullet point 9 has
been changed from “have their eligibility for MRI scans assessed
(contraindications to MRI, such as intracranial aneurysm clips,
implanted electrical devices and intra-ocular metallic foreign bodies
will exclude participants from undergoing an MRI but they can
contfinue with all other trial procedures” to “have their eligibility for MRI
scans assessed (contraindications to MRI, such as intracranial aneurysm
clips, implanted electrical devices and intra-ocular metallic foreign
bodies will exclude participants from undergoing an MRI but they can
confinue with all other trial procedures. In addition, should a participant
not fulfil the size/weight requirements of the scanner or if the scanner
breaks down resulting in a participant not having an MRI scan they can
contfinue with other trial procedures).”

* Section 7.1 Visit details - MRI visit (day -7 * 4 days EOM to OM) -
changed from “If a participant is unable to tolerate the MRI scan, for
example due to claustrophobia, she may continue on study and
undergo all other trial procedures.” to “If a participant is unable to
tolerate the MRI scan, for example due to claustrophobia, she may
confinue on study and undergo all other trial procedures. In addition,
should a participant not fulfil the size/weight requirements of the
scanner or if the scanner breaks down resulting in a participant not
having an MRI scan they can continue with other trial procedures.” This
amendment takes intfo account scenarios where the Cl will allow for the
parficipants to proceed with participation in the study without an MRI
scan.

» Section 7.1 - Visit 1 Day 29 + 4 / - 7 days (week 5) - the following has
been added “If ALT is more than three times the upper limit of normal,
UA must be permanently discontinued.”
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*Section 7.1- Visit 2 Day 57 + 4 / - 7 days (week 9) - the following has
been added “If ALT is more than three times the upper limit of normal,
UA must be permanently discontinued.”

* Section 7.1- Visit 3 Day 78-85 (week 12) - the following has been
added “If ALT is more than three times the upper limit of normal, UA
must be permanently discontinued. Research samples will also be taken
for storage.” as well as “have their samples prepared and stored as
described in sections 8 and 9.”

* Appendix 5: Summary of trial procedures - changed from “*MRI to be
performed before VAB. Contraindications to MRI, such as infracranial
aneurysm clips, implanted electrical devices and intra-ocular metallic
foreign bodies, will exclude participants from undergoing an MRL.” to
“*MRI to be performed before VAB. Confraindications to MRI, such as
intracranial aneurysm clips, implanted electrical devices and intra-
ocular metallic foreign bodies, will exclude participants from
undergoing an MRI. In addition, should a participant not fulfil the
size/weight requirements of the scanner or if the scanner breaks down
resulting in a participant not having an MRI scan they can continue
with other trial procedures.”

3.0

*Page 2 - Sponsor details updated.

*Page 4 - Trial Management Staff - Sponsor representative has been
updated.

*Trial Summary- the following has been added "Once the participant
has had their visit 4 appointment they will be sent an invite to provide a
blood sample for the purpose of DNA analysis. Should they wish to
partficipate in this part of the study an appointment will be made for
them to attend the Nightingale Centre. At this appointment they will
meet with a study doctor to discuss the analysis which will be
undertaken. Following the discussion, if the participant is happy to
proceed, they will be asked to complete a consent form following
which they will give a blood sample.

When the results of the DNA analysis are available an appointment will
be made for the participant to attend the Nightingale Centre for
feedback with a study doctor.

The end of the frial will be when the last participant has received their
DNA analysis results — no further data will be collected after this point."

*Figure 2: Trial schema - DNA anaylsis consent and results
appointments have been added to schema.
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*Page 34- section added - DNA collection “Once participants have
had their last study appointment (visit 4) they will be sent a letter inviting
them to give a blood sample for DNA analysis. Participants will be
asked to return a reply slip to the study team (which will be enclosed
with the invite letter) within 4 weeks of the date on the letter. We will
accept areply slip if returned within 6 weeks of letter being sent. Should
the participant wish to provide a blood sample an appointment will be
made for them with a study doctor at the Nightingale Centre. As the
results of the analysis could potentially have implications for the
partficipant as well as their family members, the study doctor will explain
the process of analysis and possible consequences of results. If the
partficipant wishes to proceed, after the discussion, they will be asked to
complete a consent form for sample collection/DNA analysis. After the
consent process the participant will have their blood sample taken by a
research nurse. The participants are gifting their blood samples and
these blood samples will be stored at Saint Mary's hospital, Manchester.

If a participant would like to provide a blood sample without receiving
the results of their genetic analysis they will be given the option to
indicate this on the consent form. In addition, if a participant does not
want to provide a blood sample they do not have to do so and this
can be indicated on the reply slip.

Once the study team have the results of the DNA analysis an
appointment will be arranged for the participant with a study doctor to
receive the results. Following the feedback appointment, a letter
summarising the appointment will be sent to the participant. Should the
partficipant require it, a referral will be made to the genetics
department at Saint Mary’s hospital to discuss their results in more
detail. If any of the following genes are found referral to the genetics
department will be made: BRCAT, BRCA2, ATM, CHEK2, PALB2, BARD]1,
RADS1C, RADS1D, TP53."

*Section 9.5 Exploratory analyses- Gene expression, the following has
been added " "Germline moderate/high risk genes will be sequenced
and BC risk SNPs profiled using oncoarrays."

*Section12.3 What to record in the participant family history medical
records - “This is described in UHSM SOP4 Study conduct.” changed to
“ For each study visit, in the family history medical records, a detailed
entry as to what has taken place must be recorded. In addition, the
following must be filed in the notes:

- 1x copy of participant’s Informed Consent Form

- 1x copy of applicable Participant Information Sheet

- 1x copy of GP letter

- Copy of test results
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- Radiology Data collection sheets (baseline and week 12)”

*Section 13.3 Out of hours contact arrangements - “This will be set up
according to the relevant UHSM SOP: SOP 27 Out of Hours.” changed to
“When joining the study, the subject is given a Patient Information Sheet
(PIS) which contains contact details of the study team and Chief
Investigator during working hours.

Investigational Medicinal Product (IMP) packaging will include the
switchboard number for the hospital and the name of the Pl on the
label.

If a trial patient is admitted via A&E at Wythenshawe Hospital,
information regarding the trial will be found in the patient’s hospital
notes, including the PIS, which will state the Cl responsible for the study.

At each study visit the research nurse will stress to the participant should
they feel unwell outside of the hours 8am-4pm Monday to Friday they
should go to their GP or A&E. When the participant is feeling well
enough to do so they are asked to contact the research team to
inform them of the details of the event."

*Section 13.6 Notification of deaths - "Deaths that are assessed to be
caused by the IMP will be reported to the sponsor. This report will be
immediate." changed to "Deaths and all Serious Adverse Events (SAEs)
that are assessed to be caused by the IMP will be reported to the
sponsor. This report will be immediate."

*Section 13.8 Overdose - "*Overdoses be observed from pill counts,
diary cards, drug charts and patient comment." changed to
"eOverdoses will be identified from pill counts, diary cards, drug charts
and patient comment."

*Section 13.9 Treatment Stopping Rules - "The trial may be prematurely
discontinued by the Sponsor, Chief Investigator or Regulatory Authority
on the basis of new safety information or for other reasons given by the
Data Monitoring & Ethics Committee / Trial Steering Committee
regulatory authority or ethics committee concerned." changed to '"The
frial may be prematurely discontinued by the Sponsor, Chief
Investigator or Regulatory Authority on the basis of new safety
information or for other reasons given by the regulatory authority or
ethics committee concerned."

*Section 13.10 Development safety update reports - "The Cl or their
delegate will submit DSURs once a year throughout the clinical trial, or
on request to the Competent Authority (MHRA in the UK), Ethics
Committee and Sponsor." changed to "The ClI, along with sponsor
representatives, will submit DSURs once a year throughout the clinical
trial, or on request to the Competent Authority (MHRA in the UK), Ethics
Committee and Sponsor."

*Section 17 Confidentiality -"All data will be kept strictly confidential
according to Good Clinical Practice (GCP) Guidelines. All identifiable
data will be stored by the Manchester University NHS Foundation Trust in
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a secure fashion for 20 years in accordance with the ICH GCP. Source
data for the trial are the consent form, family and menstrual history,
breast cancer risk assessment, blood test results, radiology results and
toxicity assessments. Data derived from analysis of patients’ breast
tissue will be held in the CRUK Manchester Institute and The Stopford
Building at the University of Manchester associated with the participants
trial number only. No patient identifiable data will be stored at either of
these sites." changed to "All data will be kept strictly confidential
according to Good Clinical Practice (GCP) Guidelines. All identifiable
data will be stored by the Manchester University NHS Foundation Trust in
a secure fashion in accordance with the MFT SOP ‘Retention of Data,
Off-Site Archiving and Destroying Documents’. Source data for the trial
are the consent form, family and menstrual history, breast cancer risk
assessment, blood test results, radiology results and toxicity assessments.
Data derived from analysis of patients’ breast tissue will be held in the
CRUK Manchester Institute and The Stopford Building at the University of
Manchester associated with the participants trial number only. No
patient identifiable data will be stored at either of these sites."

* Appendix 5: Summary of trial procedures - DNA anaylsis consent and
results appointments have been added.

* All reference to UHSM has been changed to MFT to reflect trust
merger.

*The applicable trust SOPs have been amended throughout the
profocol.
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Abbreviations

AFM
Al
ALT
ALP

APTT

AST

ARFI
phcg
BC
BPE
BRCA 1/2
CE-MRI
CRF
DMEM
E
eGRF
EOM
FBC
FGV
GCP
Hb
HRT
IMP
LDH
LFT
MD
MDT

Atomic Force Microscopy
Aromatase Inhibitor
Alanine aminotransferase
Alkaline phosphatase

activated Partial Thromboplastin Time

Aspartate fransaminase
Acoustic Radiation Force Imaging

Beta Human chorionic gonadotropin
Breast Cancer

Background Parenchymal Enhancement
Breast Cancer Association genes 1/2
Contrast Enhanced MRI

Case Report Form

Dulbecco’s Modified Eagles Medium
Estrogen

estimated glomerular filtration rate
Estimated onset of menstruation

Full Blood Count

Fibroglandular Volume

Good Clinical Practice
Haemoglobin

Hormone Replacement Therapy
Investigational Medicinal Product
Lactate dehdrogenase

Liver Function Tests

Mammographic Density

Multi-Diciplinary Team
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MRI
OM

P

PoR
PRA/B
PT
RANK/L
SERM
TFT

TSH

T4

UA
U&E
(UAN
VAB

Protocol v3.0 13/07/2021 IRAS PROJECT ID: 172209
Milligrams

Magnetic Resonance Imaging

Onsent of menstruation

Progesterone

Progesterone Receptor

Progesterone Receptor A/B isoforms

Prothrombin fime

Receptor activator of Nuclear Factor Kappa B/ Ligand
Selective Estrogen Receptor Modulator

Thyroid function tests

Thyroid-stimulating hormone

Thyroxine

Ulipristal Acetate

Urea and Electrolytes

Ultrasound scan

Vacuum Assisted Biopsy
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1. Introduction
1.1. Rationale

1.4 milion women worldwide are diagnosed with invasive BC each year and over a third
die from their disease. Uptake and adherence to licensed chemo-preventative agents,
tamoxifen and raloxifene, is low due in part to their adverse toxicity profiles. There is an
urgent need for effective, well tolerated and safe breast cancer chemo-preventative
agents. Endogenous progesterone induces proliferation of the normal mammary
stem/progenitor cell population and exogenous progesterone is well known to increases
the risk of postmenopausal breast cancer. Taken together these data suggest antagonism
of PgR signaling may be a fruitful approach in the prevention of BC. Ulipristal acetate (UA)
is a well-tolerated anti-progestin already licensed for the treatment of benign uterine
fibroids. This project will, for the first time, determine the effects of the PgR antagonist UA on
the normal breast in women at increased risk of BC and correlate molecular with imaging
(MRI) effects.

2. Background
2.1. Preclinical models

In preclinical studies, progesterone is vital for both pubertal side branching and lobular
alveolar development of the mammary gland during pregnancy (Lydon et al., 1995; Brisken
et al., 1998; Mulac-Jericevic et al., 2003). Both in the infact mouse mammary gland and
normal human breast explants lobular alveolar development results from progesterone
induced expansion of the mammary stem cell (MaSC)/progenitor pool (Asselin-Labat 2010;
Joshi 2010; Gonzalez-Suarez 2010). Mechanistically, this expansion is mediated through
paracrine proliferative signals including RANKL and Wnt4q, secreted from progesterone
receptor (PgR) positive sensor cells and acting on PgR negative MaSC/progenitors
(Graham 2009, Joshi 2010, Gonzalez-Suarez 2010, Obr 2012). In multiple rodent models
deletion or inhibition of PR or the RANK/RANKL pathway results in significant reduction in
mammary carcinogenesis (Schramek 2010, Gonzalez-Suarez 2010, Lydon 1999, Poole 2006).

2.2. Progesterone and the human breast

In the normal human breast the two PgR isoforms (PRA and PRB) are co-expressed at
comparable levels. Relative loss of PRB is seen with the development of atypia or
malignancy and in women with germline mutations in BRCA1 or 2 (Mote 2002). Women with
such mutations have double the serum progesterone levels compared to age matched
wild-type controls (Widschwendter 2013). The combination of estrogen and progestin as
hormone replacement therapy (E+P HRT) significantly increases BC incidence and mortality
whereas estrogen alone (E-HRT) does not (Anderson 2004; Chlebowski 2003; Chlebowski
2010; Beral 2003). In premenopausal women breast epithelial cell proliferation is highest in
the progesterone dominant luteal phase of the menstrual cycle and can be reduced by
the antiprogestin mifepristone, although this drug has now been discontinued due its
hepatic toxicity (Engman 2008; Potten C 1988; Pike 1993; Navarrete 2005).
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2.3. Progesterone and radiologic breast density

Mammographic density (MD) is one of the strongest risk factors for BC, with women of
highest MD having a BC risk 4-6 fold higher than those with the least dense breasts (Assi
2011). Several studies have shown small increases in MD in the luteal vs follicular phase of
the menstrual cycle (Buist 2006; Ursin 2001; Hovhannisyan 2009, Morrow 2010). Randomised
data demonstrate a dose and serum progesterone level dependent increase in MD with
combined E+P HRT but not E-HRT (Couto 2012; Greendale 2003; Lee 2012; McTiernan 2005;
McTiernan 2009). Anti-estrogens (SERMs, Als and GnRH analogues) only reduce MD
significantly in premenopausal women (Cigler 2011; Cuzick 2004; Cuzick 2011, Pearman
2010) suggesting that an indirect effect of anti-estrogens, such as down regulation of
progesterone signalling, may be responsible for this effect.

Contrast enhanced magnetic resonance imaging (CE-MRI) may offer a more detailed
insight into breast biology. MRI measurements of fibroglandular volume (MRI-FGV) correlate
well with volumetric MD and BC risk (Wang 2013; King 2012) and may be more sensitive to
small changes. The enhancement of normal glandular breast tissue following contrast
injection (background parenchymal enhancement - BPE) also correlates with BC risk but is
independent of MD (King 2011). BPE is reduced by SERMS and Als in pre and
postmenopausal women (reviewed in Pike 2013). In addition, several studies have recently
demonstrated increased BPE in the luteal vs follicular phase of the menstrual cycle
(Amarosa 2013; Kagjihara 2013, Scaranelo 2013). These data suggest that BPE and MRI-FGV
assessment through CE-MRI may offer significantly more predictive capacity than MD in the
assessment of novel BC preventative agents.

Potential changes in tissue stiffness as measured by ultrasound elastography with acoustic
radiation force imaging (ARFI) will also be explored and the findings will be correlated with
the mammographic and MRI data. There is relatively little published on the stiffness of
normal breast tissue and the changes in stiffness in response to hormonal changes (Golatta
2013, Jud 2012, Rzymski 2011). Potentially ARFI could provide an easy and readily available
modality to measure the response of the breast to chemopreventive agents.

2.4. Progesterone and Mammary Stroma

Although perhaps counter-intuitive, dense vs non-dense areas of the breast have increased
expression of matrix metaloproteases (MMP) and proteoglycans but reduced TGF-p (Guo
2003; Alowami 2003; Yang 2010). This phenotype is replicated in PR-A fransgenic mice and
can be reversed with mifepristone freatment (Simian M 2009; Ewan KB 2002). Expression of
certain MMPs is higher in the luteal vs follicular phase in the normal breast and significant
variation in proteoglycans through the menstrual cycle has previously been demonstrated
(Ferguson 1997; Pardo 2014). In addition, the stromal.epithelial ratio in dense areas is 15:1
and the major component of the stromais collagen (Ghosh 2012; Li 2005). We have recently
demonstrated that fibrillar collagen abundance correlates highly significantly (R?=0.87) with
MD assessed using Volpara™ volumetric analysis (figure 1). Preclinical data demonstrate
that it is collagen organisation and not abundance that is important in rat carcinogenesis
(Maller 2013) and it is vital, therefore, that both assessment of radiological density and
stromal mechanical function at the cellular length scales are incorporated into this study.
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Figure 1. Mammographic density is positively correlated with organised fibrillar collagen content and with
local micro-mechanical stiffness. Non-cancerous breast tissues samples from regions of high mammographic
density were obtained post mastectomy from 30 women aged 55-67. A) Fibrillar collagen content as
guantified by polarised light microscopy of picrosirius red stained tissue sections was correlated with global
mammographic density as measured by Volpara scoring. B) Micro-mechanical stiffness (reduced modulus
as quantified by atomic force microscopy) was significantly lower in individuals with low (<5) compared with
high (>15) Volpara score (p<0.01, t test). These observations suggest that high mammographic density is
associated with increased stiffness at cellular length scales.

2.5. Antiprogestins

PgR antagonists can be divided into three subtypes based on their effects on PgR
phosphorylation and DNA binding. Type | PgR antagonists (eg Onapristone) induce minimal
PgR phosphorylation and do not induce DNA binding. In contrast type Il and Il PgR
antagonists induce both PgR phosphorylation and DNA binding. Type Il antagonists such
as lonaprisan are antagonists, even in the presence of cAMP, in contrast to type I
antagonists such as mifepristone and UA, which show some agonist activity under such
condifions. Onapristone and mifepristone have shown encouraging anti-BC activity in
contrast to lonaprisan which was ineffective. Mifepristone was also shown to reduce normall
breast proliferation, however, development as a BC treatment ceased due to hepatic
toxicity which was likely mediated by non-specific activation of the glucocorticoid receptor
(Engman 2008; Klijn 2000). In contrast UA 5mg (Esmya™), licensed for the treatment of
uterine fibroids, shows >10 fold less anti-glucocorticoid activity than mifepristone (Attardi
2002), no additional toxicity over placebo, significant reduction in toxicity compared with
a GnRH agonist (Donnez 2012a and b) and no carcinogenicity or significant hepatotoxicity
in rodent studies (Pohl 2013). Thus UA is an ideal candidate antiprogestin to test in this study.

3. Hypothesis and aims
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The hypothesis to be tested is that modulating progesterone receptor signalling by UA
reduces proliferatfion in luminal epithelial cells, alters the stromal composition, and reduces
radiological density in the normal breast tissue of women at increased risk of BC. The
outcome of this work will provide new data on predictive biomarkers, and potential
treatments to reduce BC incidence in those at increased risk.

The aims of the study are therefore:

e To determine the effects of the antiprogestin ulipristal acetate (UA) on the epithelial and
stromal compartments of the normal breast in women at increased risk of breast cancer
(BC) and to relate these effects to quantitative changes on multiparametric magnetic
resonance imaging (MRI) and ultrasound elastography.

e To define predictive imaging biomarkers for subsequent testing in randomised
prevention trials of antiprogestins.

4, Trial Summary

A summary of trial procedures is provided in Appendix 4.

30 premenopausal women at moderate to high risk of BC (NICE guidelines) will be recruited
from family history clinics in a similar manner to previous successful biopsy and dietary
intervention studies (Ong 2009; Evans 2010), using mailshot and clinic visit recruitment.
Subjects will be confirmed to be in an ovulatory menstrual cycle prior to performance of
baseline breast MRI scan and vacuum assisted biopsy (VAB) of the most dense region of
one breast. Ideally 10 cores of breast tissue will be taken. After the onset of the next
menstrual cycle subjects will start UA 5mg daily and be reviewed every 4 weeks in trial clinics
for blood tests and toxicity assessment. In the 12th week of therapy subjects will have a
repeat breast MRI scan followed by either VAB of the contralateral breast or prophylactic
mastectomy with harvest of breast tissue (from the predetermined contralateral isodense
region from baseline MRI). UA will then be discontinued and one further safety visit planned
for 4 weeks post completion (figure 2).

Once the participant has had their visit 4 appointment they will be sent an invite to provide
a saliva sample for the purpose of DNA analysis. Should they wish to participate in this part
of the study a telephone appointment will be made for them. At this appointment a study
doctor will discuss the analysis which will be undertaken. Following the discussion, if the
participant is happy to proceed, they will be sent a consent form to complete and return
to research team.

Once the consent form has been received by the study team, a helix tube for saliva
collection will be posted to the participant. The participant will be provided with a return
envelope to post the sample to the genetics team at St Mary’s Hospital, Manchester.



BC-APPS1 Protocol v3.0 13/07/2021 IRAS PROJECT ID: 172209 Page 23 of 68

When the results of the DNA analysis are available an appointment will be made for the
parficipant to be reviewed either as a telephone appointment or to attend the Nightingale
Centre for feedback with a study doctor.

Figure 2: Trial schema

1 Mailshot/clinic | | > MRI + VAB 7 MRI + VAB*

PIS provided Expected Onset of Menses (EOM) |
Consent and initial

screening ‘ Ulipristal Acetate 5mg daily ‘

vyvY A 4

11 I I
Day —i /- 4 0 1 29+4 /-7 57+4/-7 78 -85 N 113+/-4
1 t

6 Review appointments for AEs + blood tests (d85 only)

2 Screening blood
tests to confirm 5 Commence treatment with UA within one week of onset of

eligibility menstruation. Start date of UA = day 1 for study purposes

4 Phone call from research team with histology results for final confirmation of
eligibility, to assess AEs from MRI and VAB and arrange start date of UA
(before EOM to a maximum of 7 days after EOM)

juswpuioddejuasuoa sishjeue YNg
juawiuiodde syjnsal sishjeue yNQ

MRI Magnetic Resonance Imaging of the breasts; AE adverse event VAB
Vacuum Assisted Biopsy; *Unless mastectomy planned EOM Expected
Onset of Menses

The end of the trial will be when the last participant has received their DNA analysis results
— no further data will be collected after this point.
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5. Trial medication

5.1 Investigational Medicinal Product

Active treatment: Ulipristal acetate (Esmya) S5mg once a day.

Manufacturer. Gedeon Richter (UK) Ltd.

5.2 Legal status of the drug
This drug is licensed for use in the UK or other countries for the following indications:

» Ulipristal acetate is indicated for pre-operative treatment of moderate to severe
symptoms of uterine fibroids in adult women of reproductive age.

e Ulipristal acetate is indicated for intermittent freatment of moderate to severe
symptoms of uterine fibroids in adult women of reproductive age.

5.3 Reference safety information and known drug reactions

5.3.1 Reference safety information

The Summary of Product Characteristics (SmPC) is to be used for the reference safety
information. The version of this will be the version submitted as part of the MHRA Clinical
Trials Authorisation submission package.

Any updates to the SmPC will be reviewed by the Chief Investigator to determine if the
new version of the SmMPC should be used for the trial — if so a substantial amendment is
needed to gain approval from the MHRA for the use of the new SmPC.

The version of the SmPC to be used will be version 14/1/14 -5/6/15.

5.3.2 Known drug reactions and interaction with other therapies

See Appendix 1: inhibitors/inducers of CYP3A4 not to be taken with UA
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5.4 Drug storage, supply and labelling
5.4.1 Dosing Regimen

An oral dose of ulipristal acetate of 5 mg daily was chosen because this drug is only
available in oral form and this is an effective dose which induces anovulation in 70-80% of
women and a significant fall in serum progesterone. This makes it a suitable test dose for this
pilot study.

5.4.2 Drug storage

This trial uses commercially available ulipristal acetate 5mg 28 tablets, which is kept in
pharmacy within the clinical trials area at room temperature as per SmPC and standard
practice.

5.4.3 Drug supply and accountability

The study medication will be obtained from NHS supplies as per local standard practice
and labelled as per annex 13 and specific requirements supplied in the Clinical Trials
Application. This will be stored in the clinical trials area.

Pharmacy will dispense the trial medication upon receipt of a suitably signed trial specific
prescription and accountability logs will be completed. The original prescription and
completed accountability logs will be kept in the pharmacy trials folder. A copy of the
prescription will be handed out with the medication to a member of the research team to
be filed as appropriate. The participant will be asked to bring all unused medication to the
clinic at each visit where it will be checked for compliance and, at the end of freatment,
returned to pharmacy.

All unused/expired medication will be only destroyed on site as per local procedures after
authorisation by the sponsor.

There won't be post-trial access to IMP once the treatment period finalise.

5.4.4 Preparation and labelling of Investigational Medicinal Product
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Labelling of the trial IMP will be performed upon receiving the medication in the pharmacy
clinical trials area. This will be done as per local procedures, annex 13 and information
submitted and approved by MHRA in the CTA.

5.5 Subject Compliance.

e The study team will record if all the UA has been taken and the reasons why if any
tablets have been missed at the day 29, day 57 and day 78 visits. This will be recorded
in the CRF.

e Pharmacy will record the amount of medication returned to them.

5.6 Trial restrictions

5.6.1 Acceptable methods of contraception:

. Placement of a non-progestagen releasing intrauterine device

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

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

° True abstinence

5.6.2 Non-acceptable methods of contraception:

. progestagen-only pills
. progestagen-releasing intrauterine device
. combined oral contraceptive pills

5.6.3 Pregnancy/genital bleeding

Participants who become pregnant or, develop genital bleeding of unknown aetiology or for
reasons other than uterine fibroids on the study must discontinue ulipristal acetate immediately.
Note; partial or complete cessation of menstruation is an expected effect of UA therapy. Delayed
menstruation and intermittent vaginal bleeding/spotting are expected effects and do not require
cessation of therapy.



BC-APPS1 Protocol v3.0 13/07/2021 IRAS PROJECT ID: 172209 Page 27 of 68

5.6.4 ALT

If at any point when the ALT is measured it is found to be more than three times the upper
limit of normal, UA must be permanently discontinued.

5.7 Concomitant Medication

Certain medication will not be permitted —See Appendix 1: inhibitors/inducers of CYP3A4 not to be
taken with UA.

6. Participant recruitment and eligibility
Potential recruits will be identified using three approaches:

1. Mailshot of potentially eligible women from the Manchester Family History clinic
database.

2. Approach of women attending family history clinics

3. Identification and subsequent approach of women passing through the South
Manchester prophylactic mastectomy MDT

6.1. Inclusion Criteria

. Premenopausal females aged between 25 and 45 years

. Regular menses defined as date of onset of last menstrual period +/- 3 days of
expected

. Willing to use an acceptable method of contraception from screening to 2 weeks

after study drug discontinuation (see Restrictions section 5.3 below)

. Known BRCAT or BRCA2 mutation or moderate to high risk of developing BC defined
as >17% lifetime risk from age 20 or >3% risk between 40-50 years

. Ovulatory menstrual cycles defined as serum progesterone 215nmol in the luteal
phase of the menstrual cycle (2 weeks prior to expected onset of menses).
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. Willing and able to provide informed consent to undergo all trial procedures.

6.2. Exclusion criteria:

) Personal history of breast, uterine, cervical or ovarian cancer
. Breast feeding within the last 3 months
. Pregnant or planning for pregnancy in the next 6 months. Pregnancy must be

excluded with serum BhCG.

. Known hypersensitivity to radiological contrast media

o Known hypersensitivity to ulipristal acetate or any of its excipients (microcrystalline
cellulose, mannitol, croscarmellose sodium, talc, magnesium stearate)

° Current treatment with:

o Anti-estrogens (e.g. tamoxifen or raloxifene), GNRH analogue therapy (e.g. goserelin
or buserelin) or hormonal contraceptives including androgens such as cyproterone
acetate. Such freatments must have been stopped for at least 6 months and regular
menstrual cycles resumed.

o Oral corticosteroids at any dose, these must have been stopped for at least 1 month
with low likelihood that retreatment will be required

o Antiplatelet or anticoagulant therapy — must have been stopped for at least 7 days
and clotting be at satisfactory levels (see below)

o moderate or potent inhibitors of CYP3A4 (for list see appendix)

o potent inducers of CYP3A4 (for full list see appendix 1)

. APTT and PT above the upper limit of the normal institutional ranges. Hb <100g/l and
platelet count <150x107/I. bilirubin, ALT , ALP or LDH >1.5xULN.
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. Previous/current diagnosis of hepatitis
. Diagnosis of cirrhosis of the liver
. Co-morbidity that would put the patient at increased risk such as recognised

bleeding diathesis, moderate to severe hepatic impairment, moderate or severe
renal impairment (eGFR <60 ml/min/1.73m2), severe asthma not adequately
conftrolled with corticosteroids (note steroid usage precludes trial entry)

. Prior breast enhancement/augmentation surgery

. Genital bleeding of unknown aetiology or for reasons other than uterine fibroids

6.3 Withdrawal of Subjects

Participants have the right to withdraw from the study at any time for any reason. The
investigator also has the right to withdraw patients from the study drug in the event of inter-
current iliness, AEs, SAE's, SUSAR's, protocol violations, administrative reasons or other
reasons. Itis understood by all concerned that an excessive rate of withdrawals can render
the study un-interpretable; therefore, unnecessary withdrawal of patients should be
avoided. Should a patient decide to withdraw from the study, all efforts will be made to
report the reason for withdrawal as thoroughly as possible. Should a patient withdraw from
study drug only, efforts will be made to confinue to obtain follow-up data, with the
permission of the patient.

The reason for withdrawal will be recorded in the CRF.

If the participant is withdrawn due to an adverse event, the investigator will arrange for
follow-up visits or telephone calls until the adverse event has resolved or stabilised.



BC-APPS1 Protocol v3.0 13/07/2021 IRAS PROJECT ID: 172209 Page 30 of 68

7. Visit details and methodology

7.1 Visit details

Summarised in the visit schedule in appendix 5.
Screening visit (day - 7 £ 4 days EOM)

During this visit the participant will:

. be consented into the clinical trial

. have demographic and other relevant information documented including date of
birth, age at registration, date of onset of last period, average interval between
periods (days), estimated date of next period and current method of

contraception

. have their medical history documented including BRCA mutation status (BRCA wt,
BRCAT1 mut, BRCA2 mut) if known and lifetime risk of breast cancer (BC).

. have their weight and height recorded

. have any baseline symptoms recorded

. have their current concomitant medications recorded.

. have blood samples taken for serum progesterone, APTT/PT/FBC of which Hb and

platelets will be recorded in the CRF /U+E of which serum creatinine will be
reviewed to determine eGFR levels/LFT of which bilirubin, ALT, AST, ALP, LDH will be
recorded in the CRF/ Lipid profile of which total cholesterol will be recorded in the
CRF and TFT of which TSH and T4 will be recorded in the CRF . A Serum BhCG
pregnancy test will also be perfomed. Serum and plasma samples will also be
stored for investigational assays.

. have their samples prepared and stored as described in sections 8 and 9.

. have their eligibility for MRI scans assessed (contfraindications to MRI, such as
infracranial aneurysm clips, implanted electrical devices and intra-ocular metallic
foreign bodies will exclude participants from undergoing an MRI but they can
continue with all other trial procedures. In addition, should a participant not fulfil the
size/weight requirements of the scanner or if the scanner breaks down resulting in a
participant not having an MRI scan they can continue with other trial procedures).

. The importance of using contraception throughout the trial will be emphasised.

. Eligibility will be determined.
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MRI visit (day - 7 * 4 days EOM to OM)
During this visit:

. The participant will be asked if they are happy to continue in the trial
. The participant will undergo an MRI scan

If a participant is unable to tolerate the MRI scan, for example due to claustrophobia, she
may continue on study and undergo all other trial procedures. In addition, should a
participant not fulfil the size/weight requirements of the scanner or if the scanner breaks
down resulting in a participant not having an MRI scan they can continue with other trial
procedures.

VAB visit (day -7 £ 4 days EOM to OM)

During this visit:

J Eligibility must have been confirmed by the Pl or delegated individual prior to the
VAB and provision of the IMP to the participant.

. The participant will be asked if they are happy to continue in the trial

. Any changes to the participant’s concomitant medications will be documented

. Adverse events from the MRI visit or any other adverse events will be documented

. 3x 28 day pack supply of 5mg UA will be supplied to the participant who will be
instructed to wait for a telephone call from the study team before starting the
medication. Participant will also be given a study card with the medication supply

. The patient will undergo breast electrical impedance measurement
. The patient will undergo the VAB of one breast
. H&E pathological analysis of breast tissue to exclude invasive cancer and Ductal

carcinoma in situ (DCIS), If the results of the H&E pathological analysis are not
clear, one of the Study Doctors will contact the participant to discuss this with
them.

If invasive cancer or DCIS are identified the participant will be discussed at the MFT NHS
breast Multi-disciplinary Meeting within 1 week and managed according to standard NHS
practice thereafter. Such participants will not be eligible to continue on study.

Telephone call to patient regarding histology results and onset of menses

. The participant will be asked if they are happy to continue in the trial and the
importance of using confraception throughout the trial will be emphasised.

. Adverse events from the VAB visit or any other adverse events will be documented

. The participant will be asked if they have started their period
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If the participant has started their period, and there is no evidence of cancer or
DCIS on the breast biopsy, they will be instructed when to start study medication .
This will be within 1 week of onset of menstruation (OM), in line with the UA SPC.

If the participant has not started their period then they will be instructed to contact
the research team at the OM or on the next working day (M-F) and they will be
advised when to commence study medication (UA). If the participant has not
phoned by a maximum of 5 days past her EOM then the research team will contact
her to ask if she has started her period. If so then she will be asked the date of OM
and will be advised when to start UA. If the participant has still not started their
period she will be asked to contact the research team again as above. In line with
the UA SPC treatment should be started within 1 week of OM.

The day the study medication is started will be counted as day 1 for visit schedule
purposes

The first visit on tfreatment (visit 1) will be scheduled during this phone call to fall on
day 29 +4/-7 days

If the results of the H&E pathological analysis were not clear, one of the Study
Doctors will contact the patient to discuss this with them

Visit 1 Day 29 +4 / - 7 days (week 5)

During this visit the participant will:

be asked if they are happy to continue in the trial and the importance of using
contraception throughout the trial will be emphasised.

have changes in concomitant medications documented
have a urine pregnancy test performed

have blood samples taken for LFT of which bilirubin, ALT, ALP, LDH will be
measured. If ALT is more than three times the upper limit of normal, UA must be
permanently discontinued.

have their weight recorded

have any adverse events documented and be asked whether they have had any
vaginal bleeding.

have a drug accountability check performed

Visit 2 Day 57 +4 / - 7 days (week 9)

During this visit the participant will:

be asked if they are happy to continue in the trial and the importance of using
contraception throughout the trial will be emphasised.
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have any changes to concomitant medications documented
have a urine pregnancy test performed
have their weight recorded

have blood samples taken for LFT of which bilirubin, ALT, ALP and LDH will be
recorded. If ALT is more than three times the upper limit of normal, UA must be
permanently discontinued.

have any adverse events documented and be asked whether they have had any
vaginal bleeding.

have a drug accountability check performed

Visit 3 Day 78-85 (week 12)

During this visit the participants will:

be asked if they are happy to continue in the trial. and the importance of using
contraception throughout the trial will be emphasised.

have blood samples taken for serum progesterone, APTT/PT/FBC/U+E/LFTs of which
bilirubin, ALT, ALP and LDH will be recorded /LDH, lipid profile and TFT. If ALT is more
than three times the upper limit of normal, UA must be permanently discontinued
Research samples will also be taken for storage.

have their samples prepared and stored as described in sections 8 and 9
have any changes to their concomitant medications documented

have a urine pregnancy test performed

have their weight recorded

have any adverse events documented and be asked whether they have had any
vaginal bleeding.

have a drug accountability check performed

MRI 2 visit Day 78-85

During this visit the participant will :

be asked if they are happy to continue in the frial

undergo an MRI scan
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VAB 2 visit/ Prophylactic Mastectomy visit Day 78-85

During this visit the participant will:

. be asked if they are happy to continue in the trial

. have any changes to their concomitant medications documented

. the patient will undergo breast electrical impedance measurement

. have any adverse events documented including those from MRI 2 and be asked
whether they have had any vaginal bleeding.

. undergo the VAB of the breast that was not biopsied at baseline or Prophylactic
Mastectomy

Telephone call after VAB 2 visit Day 78-85
. The participant will be asked if they are happy to continue in the trial

. Adverse events from the VAB visit or any other adverse events will be documented

Visit 4 Day 113 * 4 days (week 17)

During this visit the participant will:

. be asked if they are happy to continue in the trial

. have adverse events from the VAB visit and any other adverse events documented
. have any changes in their concomitant medications documented

. have their weight recorded

. have blood samples taken for LFT of which bilirubin, ALT, ALP, LDH will be measured
. be asked if they have started their menstrual period

Should a participant experience treatment emergent clinical symptoms or signs of liver
disease whilst participating in the study they will be advised to contact the research team
as soon as possible for assessment which will include repeat LFTs of which bilirubin, ALT,
ALP and LDH will be recorded. Therefore, assessments of this nature could be conducted
outside of the scheduled study visits.

DNA collection

Once participants have had their last study appointment (visit 4) they will be sent a letter
inviting them to give a saliva sample for DNA analysis. Participants will be asked to return
areply slip to the study feam (which will be enclosed with the invite letter) within 4 weeks
of the date on the letter. We will accept a reply slip if returned within 6 weeks of letter
being sent. Should the participant wish to provide a saliva sample a telephone
appointment will be made for them with a study doctor. As the results of the analysis
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could potentially have implications for the partficipant as well as their family members, the
study doctor will explain the process of analysis and possible consequences of results. If
the participant wishes to proceed, after the discussion, they will be sent a consent form to
complete for sample collection/DNA analysis. Once the consent form has been return to
the study tfeam a helix sample collection form will be posted to them. The participants will
be asked to consent to gifting of their extracted DNA samples which will be stored at The
Manchester Centre for Genomic Medicine, MFT, Manchester. If consent to gifting and
storage is declined the samples will be destroyed.

If a participant would like to provide a saliva sample without receiving the results of their
genetic analysis they will be given the option to indicate this on the consent form. In
addition, if a participant does not want to provide a saliva sample they do not have to
do so and this can be indicated on the reply slip or by not replying to the letter.

Once the study team have the results of the DNA analysis an appointment will be
arranged for the participant with a study doctor to receive the results. Following the
feedback appointment, a letter summarising the appointment will be sent to the
partficipant. Should the participant require it, a referral will be made to the clinical
genetics department at MFT to discuss their results in more detail. If pathological variants
are identified in any of the following genes then a referral to the genetics department will
be made: BRCAT, BRCA2, ATM, CHEK2, PALB2, BARD1, RADS1C, RADS1D, TP53. No
information from the outcome of this clinical review will be required/obtained for study
purposes.

Retrospective collection of weight and height

Participants who have completed the study or did not have their height recorded at their
baseline appointment will be contacted by a member of the team and asked for their
height, this will then be recorded in the participant’s notes.

Where weight was not collected, the weight used to calculate the dose of contrast at
MRI will be used.

8 Methodology
8.1 Timing of study entry by luteal phase progesterone

Luteal progesterone levels will be checked 7 days prior to the expected onset of the next
menstrual cycle. The serum progesterone level must be 215nmol to confirm an ovulatory
menstrual cycle for further trial related procedures to take place. If the level is <15nmol
then one further measurement may be taken in the following menstrual cycle (again at
day 7 prior to expected onset of menses). If the progesterone level on the second
occasion is <15nmol then screening has failed and the woman will not be permitted to
enter the study.

8.2 Biopsy and sample processing protocol

8.2.1 Vacuum assisted biopsy (VAB)
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10G vacuum assisted biopsy (VAB) under local anaesthetic will be employed to obtain
sufficient tissue for all planned analyses. A single 5Smm skin incision will be made and a
planned total of 10 tissue cores taken under ultrasound guidance. The following procedure
will be adopted with each core and the samples transported to the Breast Biology
laboratory within 4 hours from harvest:

. Cores 1 and 2 will be snap frozen separately in liquid nitrogen for subsequent nucleic
acid extraction.

. Core 3 will be placed in a 10% formalin for subsequent paraffin embedding and IHC
analyses. A section will be taken for H&E staining for the pathological analysis of
breast tissue to exclude invasive cancer and DCIS by the MFT pathology department.

. Core 4 will be placed in a separate pot of 10% formalin for subsequent paraffin
embedding for stromal/collagen analyses

. Cores 5-10 (or up to 10 as can be retrieved) will be placed into DMEM medium at 49C
for subsequent clonogenic and FACS assays.

Published data indicate an average core weight of ~100mg (Berg 1997; Burbank 1997) and
our own data demonstrate mean cell counts of ~300,000 per 500mg of tissue, indicating
that with 5-7 cores there will be sufficient cells for clonogenic and FACS analysis (Clarke
2005; Eirew 2010).

8.2.2 Prophylactic mastectomy samples

For women planning to undergo prophylactic mastectomy, no second VAB biopsy is
required. However, these women will require take UA up to and including the day of their
operation. At mastectomy an orientation clip will be placed as per normal practice.
Following the mastectomy procedure the excised breast will be transported fresh to the
breast pathologist at MFT and the area best correlating to the most dense area on
mammography (broadly identified by breast quadrant) will be excised and divided into
liguid nitrogen, formalin and culture medium as described in 4.5.1 above. At least Tgm of
tissue will be harvested for analysis although there is no restriction on the amount of tissue
that can be returned to the Breast Biology Group laboratory in these cases.

8.3 Radiological Assessments

Baseline mammography will be analysed using Volpara™ and the breast density will be
correlated with the subsequent MRI-derived measurements. Serial MRI will be used to
correlate biological with radiological changes. The fibroglandular distribution for each
breast at baseline MRI will enable identification of areas of comparable density for biopsy
at each time point. The MRI examinations will be performed in the 7 days prior to the
expected onset of menses on a 1.5T Philips MRI scanner using a dedicated multichannel
breast coil. A dynamic contrast-enhanced protocol will be used with the recommended
body weight-adjusted dose (0.1mmol/kg) of infravenous gadolinium-containing contrast
medium delivered via a pump injector. The images will be viewed on a modality
workstation and/or PACS workstation. Further image analysis will be performed on a
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workstations running image analysis software. Image segmentation will be performed to
determine fibroglandular and overall breast volumes. Background parenchymal
enhancement will be measured both visually and using standardised regions of interest
(ROIs). In addition, Kirans, ve (extracellular/leakage space), vp (vascular volume),
fibroglandular apparent diffusion coefficient and fractional anisotropy, water/fat ratio and
T1 and T2 relaxation times will be measured.

Ultrasound elastography will also be performed immediately prior to the vacuum biopsies.
This will be with a Siemens S3000 ultrasound machine utilising acoustic radiation force
imaging (ARFI) with a 9Mz probe. Measurements of fibroglandular and fat tissue stiffness will
be performed in each of the four quadrants of both breasts, targeting the densest and least
dense area in each quadrant respectively. Changes in tissue stiffness between pre- and
post-treatment scans will be explored and correlated with the MRI data.

Another potentially useful measure of responsiveness of the breast to preventive therapy is
change in the electrical conductance of the breast. It depends on differences in electrical
impedance between fat and glandular/stromal tissue. It has not been widely investigated
but has the potential value of simplicity and repeatability and, depending on further
studies, has the potential to detect change early.

8.4 Endpoints

8.4.1 Primary endpoint

The change in the proliferation of normal breast epithelium with UA treatment, assessed as
the percentage of epithelial cells staining positively for nuclear Kié7 before and on
freatment.

8.4.2 Secondary endpoints

Secondary endpoints are the change in the relevant outcome with UA therapy across the
whole population of participants:

e Percentage of luminal, basal and mixed colonies by morphological analysis of adherent
feeder layer assay

e Percentage of luminal progenitor cells (EPCAM*/CD49f*) by FACS analysis

e Tissue stiffness assessed as the reduced indentation modulus by atomic force
microscopy

e Mean tissue section percentage fibrillar collagen assessed by picrosirius red staining and
polarised light microscopy

e Background parenchymal enhancement assessed by magnetic resonance imaging
(MRI)

e The side effect profile of UA in this patient population assessed by CTCAE v4.03
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e The relative change in Kié7 with UA freatment between those with and without known
mutation in BRCA1/2 genes

8.5 Exploratory endpoints

The changes in expression of individual genes and key pathways induced by UA therapy
The changes in key stem cell and PgR target proteins induced by UA therapy

The changes in fibroglandular volume and other MRI/US elastography biomarkers

The changes in fibroglandular and fat tissue stiffness assessed by ultrasound elastography
and acoustic radiation force imaging (ARFI)

The changes in breast impedance measured at baseline and 3 months.

9 Specific protocols for endpoint analyses
9.1 Kié7 analysis

Samples will be transported to the Breast Biology Group laboratories in 10% formalin. After
24+/-6 hours in formalin (and with the exact time documented) samples will be embedded
in paraffin in the pathology core facility at the CRUK Manchester Institute (CRUK-MI).
Samples will be embedded in optimal cutting temperature cryo-sectioning media and
snap frozen into a 2.5cm mould with liquid nitrogen cooled isopentane. Frozen sections
(5um) will be cut at -20°C, air dried, washed in distilled H2O and stored at 4°C prior to use.

Paraffin sections will undergo antigen retrieval at 115°C for 3 min (microwave processor) in
Tris-EDTA buffer (pH 9.0) followed by staining with anti-MIB1 antibody at 1:200 dilution for 1
hour incubation at 37 C. Following appropriate and uniform secondary antibody
application and signal amplification the slides will be manually scored with the operator
blinded to the sample time point (baseline or on treatment). For final analysis all samples
will be stained and analysed at the same fime to avoid between batch variability.
However, local optimisation of the techniques using some of the samples may occur prior
to this. The operator will count at least 1000 cells per sample where possible and score the
percentage with nuclear Kié7 staining.

9.2 Clonogenic assays

Clonogenicity will be assessed through adherent feeder layer and suspension
mammosphere assays in unsorted cells. For adherent clonogenic assays mammary cells
(2,000-5,000 cells) from individual patients will be plated with irradiated fibroblasts (a
generous gift from our collaborator J Stingl, Cambridge) and cultured in SF7 medium
containing 5% FBS + 20uM ROCK inhibitor at 5% oxygen conditions for 7-10 days. Colonies
will be fixed and typed (basal/luminal/mixed) by morphological analysis as previously
described (Clarke 2005, Eirew 2010). FACS analysis will be performed on freshly isolated
single cell suspensions (~200-300,000 cells) by first excluding lineage+ cells (CD45 -
haematopoietic, Terl19 —erythrocytes, CD31 — endothelial), and then identifying the
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proportion of basal cells (CD49f+/EPCAM-/I0), luminal progenitor cells (CD49f+/EPCAM+)
and differentiated luminal cells (CD49f-/EPCAM+) before and after therapy with UA.

9.3 Morphological analysis, tissue stiffness and collagen analyses

Samples will be transported to the Breast Biology Group laboratories in 10% formalin. After
24+/-6 hours in formalin (and with the exact time documented) samples will be embedded
in paraffin in the pathology core facility at the CRUK Manchester Institute (CRUK-MI).
Samples for morphological analysis will be transferred to the MFT pathology laboratories.
Samples for stromal/collagen analyses will be transported to the laboratory of Dr Michael
Sherratt in the Faculty of Life Sciences, The University of Manchester.

H&.E sections will be assessed by an accredited pathologist for evidence of invasive cancer
or DCIS. Any changes will be investigated further using additional samples and more
conclusive testing as per standard routine practice.

Tissue stiffness

Micro-indentation of peri-ductal breast tissue will be carried out using a Bioscope Catalyst
AFM (Bruker, Coventry, UK) mounted onto an Eclipse T1 inverted optical microscope (Nikon,
Kingston, UK) fitted with a spherically tipped cantilever (hominal radius and spring constant
of Tum and 3N m-! respectively: Windsor Scientific Ltd., Slough, UK,) running Nanoscope
Software v 8.15 (Bruker, Coventry, UK). The local reduced modulus will be determined for
each of 400 points in a 25x25um region, indented at a frequency of 1 Hz with lateral spacing
of 1.25 um. The extend curve will be used in conjunction with a contact point based model
to calculate the reduced modulus for each indentation. For each biological sample, three
25um?2 regions and hence 1200 force curves will be collected. A baseline correction will be
applied to each curve before a force fit is applied using trh Herzian (spherical) model and
a maximum force fit of 70%. Once all 400 force curves have been generated, a quality
conftrol will be applied whereby any force values falling more than two standard deviations
away from the mean value will be discarded in order to account for failed indents (Crick
2007; Graham 2010).

Collagen analysis

FFPE samples (see above) will be stained with picrosirius red (PSR) for a 1 hour incubation
with 0.1% sirius red F3BA in saturated aqueous picric acid at pH 2 followed by clearing in
0.1% acetic acid, dehydration and mounting in DPX (Graham 2011). When visualised under
cross-polarised light, the resultant collagen-associated birefringence will be assessed semi-
quantitatively against total tissue area.

9.4 Magnetic Resonance Imaging

Previous studies have demonstrated rapid reductions in background parenchymal
enhancement (BPE) with SERM therapy in premenopausal women and greater reduction
in BPE than FGV with transition from pre- to post-menopausal. We hypothesise that BPE will
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also reduce in women sensitive to the effects of the antiprogestin UA with three months of
treatment. The primary imaging analysis will, therefore, be the change in BPE associated
with UA therapy within individuals, scored according to the BI-RADS categories (minimal,
mild, moderate and marked).

9.5 Exploratory analyses
Gene expression

To determine gene expression using unbiased methods before and after tfreatment, fresh
frozen tissue from patients will be subject to RNA extraction and Poly(A) RNA-Sequencing
and analysed using appropriate BioConductor packages to identify pathways and key
nodes perturbed by UA. Validation of expression changes in selected individual genes will
be performed using gRT-PCR and IHC. Further fresh frozen tissue will be stored for future DNA
analysis. Germline moderate/high risk genes will be sequenced and BC risk SNPs profiled
using oncoarrays.

Immunohistochemistry and tissue microarray (TMA)

Cores will also be taken from the FFPE samples to construct a fissue microarray (TMA).
Staining of the TMA will be performed in accordance with validated protocols for known
regulators of PR action (ER, PRA/B ratio, RANKL and Wnt4) and stem cell function (ALDH1al
and 1a3, Notch-1 and Notch 4-ICD, Hesl and Hey2, Lefl, Axin2, Lgr4/5 and nuclear beta
catenin). These parameters will be analysed in both the epithelial and stromal cell
populations in tissue sections. Baseline and dynamic change in subnuclear localisation of
PR with UA will be examined as a biomarker of antiprogestin activity (Scarpin 2009). To
investigate the effects of UA on matrix composition expression of collagen, proteoglycans,
focal adhesion complex signals (eg paxilin and phospho-FAK) will be assessed.

Imaging

MRI has the advantage that, unlike mammography, it can be repeated early in the course
of freatment as it does not use ionising radiation. It is crucial that the biological correlates
of these imaging data are examined in detail in this and future prevention studies. We will
seek to develop an objective standardised method for assessment of BPE to be taken
forward to future large scale assessments of risk in the national high risk screening
programme. This will include correlation of visually assessed and ROI-based measures of
BPE with the other factors. We also propose to measure the apparent diffusion coefficient
(ADC) which reflects the freedom of movement of water molecules within the tissue and is
related to tissue cellularity and water content. There is a paucity of data on changes in
ADC in response to hormonal therapy, but ADC values are lower in post-menopausal
women (O'Flynn 2012) and one study has reported small changes during the menstrual
cycle (Partridge SC 2001). Diffusion tensor imaging will give ADC directional information
(fractional anisotropy).

Ultrasound elastography will also be performed immediately prior to the vacuum biopsies.
This will be with a Siemens S3000 ultrasound machine utilising acoustic radiation force
imaging (ARFl) with a 9Mz probe. Measurements of fibroglandular and fat tissue stiffness will
be performed in each of the four quadrants of both breasts, targeting the densest and least
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dense area in each quadrant respectively. Changes in tissue stiffness between pre- and
post-treatment scans will be explored and correlated with the MRI data.

Blood

Both serum and plasma samples will be taken and stored for subsequent analysis at
baseline and 12 week time points ie when bloods are already being taken, to prevent
additional venepunctures. The precise analyses to be performed are not know at this fime,
however, the storage of both serum and plasma will facilitate detailed hormonal and
proteomic analyses. 10ml serum samples will be prepared in standard tubes. Plasma
samples will be collected in EDTA tubes and spun at 2000rom for 10 minutes at room
temperature before storage at -80°C in the on-site Nightingale Centre -80°C freezer (MFT).

10 Statistical considerations

In a previous study using mifepristone and FNA of the normal breast (Engman 2008) a
significant reduction in Kié7 was seen with only 8 patients in the treatment group (5.76+1.42
vs 0.79+0.27 p=0.012). In contrast no difference was seen in 6 placebo treated women. A
30 subject study will thus provide sufficient subjects to explore variability in response both
by primary endpoint (Kié7) but also secondary clonogenic, stromal and radiological
endpoints. We will seek to recruit approximately half of the group with and half without
BRCA mutations given the potential differential sensitivity in luminal progenitors described
above.

Differences between baseline and on treatment Kié7 (AKié7) across the whole population
(primary endpoint analysis) will be assessed using the Wilcoxon signed rank test. Differences
in AKi67 between women with and without known BRCA mutations and other exploratory
analyses (such as development of amenorrhoea vs not and sample dichotomised by
median age and on treatment progesterone levels) will be assessed using the Mann-
Whitney U-test.

Secondary endpoint analyses will be conducted in a similar manner using the relative
expression levels of individual genes by QgRT-PCR (ACT value) or proteins by
immunohistochemistry using percentage cells staining positively before and after therapy
(for individual proteins this may be in the nucleus, cytoplasm, cell membrane or
combination of these as appropriate); semiquantative analysis of fibrillar collagen by
picrosirius red staining and the proportion of luminal progenitors in clonogenic and FACS
analyses (CD49f+/EPCAM+). The categorical Bi-RADs values for MRI scans will be analysed
using appropriate non-parametric tests.

As one of the primary aims of the study is to identify imaging biomarkers of anti-progestin
activity we will classify MRI changes according to reduction in background parenchymal
enhancement (BPE) with UA treatment. Serial MRI studies demonstrate moderate to
marked reduction in BPE in 50% of women transiting menopause and a similar proportion
with increased BPE in the luteal vs follicular phase of the menstrual cycle. As BPE is
associated with BC risk we hypothesise that any reductions in BPE with UA will correlate with
reduced BC risk. We will correlate UA induced changes in BPE (and also FGV and ADC) with
changes in clonogenicity and proportion of cells in each compartment (basal, luminal
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progenitor and luminal). Similarly, any changes in stromal composition, organisation or
stiffness assessed by AFM will be correlated with changes in MRI parameters.

11 Trial Risk Category, Potential benefits and risks for participating patients.

This trial is categorised (based on MRC/DH/MHRA joint project 10th October: Risk-adapted
Approaches to the Management of Clinical Trials of Investigational Medicinal Products) as:

* Type B = Somewhat higher than the risk of standard medical care

Justification: Ulipristal acetate (UA) 5mg is an established licensed drug in the UK for use in
the treatment of uterine fibroids. UA will be used in a new indication in this trial for breast
cancer prevention and has therefore been categorised as type B.

11.1 Beneéefits:

It is unlikely that any physical benefits will result from participation in this frial. Even if the
hypothesis that antiprogestin therapy may reduce BC risk is correct, any risk reduction with
only 3 months of therapy is likely to be negligible.

11.2 Risks:

The gadolinium confrast agent given during the MRI scans can cause mild nausea and
rarely headache and/or vomiting. Allergic reactions are rare (~1in 10,000) and generally
respond well to standard treatment. All contrast agent injections will be supervised by a
medical practitioner.

By participating in this study women will have at least one and some will have 2 vacuum
assisted biopsies of the breast(s). The risks associated with VABs including pain, bruising,
haematoma, bleeding, infection and scarring of the breast are detailed in the patient
information sheet. To mitigate against these risks only experienced radiologists will perform
study VABs (AM and YL). Additional physical harms come from the blood tests that would
otherwise not be performed.

Should pregnancy occur in any of the trial participants, the risk to the foetus is unknown.
However UA is known to induce anovulation and therefore pregnancy is less likely than
without the use of the drug.

Risks mitigations:

The MRI unit performing the scans have medical cover and medication available on site
should a contrast reaction occur. Participants who have an eGFR <60 ml/min/1.73m2 will
be excluded. A serum pregnancy test will be carried out at screening. Urine pregnancy
tests will then be carried out at each 4 week visit through the trial and the importance of
using contraception will be emphasised at multiple points throughout the trial. To prevent
recruitment of women with breast cancer a sample of the baseline VAB biopsy will be
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examined by an accredited breast pathologist before trial eligibility is confirmed.

12 Forms and procedures for collecting data
12.1 Case report forms

Data will be abstracted from the family history medical records onto case report forms
and entered info a tfrial specific database. Access to the ongoing trial data will be
restricted to the trial feam and R&D.

Data will be tfranscribed into an Excel spreadsheet and data verification will be performed
including a quality control check of 10% of the data added into the statistical and
analytical software prior to analysis as described in appendix 2.

Access to the final dataset will be restricted to the trial team and R&D. Source data for
the trial will be: defined in the source data log. Source data verification will be performed
as part of the monitoring for the trial and will be described in the monitoring plan.

All patients require the CRF to be completed within 1 month of entry into the study.
Research staff must ensure that all source data and trial related documentation are
accurate, complete, maintained and accessible for monitoring and audit purposes.

Original consent forms must be dated and signed by both patient and investigator and
will be kept together in a central log together with a copy of the specific patient
information sheet(s) given at the time of consent

Copies of CRFs will be retained for 15 years to comply with international regulations

12.2 Data flow

Records of numbers of patients approached, assessed for eligibility, registered and lost to
follow-up will be recorded as per CONSORT guidelines.

CRFs will be developed with the ClI, tfrial management team, statistician and data manager
to ensure that the data management system supports both the research aims of the study
and regulatory requirements. Any CRF input amendments must be signed and dated by
study staff. The data management system will be fully validated, including the provision of
test data and supporting documentation. The system will be backed-up offsite every 24
hours.

Each participant will be assigned a trial identity code number, allocated for use on CRFs,
other trial documents and the electronic database. The documents and database will use
centre initials date of birth (dd/mm/yy) and patient number.
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CRFs will be treated as confidential documents and held securely in accordance with
regulations. The investigator will make a separate confidential record of the participant’s
name, date of birth, local hospital number or NHS number, and Participant Trial Number
(the Trial Recruitment Log), to permit identification of all participants enrolled in the trial in
accordance with regulatory requirements and for follow-up as required.

Completion of CRFs shall be restricted to those personnel approved by the Chief or local
Principal Investigator and recorded on the ‘Trial Delegation Log’.

All paper forms shall be filled in using black ballpoint pen. Errors shall be crossed out (but
not obliterated by using correction fluid) and the correction inserted, initialled and dated.
Corrections should be made legibly and initialled and dated by approved personnel. The
reasons for significant changes must be provided.

If any data are not available, omissions should be indicated on the case report forms. The
NHS Code of Confidentiality will be followed for this study.

Sensitive data stored on NHS or University computers will be encrypted to applicable NHS
standards (AES256). The results of the study may be published in the medical literature but
patient identity will not be revealed.

The trial data and documentation will be archived as per the trust Archiving SOP.

12.3 What to record in the participant family history medical records

For each study visit, in the family history medical records, a detailed entry as to what has
taken place must be recorded. In addition, the following must be filed in the notes:

1x copy of participant’s Informed Consent Form

1x copy of applicable Participant Information Sheet

1x copy of GP letter

Copy of test results

Radiology Data collection sheets (baseline and week 12)

13 Safety reporting and pharmacovigilance

The Principal Investigator is responsible for ensuring that all site staff involved in this trial are
familiar with the content of this section and MFT SOP on Pharmacovigilance for Trust-
Sponsored Clinical Trials of Investigational Medicinal Products (CTIMPs).

The following definitions are in accordance with the Medicines for Human Use (Clinical
Trials) Regulations 2004 (SI2004/1031)(as amended) and EU Directive 2001/20/EC.
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TERM

DEFINITION

Adverse Event

(AE)

Any untoward medical occurrence in a subject to whom
a medicinal product has been administered, including
occurrences which are not necessarily caused by or related
to that product.

Adverse Reaction
(AR)

Any untoward and unintended response in a subject to
an investigational medicinal product which is related to
any dose administered to that subject

Any adverse event or adverse reaction that:

- Results in death

- Is life-threatening*

- Requires hospitalisation** or prolongation of
existing hospitalisation

- Results in persistent or significant disability or
incapacity

- Consists of a congenital anomaly or birth defect.

Important medical events*** may also be considered
serious if they jeopardise the subject or require an
intervention to prevent one of the above consequences.

The term life-threatening in the definition of serious refers to
an event in which the patient was at risk of death at the time
of the event; it does not refer to an event which
hypothetically might have caused death if it were more
severe.

Serious adverse
event (SAE),
serious  adverse
reaction (SAR) or
unexpected
serious  adverse
reaction
Suspected
unexpected
serious  adverse

reaction (SUSAR)

A serious adverse reaction, the nature and severity of which
is not consistent with the information about the
medicinal product in question set out:

- Inthe case or a product with a marketing authorisation,
in the summary of product characteristics for that
product.

- In the case of any other investigational medicinal
product, in the investigator’s brochure relating to the trial
in question.

Reference safety
information

The information used for assessing whether an adverse
reaction is expected. This is contained in either the
investigator’s brochure or the summary of product
characteristics.
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*Note: The term ‘life-threatening’ in the definition of serious refers to an event in which the
trial participant was at risk of death at the time of the event or it is suspected that use or
confinued use of the product would result in the subjects death; it does not refer to an
event which hypothetically might have caused death if it were more severe.

** Note: Hospitalisation is defined as an inpatient admission, regardless of the length of stay,
even if the hospitalisation is a precautionary measure for continued observation. Pre-
planned hospitalisation e.g. for pre-existing conditions which have not worsened, or
elective procedures, does not constitute an SAE.

*** Note: other events that may not result in death, are not life-threatening, or do not require
hospitalisation, may be considered as an SAE when, based upon appropriate medical
judgement, the event may jeopardise the participant and may require medical or surgical
intervention to prevent one of the outcomes listed above.

Definition of Adverse Events for the trial

In all cases AEs and / or laboratory abnormalities that are critical to the safety evaluation
of the participant must be reported to the Sponsor; these may be volunteered by the
parficipant, discovered by the investigator questioning or detected through physical
examination, laboratory test or other investigation.

All SAEs/SARs/SUSARS must be reported to the Sponsor

Expected Serious Adverse Events for the trial

Any expected SAEs for the disease and trial drug / intervention?

Adverse events that do not require reporting

Normal menstrual bleeding, including vaginal spotting, will not be classed as an adverse
event and therefore does not need reporting. It will be recorded in the participants’ family
history notes as part of the study visit information.

Causality Assessments
The process for causality assessments is described in MFT's SOP Pharmacovigilance for Trust-
Sponsored Clinical Trials of Investigational Medicinal Products (CTIMPs).

Expectedness Assessments
The Chief Investigator on behalf of the Sponsor will assess each SAE to perform the
assessment of expectedness.
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The process for expectedness assessments is described in MFT's SOP Pharmacovigilance for
Trust-Sponsored Clinical Trials of Investigational Medicinal Products (CTIMPs).

The expectedness assessment should be made with reference to the current Reference
Safety Information (RSI) for the IMP in this trial (Ulipristal Acetate SPC). Expectedness
decisions must be based purely on the content of the RSI; other factors such as the
parficipant population and participant history should not be taken intfo account.
Expectedness is not related to what is an anficipated event within a particular disease.

SAEs which add significant information on specificity or severity of a known, already
documented adverse event constitute unexpected events. For example, an event more
specific or more severe than that described in the RSl is considered unexpected.

13.1 Recording and reporting of SAEs AND SUSARs

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinal
Products (CTIMPs) must be used for safety reporting.

AEs, ARs, SAEs,SARs and SUSARs must be recorded and reported as follows:

o For AEs / SAEs — from consent until the time of the last participant visit

o For ARs / SARs and SUSARs — from the 15t IMP dose until the time of the last
parficipant visit

All AEs must be recorded in the participant’s CRF in the AE log and in the patient’s family
history notes. SAEs/SARs/SUSARs must be recorded in the participant’s CRF in the AE log and
in the patient’s family history medical records and must be reported to the Sponsor and
other relevant departments/individuals within 24 hours of the research staff becoming
aware of the event according to the instructions in SOP Pharmacovigilance for Trust-
Sponsored Clinical Trials of Investigational Medicinal Products (CTIMPs) must be used for
safety reporting.

(S)AEs and (S)ARs will be evaluated for duration and intensity according to National Cancer
Institute Common Terminology Criteria for Adverse Events V4.0 (NCI-CTCAE) or
MedDRA (Medical Dictionary for Regulatory Activities)

Investigator reports of suspected SARs willl also be reported by the CI or their delegate to
Gedeon Richter (manufacturer).

13.2 Responsibilities for safety reporting

Chieflnvestigator (Cl), Co-investigators, Study doctors on the delegation log:
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Checking for AEs and ARs when participants attend for treatment /
follow-up.

Using medical judgement in assigning seriousness, causality and expectedness
using the Reference Safety Information approved for the trial. The Principal
Investigator, Co-investigators or Study doctor designated to carry out this
function on the trial delegation log will assess each SAE to determine the
causal relationship with the IMP, and will answer ‘yes’ or ‘no’ to the question
“Do you consider that there is a reasonable possibility that the SAE may have
been caused by the IMP2” A guide to the interpretation of the causality
question is found in Appendix 1 of this clinical trial protocol.

Ensuring that all SAEs and SARs (including SUSARs) are recorded and reported
to the Sponsor within 24 hours of becoming aware of the event and provide
further follow-up information as soon as available.

Ensuring that AEs and ARs are recorded and reported to the Sponsor in line
with the requirements of the protocol and MFTSOP Pharmacovigilance for
Trust-Sponsored Clinical Trials of Investigational Medicinal Products (CTIMPs).

Chief Investigator (Cl) / delegate or independent clinical reviewer:

Clinical oversight of the safety of patients participating in the trial, including an
ongoing review of the risk / benefit.

Using medical judgement in assigning seriousness, causality and expectedness
of SAEs.. The Chief Investigator, Co-investigators or Study doctor designated to
carry out this function on the trial delegation log will assess each SAE to
determine the causal relationship with the IMP, and will answer ‘yes’ or ‘no’ to
the question “Do you consider that there is a reasonable possibility that the SAE
may have been caused by the IMP2” A guide to the interpretation of the
causality question is found in Appendix 1 of this clinical trial protocol.

Using the relevant safety information (RSI) in assigning expectedness. The Chief
Investigator, on behalf of the Sponsor, will assess each SAE to perform the
assessment of expectedness. If the Cl is unavailable the Sponsor will find an
alternative medically qualified individual with the appropriate knowledge to
perform this task.

Immediate review of all SUSARs.

Review of safety signal analysis and SAE trends in accordance with the MFT SOP

Pharmacovigilance for Trust-Sponsored  Clinical Trials of Investigational
Medicinal Products (CTIMPs) and the Risk Management Plan for MFT
Sponsored CTIMPs.

Preparing the clinical sections and final sign off of the Development Safety
Update Report (DSUR).
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e Reporting safety information to the Sponsor oversight committees identified for
the trial (Trial Management Group (TMG)) according to the Risk Management
Plan for MFT Sponsored CTIMPs — this function can be given to the Clinical Trials
Manager/other suitable individual but the CI remains accountable to the
Sponsor).

e Inform Gedeon Richter (manufacturer) of any SUSARs.

Sponsor:

e Central data collection and verification of all reported SAEs, SARs and SUSARs
onto a database.

Expedited reporting of SUSARs to the Competent Authority (MHRA in UK) and
REC within required timelines.

Checking for (annually) and notifying Pls of updates to the Reference Safety
Information for the trial.

Trial Management Group (TMG):

See section 16.1 below.

13.3 Out of hours contact arrangements

When joining the study, the subject is given a Patient Information Sheet (PIS) which contains
contact details of the study tfeam and Chief Investigator during working hours.

Investigational Medicinal Product (IMP) packaging will include the switchboard number for
the hospital and the name of the Pl on the label.

If a trial patient is admitted via A&E at Wythenshawe Hospital, information regarding the
trial will be found in the patient’s hospital notes, including the PIS, which will state the CI
responsible for the study.

At each study visit the research nurse will stress to the participant should they feel unwell
outside of the hours 8am-4pm Monday to Friday they should go to their GP or A&E. When
the participant is feeling well enough to do so they are asked to contact the research
team to inform them of the details of the event.

13.4 The type and duration of the follow-up of subjects after adverse events.
Adverse events will be followed up until the safety visit 4 weeks after the last dose of IMP.

13.5 Reporting urgent safety measures

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinall
Products (CTIMPs) must be followed.
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If any urgent safety measures are taken the Cl/Sponsor shallimmediately and in any event
no later than 3 days from the date the measures are taken, give written notice to the MHRA
and the relevant REC of the measures taken and the circumstances giving rise to those
measures.

13.6 Nofification of deaths

Deaths and all Serious Adverse Events (SAEs) that are assessed to be caused by the IMP will
be reported to the sponsor. This report will be immediate.

13.7 Pregnancy reporting

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinal
Products (CTIMPs) must be followed.

e All pregnancies within the trial (either the trial participant or the participant’s partner)
should be reported to the Chief Investigator and the Sponsor using the relevant
Pregnancy Reporting Form within within 24 hours of learning of the event.

e Pregnancy is not considered an AE unless a negative or consequential outcome is
recorded for the mother or child/foetus. If the outcome meets the serious criteria, this
would be considered an SAE.

Follow-up of pregnant subject: Any pregnancy will be monitored as deemed appropriate
depending on the informed consent given.

Follow-up of child born to a pregnant trial subject, or to the partner of a male trial subject:
Any pregnancy will be monitored as deemed appropriate depending on the informed
consent given.

13.8 Overdose

e Overdoses should be notified to sponsor .

e Overdoses will be identified from pill counts, diary cards, drug charts and patient
comment.

e The affect of an overdose on the final analysis will determined on a case by case
basis.

e If an SAE is associated with the overdose ensure the overdose is fully described in the
SAE report form.
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13.9 Treatment Stopping Rules

The trial may be prematurely discontinued by the Sponsor, Chief Investigator or Regulatory
Authority on the basis of new safety information or for other reasons given by the regulatory
authority or ethics committee concerned.

If the frial is prematurely discontinued, active participants will be informed and no further
participant data will be collected. The Competent Authority and Research Ethics
Committee will be informed within 15 days of the early termination of the trial.

13.10 Development safety update reports

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinal
Products (CTIMPs) must be followed.

The CI, along with sponsor representatives, will submit DSURs once a year throughout the
clinical trial, or on request to the Competent Authority (MHRA in the UK), Ethics Committee
and Sponsor.

13.11 Signal review and trend analysis
13.11.1 Safety signal review

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinal
Products (CTIMPs) must be followed.

13.11.2 Trend analysis of adverse events

MFT SOP Pharmacovigilance for Trust-Sponsored Clinical Trials of Investigational Medicinal
Products (CTIMPs) must be followed.

14 Finance

The trial is funded by a grant from Breast Cancer Now:
Fifth Floor, Ibex House, 42-47 Minories,

London EC39 1DY

Switchboard 0333 207 0300

15 Publication and dissemination


http://www.breastcancernow.org/
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We will aim to publish this pilot study in a peer reviewed cancer prevention journal and
present the data at national and international cancer/prevention conferences. This will
be carried out following MFT's Publication, Dissemination and Clinical Impact of Research
Results SOP. We will inform all study participants that they can request the results of the
study.

16 Trial Governance

A formal independent data monitoring committee will not be convened as this trial
evaluates the repurposing of an agent shown to be safe in this age group of women in
randomised controlled phase Il studies. However, there remains a need to examine the
safety and procedural data from the trial at regular intervals. The trial management group
will take on this role.

16.1 Trial Management Group

The Trial Management Group will be under the chairmanship of the Chief Investigator (SH).
The TMG will meet formally at least every six months to review safety, recruitment and
procedural data. A formal report will be produced every six months and a meeting of the
TMG convened to discuss the findings. The minutes and conclusions of these meetings will
be submitted to the Sponsor for review and to obtain the approval to continue with study
procedures. The TMG will consist of the following clinical and laboratory investigators:

1. Chair - Dr Sacha Howell
Recruiting clinicians: Professor Gareth Evans and Professor Tony Howell
Consultant Radiologists: Dr Anthony Maxwell and Dr Yit Lim

Imaging specialists: Dr Susan Astley and Dr Elaine Harkness

o~ 0D

Basic scientists: Dr Robert Clarke, Professor Charles Streuli, Dr Michael Sherratt, Dr
Bruno Simoes (PDRA employed on the grant)

6. Research Nurses

To be quorate the TMG meeting needs to have at least 1 attendee from each of groups 1-
6. The production of the 6 monthly reports in no way obviates the need for safety reporting
detailed in section 9 and appendix 2.

17 Confidentiality

All data will be kept strictly confidential according to Good Clinical Practice (GCP)
Guidelines. All identifiable data will be stored by the Manchester University NHS Foundation
Trust in a secure fashion in accordance with the MFT SOP ‘Retention of Data, Off-Site
Archiving and Destroying Documents’. Source data for the trial are the consent form, family
and menstrual history, breast cancer risk assessment, blood test results, radiology results and
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toxicity assessments. Data derived from analysis of patients’ breast tissue will be held in the
CRUK Manchester Institute and The Stopford Building at the University of Manchester
associated with the participants trial number only. No patient identifiable data will be
stored at either of these sites.

18 Quality Control

Monitoring of this frial will be to ensure compliance with Good Clinical Practice and
scientific integrity will be managed and oversight retained, by the monitor assigned to
monitor this trial as per the study monitoring plan. Data will be evaluated for compliance
with the protocol and accuracy in relation to source documents. The monitors will verify
that the clinical trial is conducted and data are generated, documented and reported in
compliance with the protocol, GCP and the applicable regulatory requirements.

- an updated training record must be maintained for each member of the research team
and retention of GCP fraining certificates which must be less than 3 years old
- protocol compliance will be monitored as part of the monitoring plan.

19 Protocol compliance

A “serious breach” is a breach which is likely to effect to a significant degree —
(a)the safety or physical or mental integrity of the subjects of the frial; or
(b) the scientific value of the frial

e prospective, planned deviations or waivers to the protocol are not allowed under
the UK regulations on Clinical Trials and must not be used e.g. it is not acceptable
to enrol a subject if they do not meet the eligibility criteria or restrictions specified in
the trial protocol

e qccidental protocol deviations can happen at any time. They must be adequately
documented on the relevant forms and reported to the Chief Investigator and
Sponsor immediately -. refer to procedure in SOP17 Recording and Reporting of
Protocol Deviations and Violations, Serious Breaches of Protocol or GCP deviations
from the protocol which are found to frequently recur are not acceptable, will
require immediate action and could potentially be classified as a serious breach.

¢ the sponsor will be noftified immediately of any case where the above definition
applies during the trial conduct phase - refer to procedure in MFT's SOP ‘Protocol
and GCP Deviations, Violations and Serious Breaches in CTIMPs and Clinical
Investigations of Medical Devices’

20 Amendments

The amendment history will be tracked using a log stored in the TMF.
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21 Insurance / Indemnity

For the management of the research: Indemnity is provided through NHS schemes.
For the design of the research: Indemnity is provided through NHS schemes.
For the conduct of the research: Indemnity is provided through NHS schemes.
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Appendix 1: inhibitors/inducers of CYP3A4 not to be taken with UA

Potent inhibitors of CYP3A4 that should not be taken with ulipristal acetate (summary of
product characteristics ‘not recommended’)

ketoconazole, ltraconazole

ritonavir, Indanavir, Saquinavir, Nelfinavir
nefazodone

telithromycin, clarithromycin
Nefazodone

Moderate inhibitors of CYP3A4 that should not be taken with ulipristal acetate (summary of
product characteristics ‘not recommended’)

Erythromycin
verapamil

grapefruit juice (Patients should abstain from eating large amounts of grapefruit and Seville
oranges (and other products containing these fruits eg, grapefruit juice or marmalade)
during the study (e.g., no more than a small glass of grapefruit juice (120 mL) or half a
grapefruit or 1-2 teaspoons (15 g) of Seville orange marmalade daily)

Potent inducers of CYP3A4 that should not be taken with ulipristal acetate (summary of
product characteristics ‘not recommended’)

Rifampicin, Rifabutin
Carbamazepine, Oxcarbazepine
phenytoin, fosphenytoin,
phenobarbital

primidone

St John’s wort

Efavirenz, nevirapine, ritonavir

If any of the above moderate or potent inhibitors or potent inducers of CYP3A4 are
absolutely required during the study then the trial treatment (ulipristal acetate) must be
discontinued.
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P-glycoprotein (P-gP) substrates

UA may be an inhibitor of P-gP at clinically relevant concentrations in the gastrointestinal
wall during absorption. Simultaneous administration of UA and a P-gp substrate has not
been studied and an interaction cannot be excluded. In vivo results show that UA (single
10 mg tablet) 1.5 hour before administration of the P-gP substrate fexofenadine (60 mg) has
no clinically relevant effects on the pharmacokinetic of fexofenadine.

It is therefore recommended that co-administration of UA and P-gP substrates (e.g. digoxin
and fexofenadine) should be separated in fime by at least 1.5 hours.



BC-APPS1 Protocol v3.0 13/07/2021 IRAS PROJECT ID: 172209 Page 62 of 68

Appendix 2: Data Entry into Excel Spreadsheets and Statistical Software Programmes and
QC checks

Data Entry into Excel Spreadsheets

Data will be taken from the paper CRF. Data may be entered at the end of the study in its entirety
or in batches. If data will be entered in batches, a new version of the database must be resaved
and dated each time. Data entry should be performed by suitably trained and delegated staff
using the ‘single data entry with control checks’ method.

Single Data Entry — Data is entered into the spreadsheet or database and then a visual check is
performed between what is recorded on the paper source documents and what was entered into
the spreadsheet or database.

The procedure is as follows:

1. Data is entered directly from the CRF into the spreadsheet ensuring all required fields are
completed and in the required format e.g. correct number of decimal places.

2. Highlight all of the data that has been entered and click ‘format’, and ensure ‘lock cell’ is
selected.
3. Go toreview, protect sheet, and add a study specific password. This procedure will allow the

data that has been entered to be locked whilst Quality Control (QC) is completed whilst still allowing
further data to be added (if required) at a later date.

4, Save the excel spreadsheet using the agreed format, which identifies the file status, version
and date corresponding to the data entry. This should be saved in the study specific ISF section for
data management.

5. Print the spreadsheet with formulae (if applicable) unhidden. The print out must be signed
and dated by the person who performed the data entry and then passed to the member of the
research team who willl perform the QC .

6. The data will then be QC checked as per the procedure below
QC check of Single Data Entry

On each occasion data is entered and printed, the data transcriptions must be 100% checked for
accuracy and any errors highlighted for correction. The QC check must be performed by a second
trained staff member who is not the person who originally entered the data.

The checking process should ensure, where appropriate the following:
e The correct spreadsheet has been used.
e There are no typographical errors.

e The correct study title and protocol number (if required) and document version
have been included.
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The correct subjects, time points, freatment periods have been included.
All data points have been entered correctly.

The correct number of decimal places has been used.

All repeat measures have been checked and the correct values included.

If a spreadsheet contains formulae, it should be printed after the formula has been
entered and manually checked. The electronic calculation is checked against
the manual calculation. If errors are identified in the formulae, the amendments
are made, the sheet reprinted and independently re-checked.

Each cell of the printed spreadsheet must be checked against the source data
and the QC checker must tick by hand each cell that is correct and highlight by
hand each cell that is incorrect.

On completion of the QC check, the sheet is signed, dated by the QC checker
and returned to the member of data entry staff for correction of the highlighted
cells if discrepancies are found.

Each printed page may be checked, signed and dated the day the check is
performed. If however the check is performed on different days the signature and
the date should reflect this.

The spreadsheet should be corrected as detailed above and then resaved,
reprinted and rechecked until no errors exist. Each printing and QC check will be
sighed and dated by the member of staff performing this action.

The process is repeated until the final spreadsheet has been completed, QC
checked and labelled as ‘FINAL" and dated. The final signed spreadsheet must be
saved as a PDF and filed in the paper and electronic study ISF and then fransferred
to the investigator, statistician or data Management Company depending on the
specific study.

7. To add further data to the password protected excel spreadsheet or to amend data
following the QC check, the following procedure should be followed:

8.

9.

Go to review, unprotect sheet and add the password.

Enter the next batch of data directly from the CRF or amend data previously added

(following QC review) ensuring all fields are completed.

10. On completion of the data entry session, select the data you wish to protect, click ‘format’,
and then ‘lock cell’.

11. Go to review, protect sheet, and add the study specific password.
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12. Save the excel spreadsheet using the agreed format and which identifies the file status, new
version and date corresponding to the data entry. This should be saved in the study specific folder.

13. Move the superseded version of the excel spreadsheet into a folder named ‘superseded’.

14. Print the spreadsheet with the formulae unhidden (if applicable). Then the spreadsheet must
be sighed and dated by the person who performed the data entry and then passed to the member
of the research team who willl perform the QC

Data validation and amendments

A member of staff, authorised by the investigator, should validate the data against pre-defined
ranges and logical linked responses. Any discrepancies found should be checked by a second staff
member who will refer back to the source data. Any data amendment required will be carried out
by this individual. This QC check will be signed and dated as per the usual convention.

Data Lock

After all QC checks have been completed, a database lock will be performed and a ‘read-only’
copy Will be retained. Appropriate documentation of the timing of datalock will be made.

Transfer of Data to a Statistical Software Programme

Data may be imported directly or copied and pasted from the excel spreadsheet into a
programme for statistical analysis e.g. SPSS, once data entry is complete.

If copied and pasted into SPSS:

1. The SPSS database should be formatted with required fields prior to any data transfer.

2. Where possible, the spreadsheet must be copied as a whole rather than as individual cells
OF rOWS.
3. Select all data by clicking in the left hand corner. Select ‘edit’ and then ‘copy’.

4. Paste the data into the SPSS database.

Arandom 10% QC check of the SPSS database must be completed to ensure an accurate transfer.
Once this is complete, the SPSS file may be printed and hand signed and dated to state that the
check was completed and filed in the ISF. From this point onwards, the investigator or statistician is
responsible for maintaining and manipulating of the SPSS file whilst carrying out statistical analysis to
ensure the data remains unchanged. The original excel file should sfill be printed, signed, filed and
retained.
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Appendix 3: A guide to performing causality assessments
The following factors should be considered when deciding if there is a “reasonable
possibility” that an SAE may have been caused by the drug.

e Time course. Exposure to suspect drug. Has the subject actually received the suspect
drug¢ Did the SAE occurin areasonable temporal relationship to the administration
of the suspect drug?

e Consistency with known drug profile. Was the AE consistent with the previous
knowledge of the suspect drug (pharmacology and toxicology) or drugs of the same
pharmacological class? Or could the SAE be anticipated from its pharmacological
propertiese

e De-challenge experience. Did the SAE resolve or improve on stopping or reducing
the dose of the suspect drug?

e No alternative cause. The SAE cannot be reasonably explained by another aetiology
such as the underlying disease, other drugs, other host or environmental factors.

e Laboratory tests. A specific laboratory investigation (if performed) has confirmed the
relationship?

A “reasonable possibility” could be considered to exist for an SAE where one or more of
these factors exist.

In contrast there would not be a “reasonable possibility” of causality if none of the above
criteria apply, or where there is evidence of exposure and a reasonable time course, but
any de-challenge (if performed) is negative or ambiguous or there is another more likely
cause of the SAE.

In difficult cases other factors should be considered such as:

e Is this a recognised feature of overdose of the drug?e
e Isthere a known mechanism?

Ambiguous cases should be considered as being a “reasonable possibility” of causal
relationship unless further evidence becomes available to refute this. Causal relationship in
cases where the disease under study has deteriorated due to lack of effect should be
classified as no reasonable possibility.
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Appendix 4: SAE reporting procedures

Adverse Event (AE) > g
©
\ > =
Adverse Reaction (AR) > iy
Serious? > A3
(expected or unexpected) o - a
> v o
. = -
Yes Frequency or severity not as per Q > 5 >
reference safety information; consider S g- o
Serious Adverse Event (SAE) reporting as unexpected o = E
o_— )
. . g g =
‘1’ Serious Adverse Reaction (SAR) > = "&,E )
Report to Sponsor within @) - ©
24 hours =
Yes g_ O
Expected? S o)
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Appendix 5: Summary of trial procedures
Time Day -7 | Day-| Telephone Day 29 Day 57 Day 78-85 | Day 113 Following
EOM 7 call to +4 /-7 +4 /-7 days | (Week 12- +/- 4 We_e': 17 t
. appointment:
+/-4 | EOM patient days (Week 9) 13) days PP
days +/- 4 regarding (Week 5) (week DNA/Genetic
days histology 17) Analysis
to results and
OM onset of
menses
Cycles of treatment Cycle 1 D1 Cycle 2 D1 Cycle 3D]1 DNA analysis
Demographic information, medical history X appointment
and baseline symptoms documented (pre consent):
Weight recorded X X X X X Discussion
Height recorded X with stud
Concomitant medications recorded X X X 4
doctor.
Serum progesterone X X
Serum BhCG pregnancy test X \L
APTT/PT/FBC (for Hb and platelets ) /U+E (for X XA ) Gl X ) Gl
serum creatinine)/LFT (for bilirubin, ALT, ALP Informed
and LDH) Consent for
Lipid profile (for total cholesterol) X X Saliva sample
TFT (for TSH and T4) X X and analysis.
Serum and Plasma samples for storage X X
MRI X* X
US guided VAB including breast electrical X* XFHE Collection of
impedance .
- - - saliva sample
H&E pathological analysis of breast tissue X**
from VAB fo exclude invasive cancer and
DCIS
Genetic
Symptom review X X X X analysis
Document AEs X X X X X feedback
Urine pregnancy test X X X appointment
Dispense ulipristal acetate 5mg daily: 3 x 28 X
day packs
Patient to start supply of dispensed UA X
Drug accountability check X X X *MRI

to be performed before VAB. Contraindications to MRI, such as infracranial aneurysm clips, implanted electrical devices and intra-ocular
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metallic foreign bodies, will exclude participants from undergoing an MRI. In addition, should a participant not fulfil the size/weight
requirements of the scanner or if the scanner breaks down resulting in a participant not having an MRI scan they can continue with other frial
procedures.**H&E staining and analysis to be performed using part of the tissue from the VAB but before the study tfreatment commences. ***
or prophylactic mastectomy. APTT activated Partial Thromboplastin Time, PT Prothrombin Time, FBC Full Blood Count, U+E Urea and Electrolytes,

LFTs liver function tests. ***only LFTs will be measured.



