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Capivasertib and Fulvestrant Therapy

INDICATIONS FOR USE:

oestrogen receptor (ER) positive, HER2 negative locally advanced or
metastatic breast cancer with PIK3CA/AKT1/PTEN-alteration following
recurrence or progression on or after an endocrine-based regimen.
In pre- or peri-menopausal females, therapy should be combined with a
luteinising hormone releasing hormone (LHRH) agonist.

Regimen HSE approved
INDICATION ICD10 | Code reimbursement
status*
In combination with fulvestrant for the treatment of adult patients with | C50 00947a | N/A

* This applies to post 2012 indications

TREATMENT:

The starting dose of the drugs detailed below may be adjusted downward by the prescribing clinician, using their

independent medical judgement, to consider each patient’s individual clinical circumstances.

Capivasertib is administered by mouth twice daily on Days 1-4, 8-11, 15-18 and 22-25 of each cycle (i.e. 4
days on treatment followed by 3 days off treatment each week).

Fulvestrant is administered intramuscularly (IM) on Days 1 and 15 of cycle 1, and on Day 1 of each cycle

from cycle 2 onwards.

e In pre- or peri-menopausal women, capivasertib in combination with fulvestrant should be

combined with a LHRH agonist.

e For men, administration of a LHRH agonist according to current clinical practice standards
should be considered.

Cycle frequency and duration:

Each cycle is 28 days.

Treatment should continue until disease progression or unacceptable toxicity.

Day Drug Dose Route Cycle

1-4, 8-11, 15-18, 22-25 Capivasertib? 400mg BD PO All cycles

1,15 Fulvestrant 500mg IMmP Cycle 1 only

1 Fulvestrant 500mg IMmP Cycle 2 onwards

between doses.

aCapivasertib can be taken with or without food. The tablets should be swallowed whole with water and not chewed, crushed,
dissolved, or divided. Consumption of grapefruit or grapefruit juice should be avoided.
Capivasertib is commonly available as 160mg and 200mg film-coated tablets.

If a dose of capivasertib is missed, it can be taken within 4 hours after the time it is usually taken. After more than 4 hours, the
dose should be skipped. The next dose of capivasertib should be taken at the usual time. There should be at least 8 hours

buttock (gluteal area).

bFulvestrant should administered as two consecutive 5mL injections by slow IM injection (1-2 minutes/injection), one in each
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ELIGIBILITY:
e [ndication as above
e ECOGO-2

e Adequate organ function

CAUTIONS:

Capivasertib:

e Pre-existing diabetes mellitus or pre-diabetes
o  All patients should be informed about capivasertib’s potential to cause hyperglycaemia and should
immediately contact their clinician if hyperglycaemia symptoms occur (See Regimen Specific
Complications)

e Patients with risk factors for hyperglycaemia or diabetic ketoacidosis (DKA)
e History of rash, dermatitis or skin-drug reactions

e History of chronic diarrhoea

e Moderate hepatic impairment

e Patients receiving bisphosphonates or RANK-ligand inhibitors

e Co-administration of strong or moderate CYP3A4 inhibitors

Fulvestrant:
e Caution should be taken while administering fulvestrant at the dorsogluteal injection site
o Site related events including sciatica, neuralgia, neuropathic pain, and peripheral
neuropathy have been reported
e Mild-moderate hepatic impairment

EXCLUSIONS:

e Hypersensitivity to capivasertib, fulvestrant or any of the excipients
e Severe hepatic impairment

e Severe renal impairment

e Pregnancy

e Breastfeeding

PRESCRIPTIVE AUTHORITY:

The treatment plan must be initiated by a Consultant Medical Oncologist.
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TESTS:

Baseline tests:

e FBC, renal and liver profile

e Confirmation of presence of PIK3CA, AKT1 or PTEN gene alteration using a validated test
method

e Diabetic profile (FG and HbA1c)

e Dental assessment as clinically indicated

Regular tests:

e FBC, renal and liver profile prior to each cycle
o In patients receiving capivasertib and metformin, weekly monitoring of creatinine for up to
3 weeks is recommended after initiation of metformin, and then on Day 1 of each cycle
thereafter
e FG and HbA1c as clinically indicated according to Table 1 below
o Serum ketones and other metabolic parameters as clinically indicated in patients presenting
with hyperglycaemia during treatment
e Skin assessment
e Dental assessment as clinically indicated for signs and symptoms of osteonecrosis of the
jaw (ONJ)
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Table 1: Schedule of monitoring FG and HbA1c levels in patients treated with capivasertib

Recommended schedule for monitoring of Recommended schedule for monitoring
FG and HbA1c levels in all patients treated of FG and HbA1c levels in patients with
with capivasertib diabetes and treated with capivasertib*

At screening, before initiating Test for FG levels, HbAlc, and optimise patient’s level of blood glucose (see Table 4).
treatment with capivasertib

After initiating treatment with Monitor FG at weeks 1, 2, 4, 6 and 8 after treatment start and monthly thereafter.

capivasertib It is recommended to test FG pre-dose at Day 3 or 4 of the dosing week.
HbA1c should be monitored every 3 months.
Monitor/self-monitor FG regularly, more Monitor/self-monitor FG daily for the
frequently in the first 4 weeks and especially | first 2 weeks of treatment. Then
within the first 2 weeks of treatment, continue to monitor FG as frequently as
according to the instructions of a healthcare | needed to manage hyperglycaemia
professional* according to the instructions of a

healthcare professional*. Additional
HbAlc testing is recommended at week
4 with diabetes, pre-diabetes, or
hyperglycaemia at baseline.

If hyperglycaemia develops Monitor FG as clinically indicated (at least twice weekly, i.e. on days on and off

after initiating treatment with capivasertib treatment) until FG decreases to baseline levels?. Consultation with a

capivasertib healthcare practitioner with expertise in the treatment of hyperglycaemia should be
considered.

Based on the severity of hyperglycaemia, capivasertib dosing may be interrupted,
reduced, or permanently discontinued (see Table 5)

During treatment with anti-diabetic medication, FG should be monitored for at least
once a week for 2 months, followed by once every 2 weeks or as clinically indicated?.

*All glucose monitoring should be performed at the physician’s discretion as clinically indicated.

IMore frequent FG testing is required in patients with medical history of diabetes mellitus, in patients without prior history of diabetes
mellitus and showing FG of > ULN 160mg/dL (> ULN 8.9 mmol/L) during treatment, in patients with concomitant use of corticosteroids, or
in those with intercurrent infections, or other conditions which may require intensified glycaemia management to prevent worsening of
impaired glucose metabolism and potential complications, namely DKA.

2]t is recommended to test FG pre-dose at Day 3 or 4 of the dosing week.

Disease monitoring:

Disease monitoring should be in line with the patient’s treatment plan and any other test/s as
directed by the supervising Consultant.
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DOSE MODIFICATIONS:

e Any dose modification should be discussed with a Consultant.

e Treatment with capivasertib may be interrupted to manage adverse reactions and dose
reduction can be considered.

e Dose reductions for capivasertib should be carried out as described in Table 2. The dose of
capivasertib can be reduced up to two times.

e Dose modification guidance for specific adverse reactions is presented in Tables 3-7.

Table 2: Capivasertib dose reduction guidelines for adverse reactions

Capivasertib Dose and schedule Number and strength of tablets
Starting dose 400mg BD for 4 days followed by 3 days off treatment Two 200mg tablets BD

First dose reduction 320mg BD for 4 days followed by 3 days off treatment Two 160mg tablets BD

Second dose reduction | 200mg BD for 4 days followed by 3 days off treatment One 200mg tablet BD

Haematological:

e Capivasertib is not known to cause neutropenia and thrombocytopenia

e Proceed on Day 1if ANC > 1.0 x10° and platelets > 100 x10°. For patients outside of these
levels, discuss with Consultant

e Haematological guidelines above are included for IM injection safety with fulvestrant

Renal and Hepatic Impairment:

Table 3: Dose modification of capivasertib and fulvestrant in renal and hepatic impairment

Renal Impairment Hepatic Impairment
Drug Severity Dose Severity Dose
Capivasertib | Mild or moderate | No dose adjustment required Mild No dose adjustment is required
Severe Not recommended as safety Moderate | Limited data available.
and pharmacokinetics have not Capivasertib should be
been studied in these patients. administered to patients only if

the benefit outweighs the risk.
Monitor closely for signs of
toxicity.

Severe Not recommended as safety and
pharmacokinetics have not been
studied in these patients.

Fulvestrant CrCl (mL/minute) | Dose Child-Pugh | Dose
Score
>30 No dose adjustment is needed A No dose adjustment
<30 No need for dose adjustment is B 50% of original dose (250mg)
expected
Haemodialysis No need for dose adjustment is C Not recommended due to risk of
expected hepatotoxicity

Capivasertib: Renal and hepatic impairment — SmPC.
Fulvestrant: Renal and hepatic impairment — Giraud et al 2023.
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Management of adverse events:

Hyperglycaemia
*Table 4: Recommended dose modification for capivasertib for hyperglycaemia®

CTCAE Grade® and FG€ values priorto | Recommendedations®
capivasertib dose

Grade 1 No capivasertib dose adjustment required.
> ULN-160mg/dL or > ULN-8.9 mmol/L | Consider initiation or intensification of oral anti-diabetic treatment.®
Grade 2 Withhold capivasertib and initiate or intensify oral anti-diabetic treatment.

> 160-250 mg/dL or > 8.9-13.9 mmol/L | If improvement to < 160mg/dL (or < 8.9 mmol/L) is reached within 28 days,
restart capivasertib at the same dose level and maintain initiated or intensified
anti-diabetic treatment.

If improvement to < 160mg/dL (or < 8.9 mmol/L) is reached after 28 days,
restart capivasertib at one lower dose level and maintain initiated or
intensified anti-diabetic treatment.

Grade 3 Withhold capivasertib and consult a diabetologist. Initiate or intensify oral anti-
> 250-500mg/dL or > 13.9-27.8 diabetic treatment. Consider additional anti-diabetic medicinal products such
mmol/L as insulinf, as clinically indicated. Consider intravenous hydration and provide

appropriate clinical management as per local guidelines.

If FG decreases to < 160mg/dL (or < 8.9 mmol/L) within 28 days, restart
capivasertib at one lower dose level and maintain initiated or intensified anti-
diabetic treatment.

If FG does not decrease to < 160mg/dL (or £ 8.9 mmol/L) within 28 days
following appropriate treatment, permanently discontinue capivasertib.

Grade 4 Withhold capivasertib and consult with a diabetologist. Initiate or intensify
>500mg/dL or > 27.8 mmol/L appropriate anti-diabetic treatment. Consider insulinf, (dosing and duration as
clinically indicated), intravenous hydration and provide appropriate clinical
management as per local guidelines.

If FG decreases to < 500mg/dL (or < 27.8 mmol/L) within 24 hours, then follow
the guidance in the table for the relevant grade.

If FG is confirmed at > 500mg/dL (or > 27.8 mmol/L) after 24 hours,
permanently discontinue capivasertib treatment.

aFor the management of suspected or confirmed DKA, see Regimen Specific Complications.

bGrading according to NCI CTCAE Version 4.03.

‘Consideration should be given to increases in HbAlc.

dIn addition to FG, monitoring of ketones (preferably in blood) and other metabolic parameters (as indicated) is recommended when a
patient experiences hyperglycaemia.

eConsultation with a diabetologist should be considered when selecting the anti-diabetic medicines product. A potential for
hypoglycaemia with anti-diabetic medicinal product administration on non-capivasertib dosing days should be taken into account.
Patients should also consider consultation with a dietician to make lifestyle changes that may reduce hyperglycaemia. Metformin is
currently the preferred oral anti-diabetic recommended for the management of hyperglycaemia occurring in patients participating in
studies of capivasertib. Dosing and management of patients receiving metformin and capivasertib combination requires caution. Due
to the potential interaction of metformin and capivasertib (caused by the inhibition of renal transporters [e.g. OCT2] involved in the
excretion of metformin), when taking both capivasertib and metformin concurrently, it is recommended weekly monitoring of
creatinine after initiation of metformin, for up to 3 weeks and then on Day 1 of each cycle thereafter. Metformin should only be given
on the days when capivasertib is also administered (the half-life of capivasertib is approximately 8 hours) and should be withdrawn
when treatment with capivasertib is withdrawn, unless otherwise clinically indicated.

fThere is limited experience in patients receiving insulin when being treated with capivasertib.

*Adapted from capivasertib SmPC.
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Diarrhoea
e Secondary prophylaxis should be considered in patients with recurrent diarrhoea (see Regimen
Specific Complications).

Table 5: Recommended dose modification for capivasertib for diarrhoea
CTCAE Grade? | Recommendations

Grade 1 No capivasertib dose adjustment required.
Initiate appropriate anti-diarrhoeal therapy, maximise supportive care and monitor as clinically
indicated.

Grade 2 Initiate or intensify appropriate anti-diarrhoeal treatment, monitor the patient and if clinically

indicated, interrupt capivasertib dose for up to 28 days until recovery to < Grade 1 and resume
capivasertib dosing at same dose, or one lower dose level as clinically indicated.

If Grade 2 diarrhoea is persistent or recurring, maintain appropriate medical therapy and restart
capivasertib at the next lower dose level, as clinically indicated.

Grade 3 Interrupt capivasertib.

Initiate or intensify appropriate anti-diarrhoeal treatment and monitor as clinically indicated. If the
symptoms improve to < Grade 1 in 28 days, resume capivasertib at one lower dose level.

If the symptom does not improve to < Grade 1 in 28 days, permanently discontinue capivasertib.
Grade 4 Permanently discontinue capivasertib.

aGrade according to the NCI CTCAE Version 5.0.

Rash and other skin-drug reactions
e Consultation with a dermatologist for all grades of skin-drug reactions regardless of the severity
should be considered.
e |n patients with persistent rash and/or previous occurrence of Grade 3 rash, secondary
prophylaxis should be considered by continuing oral anti-histamines and/or topical steroids.

Table 6: Recommended dose modification for capivasertib for rash and other skin-drug reactions

CTCAE Grade? | Recommendations

Grade 1 No capivasertib dose adjustment required.

Initiate emollients and consider adding oral non-sedating anti-histamine treatment as clinically
indicated to manage symptoms.

Grade 2 Initiate or intensify topical steroid treatment and consider non-sedating oral anti-histamines.

If no improvement with treatment, interrupt capivasertib. Resume at the same dose level once the
rash becomes clinically tolerable.

Grade 3 Interrupt capivasertib.

Initiate appropriate dermatological treatment with topical steroid of moderate/higher strength,
non-sedating oral anti-histamines and/or systemic steroids.

If symptoms improve within 28 days to < Grade 1, restart capivasertib on one lower dose level. If
the symptoms do not improve to < Grade 1 in 28 days discontinue capivasertib.

In patients with reoccurrence of intolerable > Grade 3 rash, consider permanent discontinuation of
capivasertib.

Grade 4 Permanently discontinue capivasertib.

aGrading according to CTCAE Version 5.0.
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Other toxicities (excluding hyperglycaemia, diarrhoea, rash and other skin-drug reactions)
Table 7: Recommended dose modification and management for other toxicities

CTCAE Grade® | Recommendations

Grade 1 No capivasertib dose adjustment required, initiate appropriate medical therapy and monitor as
clinically indicated.

Grade 2 Interrupt capivasertib until symptoms improve to < Grade 1.

Grade 3 Interrupt capivasertib until symptoms improve to < Grade 1. If symptoms improve, restart
capivasertib at same dose or one lower dose level as clinically appropriate.

Grade 4 Permanently discontinue capivasertib.

aGrading according to CTCAE Version 5.0.

Co-administration with strong and moderate CYP3A4 inhibitors

e Co-administration of capivasertib with strong CYP3A4 inhibitors should be avoided. If co-
administration cannot be avoided, the dose of capivasertib should be reduced to 320 mg twice
daily (equivalent to a total daily dose of 640 mg).

e Capivasertib dose should be reduced to 320 mg twice daily (equivalent to a total daily dose of
640 mg) when co-administered with moderate CYP3A4 inhibitors.

e After discontinuation of a strong or moderate CYP3A4 inhibitor, capivasertib dosage (after 3 to
5 half-lives of the inhibitor) that was taken prior to initiating the strong or moderate CYP3A4
inhibitor should be resumed.

SUPPORTIVE CARE:
EMETOGENIC POTENTIAL.:

e Asoutlined in NCCP Classification Document for Systemic AntiCancer Therapy (SACT) Induced Nausea and Vomiting
Available on the NCCP website

Capivasertib: Minimal to low (Refer to local policy).

For information:
Within NCIS regimens, antiemetics have been standardised by the Medical Oncologists and Haemato-oncologists and
information is available in the following documents:
e NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Medical Oncology) - Available on the NCCP website
e NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Haemato-oncology) - Available on the NCCP website

PREMEDICATIONS:

e None usually required, however:
o Secondary prophylaxis (e.g. loperamide) should be considered in patients with recurrent
diarrhoea.
o In patients with persistent with persistent rash and/or previous occurrence of grade 3
rash, secondary prophylaxis should be considered by continuing oral antihistamines
and/or topical steroids.

OTHER SUPPORTIVE CARE:

e Patients should be advised to start anti-diarrhoeal treatment at the first sign of diarrhoea and
to increase oral fluids if diarrhoea symptoms occur during treatment.
o e.g. loperamide 4mg at first onset followed by 2mg after each loose stool (max
16mg/day)
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¢ |nitiate emollients, oral antihistamines and topical steroid treatment (as per dermatology) as
clinically indicated for skin-drug reactions.
e Patients should be advised to use effective contraception during treatment with capivasertib
and fulvestrant and for the following periods after completion of treatment:
o Capivasertib: at least 4 weeks for females and 16 weeks for males
o Fulvestrant: for 2 years after the last dose

ADVERSE EFFECTS:

e Please refer to the relevant Summary of Product Characteristics (SmPC) for full details of
adverse effects.

e Please note the NCCP National SACT Regimens do not provide information regarding black
triangle (V) status. Please refer to the relevant Summary of Product Characteristics (SmPC) for
this information.

REGIMEN SPECIFIC COMPLICATIONS:

e Please refer to the relevant Summary of Product Characteristics (SmPC) for details.

Capivasertib:

e Hyperglycaemia: Severe hyperglycaemia, associated with DKA and with fatal outcomes
occurred in patients treated with capivasertib. DKA can occur at any time during capivasertib
treatment. Patients with a history of diabetes mellitus may require intensified anti-diabetic
treatment and should be closely monitored. Consultation with a diabetologist or a healthcare
professional experienced in the treatment of hyperglycaemia is recommended for patients
with diabetes. Before initiating treatment with capivasertib, patients should be informed about
capivasertib’s potential to cause hyperglycaemia and requested to immediately contact their
healthcare professional if hyperglycaemia symptoms (e.g. excessive thirst, urinating more
often than usual or greater amount of urine than usual, or increased appetite with weight loss)
occur. In a setting of additional co-morbidities and treatments (e.g. dehydration,
malnourishment, concurrent chemotherapy/steroids, sepsis), the risk of hyperglycaemia
progressing to DKA may be higher. DKA should be considered as one of the differential
diagnoses in the event of additional non-specific symptoms such as nausea, vomiting,
abdominal pain, difficulty breathing, fruity odour on breath, confusion, unusual fatigue, or
sleepiness. In patients where DKA is suspected, capivasertib treatment should be interrupted
immediately. If DKA is confirmed, then capivasertib should be permanently discontinued. In
addition to the recommended management of hyperglycaemia described in Table 4,
counselling on lifestyle changes is recommended for patients with baseline risk factors and
those that develop hyperglycaemia during treatment with capivasertib.

e Diarrhoea: Diarrhoea has been reported in the majority of patients treated with capivasertib.
Clinical consequences of diarrhoea may include dehydration, hypokalaemia and acute kidney
injury, which have all, together with cardiac arrhythmias (with hypokalaemia as risk factor)
been reported during treatment with capivasertib. Based on the severity of diarrhoea,
capivasertib dosing may be interrupted, reduced, or permanently discontinued (Refer to Table
5). Advise patients to start anti-diarrhoeal treatment at the first sign of diarrhoea, increase oral
fluids if diarrhoea symptoms occur while taking capivasertib. Maintenance of normovolemia
and electrolyte balance is required in patients with diarrhoea to avoid complications related to
hypovolemia and low electrolyte levels.
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e Rash and other skin-drug reactions: Skin-drug reactions, including erythema multiforme and
dermatitis exfoliative generalised, were reported in patients receiving capivasertib. Patients
should be monitored for signs and symptoms of rash or dermatitis and based on severity of
skin-drug reactions, the dosing may be interrupted, reduced, or permanently discontinued
(Refer to Table 6). Early consultation with a dermatologist is recommended to ensure greater
diagnostic accuracy and appropriate management.

e Bisphosphonates or RANK-ligand inhibitors: Patients with metastatic cancer receiving
bisphosphonates or RANK-ligand inhibitors, prior to or during treatment with capivasertib,
should be closely monitored for signs and symptoms of ONJ. It is recommended to advise
patients to report any new or worsening oral symptoms promptly.

Fulvestrant:
e Due to the IM route of administration, fulvestrant should be used with caution if treating
patients with bleeding diatheses, thrombocytopenia or those taking anticoagulant treatment.

DRUG INTERACTIONS:

e  Current SmPC and drug interaction databases should be consulted for information.

COMPANY SUPPORT RESOURCES/USEFUL LINKS:
Please note that this is for information only and does not constitute endorsement by the NCCP
TRUQAP® (Capivasertib) Dosing Guide for HCPs:

https://www.oncology.astrazeneca.co.uk/content/dam/intelligentcontent/brands/az-
oncology-uk/en/pdf/Truqap/Dosing-guide.pdf
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