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If: NCCP National SACT Regimen

INDICATIONS FOR USE:

Regimen | HSE approved

INDICATION ICD10 | Code reimbursement
status*
Maintenance therapy for adult patients > 25 years with Philadelphia C91 | 00912a | N/A

chromosome (Ph) negative acute lymphoblastic leukaemia

Maintenance therapy for adult patients > 25 years with Ph negative acute C83 | 00912b | N/A
lymphoblastic lymphoma

* 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.

Patients being treated for ALL require complex inpatient care in a designated cancer centre with
comprehensive multidisciplinary team (MDT) availability.

For CD20 negative patients
e Hyper CVAD (ALL) Therapy Part A (NCCP Regimen 00824) and Hyper CVAD (ALL) Therapy Part
B (NCCP Regimen 00826 for patients < 60 years or NCCP Regimen 00932 for patients > 60
years) should be completed before beginning Hyper CVAD (ALL) Maintenance Therapy (POMP)
(NCCP Regimen 00912).
e See Table 1 below for Hyper CVAD (ALL) Therapy Part A, Part B and Maintenance full cycle
schedule:

Table 1: Cycle schedule for Hyper CVAD (ALL) Therapy

Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5
Part A PartB Part B Part A PartB Part B Part A
(< 60 years) (> 60 years) (< 60 years) (> 60 years)

(Regimen (Regimen (Regimen (Regimen Regimen (Regimen (Regimen
00824) 00826) 00932) 00824) 00826) 00932) 00824)

Cycle 6 Cycle 7 Cycle 8 Cycle 9-32
Part B PartB Part A Part B PartB Maintenance
(< 60 years) (> 60 years) (< 60 years) (> 60 years)
(Regimen (Regimen (Regimen (Regimen (Regimen (Regimen 00912)
00826) 00932) 00824) 00826) 00932)

For CD20 positive patients
e riTUXimab-Hyper CVAD (ALL) Part A (NCCP Regimen 00825) and riTUXimab-Hyper CVAD (ALL)
Part B (NCCP Regimen 00827 for patients < 60 years or NCCP Regimen 00933 for patients > 60
years) should be completed before beginning Hyper CVAD (ALL) Maintenance Therapy (POMP)
(NCCP Regimen 00912)
e See Table 2 below for riTUXimab-Hyper CVAD (ALL) Therapy Part A, Part B and Maintenance
full cycle schedule:
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Table 2. Cycle schedule for riTUXimab-Hyper CVAD (ALL) Therapy

National Cancer
Control Programme

Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5
Part A Part B Part B Part A Part B Part B Part A
(< 60 years) (> 60 years) (< 60 years) (> 60 years)

(Regimen (Regimen (Regimen (Regimen (Regimen (Regimen (Regimen
00825) 00827) 00933) 00825) 00827) 00933) 00825)

Cycle 6 Cycle 7 Cycle 8 Cycle 9-32
Part B Part B Part A Part B Part B Maintenance
(< 60 years) (> 60 years) (< 60 years) (> 60 years)
(Regimen (Regimen (Regimen (Regimen (Regimen (Regimen 00912)
00827) 00933) 00825) 00827) 00933)

e Hyper CVAD (ALL) Maintenance Therapy (POMP) consists of a 28-day cycle which should
continue for 2 years (24 months) unless the patient experiences disease progression or
unacceptable toxicity, whichever occurs first.

Note:

e Treatment should commence once ANC > 0.75 x 10°/L and platelets > 75 x 10°/L following Cycle
8 PartB
CD20 negative patients (Refer to NCCP Regimen 00826 for patients < 60 years; NCCP
Regimen 00932 for patients > 60 years)
CD20 positive patients (Refer to NCCP Regimen 00827 for patients < 60 years; NCCP
Regimen 00933 for patients > 60 years)
e Dosing of mercaptopurine and methotrexate should be adjusted to maintain the neutrophil
count between 0.75 and 1.5 x 10°/L and platelet count between 75 and 150 x 10%/L.
Mercaptopurine and methotrexate are usually prescribed every 4 weeks to support dose
variations (see dose modifications section). If a dose increase is indicated, the dose for the
next 4-week block should be prescribed in line with this to minimise dose alterations within

O
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O

cycle.

Facilities to treat anaphylaxis MUST be present when systemic anti-cancer therapy (SACT) is administered.

Table 3: Cycle schedule for Hyper CVAD (ALL) Maintenance Therapy (POMP)

Day Drug Dose Route Diluent & Rate Cycle
1-5 prednisoLONE 200mg once daily PO N/A Every 28 days for up
to 24 cycles
1-28 @Mercaptopurine | 50mg three times daily PO N/A Every 28 days for up
to 24 cycles
1, 8,15, 22 | "Methotrexate 20mg/m? PO N/A Every 28 days for up
to 24 cycles
1 evinCRIStine 1.5mg/m? (max dose 2mg) | IV infusion | 50mL NaCl 0.9% Every 28 days for up
over 15 minutes to 24 cycles

aMercaptopurine is commonly available as 50mg tablets and 20mg/mL oral suspension.

bMethotrexate is commonly available as 2.5mg tablets. Doses of PO methotrexate should be rounded to nearest whole tablet strength.

cvinCRIStine is a neurotoxic chemotherapeutic agent. Refer to NCCP Guidance on the Safe Use of Neurotoxic drugs (including Vinca
Alkaloids) in the treatment of cancer available on the NCCP website

Note: Administration volumes and fluids have been standardised to facilitate electronic prescribing system builds
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ELIGIBILITY:
e Indications as above
e ECOGO0-2
o Patients with ECOG 3 may be considered at consultant’s discretion
EXCLUSIONS:
e Hypersensitivity to prednisoLONE, mercaptopurine, methotrexate, vinCRIStine, or any of the
excipients

e Pregnancy
e Breastfeeding
e Women of childbearing potential not using effective contraception

PRESCRIPTIVE AUTHORITY:

The treatment plan must be initiated by a Consultant Haematologist working in the area of haematological
malignancies.

TESTS:

Baseline tests:

e FBC, renal and liver profile

e Blood glucose

e G6PD deficiency test if not completed in Hyper CVAD (ALL) Therapy Part A or Part B
e Consider TPMT test if not already tested

Regular tests:

e FBC weekly for first 4 weeks of Hyper CVAD (ALL) Maintenance Therapy (POMP), and then
monthly as clinically indicated thereafter
o Assessment of peripheral neuropathy status prior to each cycle

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.

DOSE MODIFICATIONS:

e Any dose modification should be discussed with a Consultant
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Haematological:

Table 4: Dose modifications of mercaptopurine and methotrexate based on haematological toxicity

ANC Platelets
(x10°/L) (x10°/L)

Dose modification

>1.5 And | >150 Increase mercaptopurine dose by 25% If counts remain at these levels after 4 weeks,
increase methotrexate by 25%. There are no maximum doses of mercaptopurine and

methotrexate

<0.75 Or <75 Reduce mercaptopurine and methotrexate by 50%

<05 Or <50

Stop maintenance and restart at 100% when ANC > 0.75 and platelets > 75

Renal and Hepatic Impairment:

Table 5: Dose modification based on renal and hepatic impairment

Drug Renal Impairment Hepatic Impairment
Mercaptopurine CrCl (mL/minute) | Dose Bilirubin > 50 micromol/L:
>30 No need for dose e  Omit mercaptopurine until it is less than 20
adjustment is expected micromol/L and then restart at half the
<30 Increase dosing interval to previous dose.
48 hours e  Escalate from 50% to 75% to 100% dose at

10-day intervals provided that
hyperbilirubinaemia does not recur.

Haemodialysis Not recommended

Consider dose modification for elevated
aminotransferases.

Grade 3-4: Bilirubin > 50 micromol/L:
e  Omit methotrexate until grade 0 toxicity e  Omit methotrexate until it is less than 20

Methotrexate (PO)

(i.e. completely resolved)
e Resume at 100% of the previously attained
dose and continue at 10-day intervals

micromol/L, and then restart at half of the
previously attained dose.

e  Escalate from 50% to 75% to 100% dose at
10-day intervals provided
hyperbilirubinaemia does not recur.

Consider dose modification for elevated
aminotransferases.

vinCRIStine No need for dose adjustment is expected. Bilirubin (micromol/L) | Dose
Haemodialysis: No need for dose adjustmentis | >50 Withhold
expected 25-50 Administer 50% of
dose

Do not alter dose for abnormal transaminases

Mercaptopurine: Renal — Giraud et al 2023; hepatic — UKALL14 v12
Methotrexate (PO): Renal and hepatic — UKALL14 v12
vinCRIStine: Renal — Giraud et al 2023; Hepatic — UKALL14 v12
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Management of adverse events?:

Table 6: Dose modification of vinCRIStine for peripheral neuropathy

Symptom Dose of vinCRIStine

Grade 1 100%

Grade 2 Hold until recovery then reduce dose by 50%
Grade 3-4 Omit

Table 7: Dose modification of methotrexate and mercaptopurine for mucositis and stomatitis
Symptom Dose of methotrexate and mercaptopurine
Grade 1 100%
Grade 2 Hold until grade 1 or less then reduce methotrexate and mercaptopurine by 25%
Grade 3-4 Hold until grade 1 or less then reduce methotrexate and mercaptopurine by 50%

Classification of adverse events available from: Common Terminology Criteria for Adverse Events (CTCAE) version 5.0

SUPPORTIVE CARE:

EMETOGENIC POTENTIAL.:

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

Mercaptopurine: Minimal to low (Refer to local policy)
vinCRIStine: Minimal (Refer to local policy)
Methotrexate: 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: None usually required

OTHER SUPPORTIVE CARE:
e Prophylactic regimen against vinCRIStine-induced constipation is recommended (Refer to local
policy)
e Anti-fungal prophylaxis: Avoid the concurrent use of azoles and vinCRIStine (Refer to local
policy)

e Anti-viral prophylaxis (Refer to local policy)
e Proton pump inhibitor: If a PPl is used it should be held before the administration of
methotrexate (Refer to local policy).
e  G-CSF prophylaxis (Refer to local policy)
e PJP prophylaxis (Refer to local policy)
o Consider interactions between methotrexate and co-trimoxazole. If co-trimoxazole cannot
be avoided, avoid administration on the same day.
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e Contraception: effective contraceptive methods should be used whilst on therapy due to risk
of foetal harm. Effective contraception methods and adequate contraception timeframe
should be discussed with all patients of reproductive potential

ADVERSE EFFECTS:

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

REGIMEN SPECIFIC COMPLICATIONS:

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

e Hepatitis B Reactivation: Patients should be tested for both HBsAg and HBcoreAb as per local
policy. If either test is positive, such patients should be treated with anti-viral therapy (Refer
to local infectious disease policy). These patients should be considered for assessment by
hepatology

DRUG INTERACTIONS:

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