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CYTARABINE (ARA-C) HIGH DOSE

This regimen may also be known as HiDAC

INDICATION

Consolidation chemotherapy for AML in remission.

TREATMENT INTENT

Curative

PRE-ASSESSMENT

Ensure diagnosis is confirmed and documented in the patient’s notes.

Pregnancy Test - for all women with childbearing potential before each new chemotherapy
course.

ECG +/- Echo - if clinically indicated.

Record performance status (WHO/ECOG).

Record height and weight.

Consent - ensure patient has received adequate verbal and written information regarding their
disease, treatment and potential side effects. Document in medical notes all information that
has been given. Obtain written consent prior to treatment.

7. Fertility - it is very important the patient understands the potential risk of infertility. All patients
should be offered fertility advice (see fertility guidelines).

Consider dental assessment.

Treatment should be agreed in the relevant MDT.

0. Central venous access should be used, e.g. Hickman line or PICC. In urgent cases it may be
necessary to start chemotherapy via a peripheral cannula.

N —

ook w

S©®

DRUG REGIMEN

Treatment duration: 1 or 2 cycles

Frequency: every 28 days dependent on count recovery
Only commence treatment if neutrophils = 1.0 x 10%/L and platelets = 100 x 10%/L

Ambulatory treatment possible - see details in Appendix 1

Days 1,3and 5 CYTARABINE 3 g/m?twice daily (12-hourly) in 250mL sodium chloride
0.9% intravenous infusion over 3 hours (6 doses)

Consider dose reduction to 1.5 g/m? for patients = 60 years old and for patients
under 60 years old with co-morbidities at the discretion of clinician/MDT.
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Renal impairment

GFR < 30 mL/min — Omit

GFR < 31 - 59 mL/min — Reduce to 50% dose

Haemodialysis (HD) - Reduce to 50% dose, commence HD 4 to 5 hours after administration
For other types of dialysis / haemofiltration please consult pharmacist

Hepatic impairment

Mild / moderate impairment: no dose adjustment necessary
Severe impairment: Initiate at 25 - 50% dose and increase as tolerated

INVESTIGATIONS

FBC, coagulation screen, U&E, creatinine, LFT before every cycle and as clinically indicated.

CONCURRENT MEDICATION

Indication

Dose and duration

Viral prophylaxis

Aciclovir 200 mg three times a day for duration of treatment
and for 3 months after completion

Gastroprotection

Proton pump inhibitor (PPI, e.g. omeprazole) or H.-receptor
antagonist (H2RA, e.g. famotidine) as per local formulary

Fungal prophylaxis

Low risk — fluconazole 50mg OD as per anti-fungal
guidelines.

Ocular toxicity prophylaxis

e.g. reversible keratitis,
conjunctivitis

Prednisolone 0.5 — 1% eye drops or dexamethasone 0.1%
eye drops (depending on local formulary)

One drop into each eye QDS. Continue for 5 days after
cytarabine (due to risk of cytarabine-induced conjunctivitis).
If ocular symptoms occur, consider increasing the frequency
to every 2-hours until resolution of symptoms. Liaison with
local ophthalmologists may be necessary in this situation.

Neutropenia prophylaxis

Optional at clinician’s discretion:

Starting on day 8 - Filgrastim 0.5 MU/kg SC OD for 7 days.
Dose banding as per GCSF guidelines.

EMETIC RISK

Days 1 - 5: Moderate

Suggested anti-emetic cover: Ondansetron 8mg BD for 5 days, metoclopramide 10 — 20mg TDS
for 5 days then PRN. Avoid the use of dexamethasone as an anti-emetic. Anti-emetics should be
adjusted to account for individual patient circumstances.
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https://nssg.oxford-haematology.org.uk/general-clinical-management/H-94-antifungal-therapy-guidelines.pdf
https://nssg.oxford-haematology.org.uk/general-clinical-management/H-94-antifungal-therapy-guidelines.pdf
https://nssg.oxford-haematology.org.uk/bmt/general/B-36-filgrastim-biosimilar.pdf
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ADVERSE EFFECTS / REGIMEN SPECIFIC COMPLICATIONS

o Diarrhoea, abdominal pain, oral ulceration, hepatic dysfunction, bone marrow suppression,
conjunctivitis, CNS, Gl and pulmonary toxicity, reversible corneal toxicity, somnolence,
convulsion, pulmonary oedema.

"Cytarabine syndrome" can occur, characterised by flu-like symptoms, skin rash and occasionally
chest pain —presenting 6 to 12 hours after cytarabine administration. Symptoms generally resolve
within 24 hours of completing therapy.

EXTRAVASATION RISK

Cytarabine: Neutral (irritant in large volumes)

DRUG INTERACTIONS
Interaction potential is generally limited.
Cytidine deaminase (CDA) inhibitors (e.g. cedazuridine) - Potential increased effect/toxicity of

cytarabine due to reduced clearance. There are no NHS-approved treatments of this type in the
UK currently.

TREATMENT RELATED MORTALITY

1-2%
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APPENDIX 1
CONSOLIDATION PHASE - AMBULATORY ADMINISTRATION
Ensure that this is prescribed using the specific ambulatory ARIA regimen.

This regimen assumes availability of a CADD® pump or other alternative ambulatory infusion
device with intermittent and delayed scheduling capability.

ELIGBILITY

Patients must meet the general criteria for ambulatory treatment as specified in any local
ambulatory policy. Discuss with local nursing teams.
e E.g. Presence of a carer; lives within specified distance of treatment center, available
transport for emergencies, adherence to planned visits and treatment.

Ambulatory treatment involves a number of repeat visits to the hospital for administration and
post-treatment monitoring or supportive care, this may not be suitable for all patients.

N.B. The ambulatory pathway is not suitable for patients during induction treatment.

Treatment duration: 1 or 2 cycles

Frequency: every 28 days dependent on count recovery
Only commence treatment if neutrophils = 1.0 x 10%/L and platelets = 100 x 10%/L

Days 1,3and 5 CYTARABINE* 6 g/m?(total daily dose) in 245mL sodium chloride 0.9%.
Administered as a 3-hour intravenous intermittent infusion twice daily via
CADD® pump. Start each CADD cassette on the morning of day 1, 3 and 5.

Consider dose reduction to 3 g/m? for patients = 60 years old and for patients
under 60 years old with co-morbidities at the discretion of clinician/MDT.

SODIUM CHLORIDE 0.9% continuous infusion via elastomeric pump at
0.5ml/hr. Connect via Y-site with CADD® pump to maintain line patency.

*Cytarabine CADD administration instructions

Single dose = Cytarabine 3000 mg/m? in 120ml sodium chloride 0.9% over 180 minutes at 40
ml/hour. Each CADD cassette will contain 2 doses (am and evening dose).

Total CADD volume = 245mL (containing 2 x 120ml doses with an additional 5mL saline overage)

Attach 250mL cassette to CADD® pump on days 1, 3 and 5. The initial 120ml dose will be
programmed to commence immediately, with the following 120ml dose delayed for 12 hours.
Connect cassette alongside Y-sited saline infusor at each changeover. The saline infusor will
continue to run for more than 24 hours meaning disconnection can be reasonably delayed until
next device change.
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