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Child Safe Organisation Statement of Commitment

CAHS commits to being a child safe organisation by applying the National Principles for Child Safe
Organisations. This is a commitment to a strong culture supported by robust policies and procedures to
reduce the likelihood of harm to children and young people.

This document should be read in conjunction with this DISCLAIMER

QUICKLINKS

Dosage/Dosage Administration Compatibility Monitoring
Adjustments

DRUG CLASS

Cytokine modulator — inhibits activity of interleukin-6. (")

INDICATIONS AND RESTRICTIONS

Tocilizumab under the PBS requires authority approval from Medicare PRIOR to initiation of
therapy. All non-PBS indications require an Individual Patient Approval (IPA) from the CAHS Drug
and Therapeutics Committee (DTC) unless noted below:

HSD S$100 / PBS Authority:

e Polyarticular Juvenile Idiopathic Arthritis (JIA) in patients of 2 years of age and over.(-3)

o Systemic JIA in patients of 1 year of age and over (subcut) or 2 years of age and over (IV). (-3
For S100 HSD / PBS Authority criteria see here.

Approved non-PBS use (IPA not required):

o Treatment of severe or life-threatening cytokine release syndrome (CRS).?

IPA required:

e All other indications including the treatment of severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2) infection [COVID-19] require an IPA. 4

¢ |PA application MUST be approved by DTC prior to commencement.
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CONTRAINDICATIONS

Hypersensitivity to tocilizumab or any component of the formulation, Chinese hamster ovary
cell. @

Patients with active serious or untreated infection (except for SARS-CoV-2 [COVID-19]), e.g.
sepsis, hepatitis B, active tuberculosis (TB) (before completing TB treatment).('- 9

PRECAUTIONS

Hypersensitivity to other recombinant human or humanised antibodies. ?)

Patients with any underlying conditions that predispose a patient to infection (e.g. diabetes,
diverticulitis) should be closely monitored. Tocilizumab may suppress symptoms of infection
and the increase in C-reactive protein.(")

Screening for latent tuberculosis (TB) infection should be considered prior to starting
tocilizumab therapy, particularly for children with history of travel to endemic regions. Latent TB
should be treated before initiating treatment. Consult with Infectious Diseases.®?

Use with other cytokine modulators is not recommended as this can increase the risk of
infection.

Tocilizumab can cause neutropaenia, do not start when absolute neutrophil count (ANC)

< 2 x 10%L and do not use when ANC is below 0.5 x 10%/L ® unless patient has
hemophagocytic lymphohistiocytosis (HLH)/Macrophage Activation Syndrome (MAS) or CRS,
where the decision to treat with tocilizumab rests with the treating Consultant.

Tocilizumab can cause thrombocytopenia, use with caution when platelets are < 100 x 10°/L
and do not use when platelets are below 50 x 10°/L("-?unless patient has HLH/MAS or CRS,
where the decision to treat with tocilizumab rests with the treating Consultant.

May increase hepatic alanine aminotransferase (ALT) and aspartate aminotransferase (AST)
levels during treatment, therefore careful monitoring is required. Commence tocilizumab
therapy with caution if aminotransferases are greater than 1.5 times the upper limit of normal
(ULN).®) If the patient has HLH/MAS or CRS, the decision to treat rests with the treating
Consultant.

Live and live attenuated vaccines should not be given to patients receiving tocilizumab;
vaccines may need to be delayed and consideration should be given if any live vaccines have
been recently administered.®

Previous TNF-alpha antagonist treatment — Use with caution. May be at greater risk of
infections and neutropaenia with tocilizumab.(")

History, or at increased risk, of Gl ulceration (e.g. diverticulitis) — risk of Gl perforation is
increased by tocilizumab. Gl inflammation may be more difficult to diagnose. (")

Intravenous tocilizumab (Actemra®) contains 1.17 mmol (26.55 mg) of sodium per maximum
dose of 1200 mg. This should be taken into consideration by patients on a controlled sodium
diet. The subcutaneous tocilizumab (Actemra®) formulation does not contain sodium.®?

Post-surgery — Use with caution. Tocilizumab reduces concentration of C-reactive protein and
reduces the normal postoperative increase in body temperature. It reduces fibrinogen
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concentration which can lead to hypofibrinogenaemia, increasing risk of postoperative
bleeding.("

FORMULATIONS

Listed below are products available at PCH, other formulations may be available, check with
pharmacy if required:

e 400 mg /20 mL vial

e 200 mg/ 10 mL vial

e 80mg/4 mL vial

e 162 mg/ 0.9 mL prefilled subcutaneous pen

e 162 mg/ 0.9 mL prefilled subcutaneous syringe

Imprest location: Formulary One

If no stock is available in an emergency after hours, contact the on-call pharmacist.

DOSAGE & DOSAGE ADJUSTMENTS

Neonates: No data - IPA required for use.
INTRAVENOUS DOSING
Polyarticular JIA (-2 4)

= 2 vears of age

e <30 kg: 10 mg/kg/dose given once every four weeks as an IV infusion.
e 230 kg: 8 mg/kg/dose given once every four weeks as an IV infusion.
Systemic JIA (1:2.4)

= 2 vears of age

e <30 kg: 12 mg/kg/dose given once every two weeks as an |V infusion.

230 kg: 8 mg/kg/dose given once every two weeks as an IV infusion.
Treatment of CRS (24.6)

= 2 vears of age

e <30 kg: 12 mg/kg/dose as an IV infusion
e 230 kg: 8 mg/kg/dose (maximum 800 mg) as an |V infusion
Repeat Dosing for CRS

CRS associated with CAR T-Cell therapy: Repeat tocilizumab every 8 hours if not responsive to
intravenous fluids and increasing oxygen supplementation. Limit to a maximum of 3 doses in 24
hours and maximum of 4 doses total >4 6)

CRS associated with blinatumomab: Refer to the relevant Oncology Protocol for additional
information.
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4 "SUBCUTANEOUS DOSING

Patients transitioning from IV therapy to subcut administration should administer the first subcut dose
at the time of the next scheduled IV dose.

Note: The prefilled pen (Actemra ACTPen®) should not be used in children < 12 years of age due
to risk of inadvertent intramuscular administration with thinner subcutaneous tissue. Use the
prefilled syringe in patients < 12 years of age. ?

Polyarticular JIA 2 6)

= 2 vears of age

e <30 kg: 162 mg given every three weeks by subcutaneous injection

e =30 Kkg: 162 mg given every two weeks by subcutaneous injection

Systemic JIA 2:6)

2 1 vears of age

e < 10kg: Subcutaneous tocilizumab should not be used for systemic JIA in patients < 10 kg
e 10kg-—29kg: 162 mg given every two weeks by subcutaneous injection.

e 230 Kkg: 162 mg given once every week by subcutaneous injection

Renal impairment:

e No adjustment necessary. There are no studies conducted in patients with severe renal
impairment. %4.7)

Hepatic impairment:

e Commence tocilizumab therapy with caution if aminotransferases are greater than 1.5 times the
upper limit of normal (ULN).®) If the patient has CRS, the decision to treat rests with the treating
Consultant.

e Consider dosage adjustment or interruption to therapy if ALT/AST is elevated to greater than
three times the upper limit of normal ")

ADMINISTRATION

INTRAVENOUS INFUSION

The following personal protective equipment (PPE) must be worn during preparation and
administration 17

e N95 mask
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Gloves

Protective eye wear — must be worn during preparation and when dis/connecting
administration.

Disposal of waste is not subject to any special precautions and should be performed in accordance
with the usual hospital practice for disposal of parenteral medications and patient waste. (")

Administer premedication, if ordered, 30 minutes to 1 hour prior to commencing infusion at the
discretion of the treating consultant. (Not routinely used, however paracetamol and / or an
antihistamine may be considered in patients who have experienced a previous infusion related
reaction).

Must be further diluted in sodium chloride 0.9% before administration. @ 9)

The procedure is as follows:

1.
2.

Tocilizumab infusion should be charted on a Parenteral Fluid Therapy Order Chart (MR828).

Obtain the required number of tocilizumab vials. IMPORTANT - DO NOT SHAKE VIALS or
FINAL PRODUCT

e For children < 30 kg: dose to be diluted in @ 50 mL sodium chloride 0.9% IV bag.

e For children and adolescents = 30kg: dose to be diluted in a 100 mL sodium chloride 0.9%
IV bag.

If the final volume is 50 mL:

e Withdraw and discard 7 mL in addition to a volume equal to the volume of the tocilizumab
dose, from a 50 mL sodium chloride 0.9% IV bag.

OR If the final volume is 100 mL:

e Withdraw and discard 8 mL in addition to a volume equal to the volume of the tocilizumab
dose, from a 100 mL sodium chloride 0.9% IV bag.

This will ensure that the final volume in the IV bag is either 50 mL or 100 mL respectively.
Draw up the volume equal to the dose of tocilizumab required into a syringe.

Slowly add the tocilizumab concentrate to the adjusted bag. Gently invert the bag but DO NOT
SHAKE.

Allow the diluted infusion solution to reach room temperature prior to administration and infuse
as per rates below using a dedicated IV line.

Infusion rate

o Children < 30 kg commence at 10 mL/hr for first 15 minutes then increase to 65 mL/hr
until infusion complete.

o Children and adolescents = 30 kg commence at 10 mL/hr for first 15 minutes then
increase to 130 mL/hr until infusion complete.

o Do not administer as an |V push or bolus.

Do not use if opaque particles or discoloration are visible @ 9
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SUBCUTANEOUS INJECTION (29
e The Actemra ACTPen® should not be used in children < 12 years of age.
o First dose of should be administered under clinical supervision.

* Remove the subcutaneous syringe or pen from the refrigerator and allow to reach room
temperature before administration (30 minutes for the syringe or 45 minutes for the pen).

¢ Do not use if the medicine is cloudy or contains particles, is any colour besides colourless to
slightly yellowish, or any part of the pre-filled syringe appears to be damaged.

¢ Give the injection within 3 minutes of removing the cap.
¢ Inject dose subcutaneously into the abdomen, thigh or upper arm.
¢ Rotate injection site for each dose.

e See the Subcutaneous Injections policy for further information.

INTRAVENOUS COMPATIBILITY (LIST IS NOT EXHAUSTIVE)

Compatible fluids: @ 9

Sodium chloride 0.9%.

Do not mix with any other drug or diluent. -9
Compatible at Y-site:
» No information @

Only commonly used drugs are listed below. This is not a complete list of incompatible drugs.
Compatibilities of 1V drugs must be checked when two or more drugs are given concurrently.

INCOMPATIBLE drugs:

¢ No information ®

MONITORING

Before treatment commences

» Full blood picture with differential, liver function tests, platelet count. - 7)

o For JIA, measure alanine transaminase (ALT), aspartate transaminase (AST), platelets
and absolute neutrophil count (ANC) at the time of the second infusion. Repeat every
4 — 8 weeks for polyarticular JIA; every 2 — 4 weeks for systemic JIA. (1)

Before and during infusion

e Medications for treatment of severe hypersensitivity reactions, including anaphylaxis, should be
available for immediate use in the event of an adverse event. ()

e Monitor temperature, blood pressure and pulse rate every 30 minutes for the duration of the
infusion and 30 minutes post infusion.

After infusion
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o Patient to wait in the ward for 30 minutes after administration 8 or earlier depending on
Consultant approval for regular patients to facilitate monitoring of any allergic or adverse
drug reactions.

Serum lipid profile is monitored if clinically indicated as there may be a transient increase in lipid

levels while on therapy after infusion. (-2 Patient may be referred to their General Practitioner (GP)

if necessary.

ADVERSE EFFECTS

Common: Infections (including opportunistic), cough, nausea, rash, itch, headache, dizziness,
hypertension, infusion related reactions, subcut injection site reactions, increased liver enzymes,
neutropenia, gastritis, mouth ulcers, diarrhoea, hypofibrinogenaemia, increased lipids. (-5

Infrequent: Thrombocytopenia, gastrointestinal perforation (possibly dose-related),
hypersensitivity reactions ()

Rare: Serious hepatotoxicity (including acute liver failure, hepatitis, jaundice).
STORAGE @

e Vials: Store between 2-8°C and protect from light.
e Pre-filled syringe or pen: Store between 2-8°C and protect from light.

o Once removed from the refrigerator, the pre-filled syringe or pre-filled pen can be stored
up to 2 weeks (14 days) at or below 30 °C.

INTERACTIONS

This medication may interact with other medications; consult PCH approved references (e.g.
Clinical Pharmacology), a clinical pharmacist or PCH Medicines Information Service on extension
63546 for more information.

Live and live attenuated vaccines should not be given concurrently with tocilizumab.

Hepatic CYP450 enzyme expression is supressed by cytokines that stimulate chronic inflammation
e.g. IL-6. Suppression of CYP450 expression may be reversed when tocilizumab is introduced.
Monitor patients taking medicines metabolised by CYP450 appropriately as doses may need to be
adjusted.®

**Please note: The information contained in this guideline is to assist with the preparation and administration
of tocilizumab. Any variations to the doses recommended should be clarified with the prescriber prior to
administration™*

Related CAHS internal policies, procedures and guidelines

Subcutaneous Injections

Clinical Care of Paediatric Patients with COVID-19

References
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This document can be made available in
alternative formats on request for a person

with a disability.
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