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Hypersensitivity / Infusion related reaction risk

This document summarises the basis for the guidance on hypersensitivity/infusion related
reaction risk management provided for medical oncology regimens in the ACT-NOW Systemic Anti-
Cancer Therapy Regimen Library (SRL).

Hypersensitivity / Infusion related reaction risk value options for the SRL:

e High - routine premedication recommended
e Low - routine premedication not recommended
e Variable

Guidance

Recommendations for premedication included in the SRL regimens are generally based on the
relevant manufacturer’s product information.

Where appropriate, additional information i.e. observation periods, change to infusion duration
if well tolerated will be included in the medication’s full details.

High - routine premedication recommended

Regimens for which routine pre-emptive premedication is recommended, and include one or
more of the following: a corticosteroid, an antihistamine, paracetamol, and an H,-receptor
antagonist. These medications are administered prior to the specific SACT medication to reduce
the risk of hypersensitivity and/or administration-related reactions.

Where premedication tapers (if well tolerated) or discontinues following a defined number of
doses, this is included in the regimen.

See Appendix 1, below for an Overview of SACT pre-medication requirements.

Low - routine premedication not recommended

Regimens for which routine pre-emptive premedication is not recommended, however if
patients experience a mild or moderate administration-related reaction with a dose refer to
the NZ Datasheet or international product information for rate of administration or dose
adjustment and/or consider premedication for subsequent doses.

Immune checkpoint inhibitors have commonly been associated with infusion-related reactions
(IRRs) such as hypersensitivity and anaphylaxis. However, the incidence of severe grade 3 or
above IRRs is relatively uncommon. Most immune checkpoint inhibitors are categorised as 'low'
risk and routine premedication is not typically recommended. Avelumab is an exception, with
IRRs being very common and premedication is advised.
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Variable

e Used in complex regimens which have different requirements for different cycles.

e Explanatory notes are included under the Supportive Care Factors section in the regimen.

e Therecommended hypersensitivity / infusion related reaction premedication is included within
the regimen definition as per “High - routine premedication recommended” above in those
cycles where that is appropriate.

Each cancer type working group chair has the final decision as to the requirement of
hypersensitivity / infusion related reaction guidance within an SRL regimen.
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Appendix 1. Overview of SACT pre-medication requirements

It is recommended to consult the latest prescribing information and literature for details on management and/or
prophylaxis of infusion related reactions for systemic anticancer treatments.

Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

amivantamab

NZ Datasheet:

Prior to initial infusion of RYBREVANT
(Week 1, Days 1 and 2), administer
antihistamines, antipyretics, and
glucocorticoids to reduce the risk of IRRs.
For subsequent doses, administer
antihistamines and antipyretics.
Administer antiemetics as needed. Table 3
summarises the recommendations
regarding pre-infusion medications.

Table 3:

Antihistamine* Diphenhydramine (25 to
50 mg) or equivalent IV given 15 to 30
minutes prior to RYBREVANT or Oral
given 30 to 60 minutes prior.

Antipyretic* Paracetamol (500 to 1,000
mgq) IV given 15 to 30 minutes prior to
RYBREVANT or Oral 30 to 60 minutes
prior to.

Glucocorticoid# Dexamethasone (10 mg)
or Methylprednisolone (40 mg) or
equivalent IV given 45 to 60 minutes prior
to RYBREVANT

* Required at all doses.
¥ Required at initial dose (Week 1, Days 1
and 2); optional for subsequent doses.

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested pre-medications:

Cycle 1:

e dexamethasone 10 mg IV 45 to 60 minutes
prior to amivantamab; MUST be given days
1 and 2, may be omitted on days 8, 15 and
22 if no infusion-related reaction occurred
during previous infusions.

e loratadine 10 mg PO 30 to 60 minutes prior
to each dose.

e paracetamol 1000 mg PO 30 to 60 minutes
prior to each dose.

Cycle 2 onwards:

e loratadine 10 mg PO 30 to 60 minutes prior
to each dose

e paracetamol 1000 mg PO 30 to 60 minutes
prior to each dose

And include statements in Cycle details:

e "Administer dexamethasone 10 mg IV 45 to
60 minutes prior to amivantamab if an
infusion-related reaction occurred during
previous infusions”.

e "If dexamethasone is administered,
ondansetron 8 mg ONE hour prior to
amivantamab infusion for antiemetic cover
may be omitted.”

aTEZOLIzumab

NZ Datasheet:
No first administration premedication
requirements specified.

Premedication with antipyretic and
antihistamines may be considered for
subsequent doses.

The initial dose of Tecentriq must be
administered over 60 minutes. If the first
infusion is tolerated, all subsequent
infusions may be administered over 30
minutes.

Hypersensitivity / Infusion related reaction risk:
Low - routine premedication not
recommended

Include statements:

e "If the initial dose is well tolerated,
subsequent doses may be administered
over 30 minutes”.

e "Administer appropriate premedications if
patient had a previous infusion related
reaction of a grade where re-challenge is
possible”.
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

NZ Datasheet:

Patients have to be premedicated with an
antihistamine and with paracetamol prior
to the first 4 infusions of BAVENCIO®. If
the fourth infusion is completed without
an infusion-related reaction,

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedications, ONE hour prior to
avelumab:
e paracetamol 1000 mg PO

avelumab premedication for subsequent doses e loratadine 10 mg PO
should be administered at the discretion
of the physician. And include statement:
“If the fourth infusion is completed without an
infusion-related reaction, premedication for
subsequent doses should be administered at
the discretion of the physician”.
NZ Datasheet:
A systematic premedication is not
warranted. Hypersensitivity / Infusion related reaction risk:
Low - routine premedication not
The initial Vegzelma dose should be recommended
delivered over 90 minutes as an IV
infusion. If the first infusion is well Include statement: “Initial dose may be
to|erated, the second infusion may be administered over 30 minutes; if the previous
administered over 60 minutes. If the 60- dose is well tolerated, subsequent doses may
minute infusion is well tolerated, all also be administered over 30 minutes, or over
beVACizumab Subsequent infusions may be XX mg/kg* as per institutional practice".
administered over 30 minutes.
*XX mg/kg depends on the dose in the
Evidence* > %789 and clinical practice of regime as follows:
more rapid infusion of subsequent doses
of bevacizumab was reviewed by the Treatment dose Subsequent infusions
Pharmacy Advisory Group meeting (26" 15 mg/kg Infuse over 30 minutes
August 2025). The group endorsed 2 10 mg/kg Infuse over 20 minutes
options (see Inclusions) for more rapid 7.5 mg/kg Infuse over 10 minutes
infusion depending on centres preference | | 5 mg/kg Infuse over 10 minutes
and ability to implement variations in
infusion time with treatment dose.
NZ Datasheet:
Routine premedication to prevent e . L
hypersensitivity reactions is not usually H}/persensrflwty / Infusllon.related reaction risk:
High - routine premedication recommended
recommended.
Grade 1 or 2 infusion related reaction o
slow or stop infusion and manage suggesed jpremedical on
e dexamethasone 8 to 12 mg PO ONE hour
symptoms. . .
. Severe idiosyncratic reaction in 1% of PHOI’ tg chemothferapy.[zf dexamethasone
bleomycin is required as antiemetic or as per

lymphoma patients that is not allergic in
nature.

About half of patients may experience a
self-limiting mild febrile reaction usually
with the first or second administration.
The reaction can be reduced with an
antipyretic premedication. The incidence
of the febrile reaction reduces with
subsequent administrations.

institutional practice]

OR

e hydrocortisone 100 mg IV 30 minutes prior
to bleomycin for the first two doses and
subsequent doses ONLY if previous febrile
reaction, or as per institutional practice
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

NZ Datasheet:

Premedication Regimen: Administer
intravenously 30 minutes before each
dose of JEVTANA:

e Antihistamine (dexchlorpheniramine

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

i . . Suggested premedications, ONE hour prior to
cabazitaxel 5 mg or diphenhydramine 25 mg or 9a ) : P
; - . cabazitaxel:
equivalent antihistamine), .
. . e |oratadine 10 mg PO
e Corticosteroid (dexamethasone 8 mg .
. . . e dexamethasone 8 mg PO with food
or equivalent corticosteroid), .
. - e famotidine 20 mg PO
e H; antagonist (ranitidine 50 mg or
equivalent H, antagonist).
No first administration premedication
requirements specified in NZ Datasheet. No supportive care value assigned for
Reactions more likely to occur from cycle | Hypersensitivity / Infusion related reaction risk.
cARBOplatin 8.
Routine premedication with a Include statement only:
corticosteroid, antihistamine and an H, “Hypersensitivity risk increases with number of
antagonist may not prevent infusion cycles of carboplatin”.
related reactions.'>
. - . S Hypersensitivity / Infusion related reaction risk:
o No first administration premedication yper vt v/ usion reaction i
cemiplimab Low - routine premedication not

requirements specified in NZ Datasheet.

recommended
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

CETUximab

NZ Datasheet:

Prior to the first infusion, patients must
receive a premedication with an
antihistamine and a corticosteroid at least
1 hour prior to administration of
cetuximab. Similar premedication is
recommended prior to all subsequent
infusions.

Close monitoring is required during the
infusion and for at least 1 hour after the
end of the infusion.

Chemotherapy must not be administered
earlier than 1 hour after the end of the
cetuximab infusion.

Note: The administration information in
the SRL was reviewed and included prior
to the inclusion of the 2-weekly dosing in
the NZ Datasheet (20 January 2024).

Every two weeks dose regimen

For initial and subsequent doses, Erbitux
is administered once every two weeks:
each dose is 500 mg cetuximab per m?
BSA. The recommended infusion period is
120 minutes.

Administration: The initial dose should be
given slowly to minimise the risk of
infusion-related reactions (see Section
4.4). The recommended infusion period is
120 minutes. For subsequent
administration, the infusion rate must not
exceed 10 mg/min. If the initial infusion is
well tolerated, the recommended infusion
period for weekly dose regimen of 250
mg/m2 is 60 minutes and recommended
infusion period for the every two weeks
dose regimen of 500 mg/m? is 120
minutes.

Subsequent administration time of 60
minutes for the 2-weekly 500 mg/m?
dosing is based on clinical practise and a

review of evidence, including clinical
trials 16, 17,18, 19

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedications, ONE hour prior to

cetuximab:
e dexamethasone 8 mg PO
e loratadine 10 mg PO

Include statements (Q2W dosing):

e “Administer over 120 minutes; if initial and
all previous doses are well tolerated,
evidence from clinical trials support
administration of subsequent doses over
60 minutes”.

e "An observation period of 60 minutes
post-infusion is recommended [and if
further SACT scheduled, also include] prior
to administration of further systemic anti-
cancer treatment”.
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

No first administration premedication
requirements specified in NZ Datasheet.
Reactions more likely to occur from cycle

No supportive care value assigned for
Hypersensitivity / Infusion related reaction risk.

ciSplatin 8. Include statement only:
Premedication with a corticosteroid, “Hypersensitivity risk increases with number of
antihistamine and an H; antagonist may cycles of cisplatin”.
not prevent infusion related reactions.'>'?
denosumab No first administration premedication Hypersensitivity / Infusion related reaction risk:
subcutaneous requirements specified in the NZ Low - routine premedication not

Datasheet.

recommended
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

DOCEtaxel

NZ Datasheet: Patients should be pre-
treated prior to each DBL Docetaxel
administration.

Premedication in breast, non-small cell
lung, ovarian and head and neck cancers:
A premedication consisting of an oral
corticosteroid, e.g. dexamethasone 16
mg/day (e.g. 8 mg twice daily) for three
days starting one day prior to docetaxel
administration, unless contraindicated,
can reduce the incidence and severity of
fluid retention as well as the severity of
hypersensitivity reactions.

Premedication in prostate cancer

For prostate cancer, given the concurrent
use of prednisone or prednisolone, the
recommended premedication regimen is
oral dexamethasone 8 mg 12 hours, three
hours and one hour before the docetaxel
infusion.

Statement: “Some centres may wish to
replace the three oral doses of
dexamethasone 8 mg premedication with
a single intravenous dose of
dexamethasone 20 mg prior to docetaxel
infusion”. Based on Rogers ES, et al 2014,
Chouhan JD, 2011.

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedication for Q3W regimens

except prostate cancer with concurrent

corticosteroids (see below):

e dexamethasone 8 mg PO twice daily* with
food, for three days starting one day prior
to docetaxel administration.

* |f aprepitant is used as part of the antiemetic
regimen dexamethasone dose is reduced to 8
mg ONCE daily on days of concomitant
administration.

Include statement:

“Some centres may wish to replace the three
oral doses of dexamethasone 8 mg
premedication with a single intravenous dose
of dexamethasone 20 mg [10 mg if aprepitant
is used as part of antiemetic regimen] prior to
docetaxel infusion”.

Post docetaxel infusion dexamethasone doses
should still be included to reduce incidence
and severity of fluid retention.

Suggested premedication for Q3W regimens

for prostate cancer with concurrent

corticosteroids (if no regular corticosteroid as

part of regimen use standard premedication

above):

e dexamethasone 8 mg PO with food at 12
hours, three hours and one hour before
the docetaxel infusion.

Include statement:

“Some centres may wish to replace the three
oral doses of dexamethasone 8 mg
premedication with a single intravenous dose
of dexamethasone 20 mg [10 mg if aprepitant
is used as part of antiemetic regimen] prior to
docetaxel infusion”.

Suggested premedication for Q1W regimens:
e dexamethasone 8 mg PO ONE hour prior
to docetaxel infusion.

dostarlimab

No first administration premedication
requirements specified in the NZ
Datasheet.

Hypersensitivity / Infusion related reaction risk:
Low - routine premedication not
recommended
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Medication Pre-medication requirement Inclusions in the ACT-NOW SRL
. N itivi Infusi I i isk:
durvalumab No first administration premedication Hypersensitivity / Infusion related reaction ris

requirements specified in NZ Datasheet.

Low - routine premedication not
recommended

Hypersensitivity / Infusion related reaction risk:

6 or on re-challenge.

Premedication with a corticosteroid,
antihistamine and an H; antagonist may
not prevent infusion related reactions.’ '3

ipili No fi ini i ication . .
ipilimumab © I.rSt admlnlstra.tl.on premed catio Low - routine premedication not
requirements specified in NZ Datasheet.
recommended
. - . N Hypersensitivity / Infusion related reaction risk:
nivolumab No first administration premedication yp . y/ ..
. e Low - routine premedication not
requirements specified in NZ Datasheet.
recommended
No first administration premedication No supportive care value assigned for
requirements specified in NZ Datasheet. Hypersensitivity / Infusion related reaction risk.
Reactions more likely to occur from cycle
oxaliplatin

Include statement only:
Hypersensitivity risk increases with number of
cycles of oxaliplatin.
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Medication Pre-medication requirement Inclusions in the ACT-NOW SRL

Hypersensitivity / Infusion related reaction risk:

High - routine premedication recommended

Suggested premedications for Q3W

regimens:

e dexamethasone 20 mg PO the night
before and ONE hour* (or timing as per
institutional policy) prior to paclitaxel
infusion. Take with food.

NZ Da’Fasheet: . e loratadine 10 mg oral ONE hour prior to
All patients must be premedicated before . . .
paclitaxel is administered to prevent paclitaxel infusion
severe hypersensitivity effects. Include statement:
Suchdpremedrl]catlon r;oay con5|s|;c of. . “If the initial infusion(s) of paclitaxel are well
* esﬁ?\gle;n'gszgzroximgt;r; 1);(:;(;’(56 tolerated, clinicians may decide at their
! . . discretion, to omit dexamethasone night
hours prior to starting the paclitaxel before dose”
infusion. '
o
:Dnrtc;:/ztnh:j;];Ozrsor:hgerogusi?agg H1- *The dexamgthasone 20 mg dose ONE hour
PACLItaxel antagonist, 30 minutes prior to prior to paclitaxel should be reduced to 12 mg
; ' . . 5 if aprepitant is being used as an antiemetic.
starting the paclitaxel infusion.
* EZ?Idi:tiaizigi ;rf:z?;:dcl)sirsf_g Suggested premedications for QTW regimens,
g by . . . ONE hour prior to paclitaxel infusion:
mlnutes: startllng 3Q minutes prior to Week 1-
the paclitaxel infusion. e dexamethasone 8 mg PO with food
e loratadine 10 mg PO
Removal of H, antagonist and tapering Week 2:
pre-medications for weekly dosing based | ,  4oyamethasone 4 mg PO with food
on review of evidence and clinical practise | |, atadine 10 mg PO
and endorsed by Supportive care review Week 3:
group members 20253539 e loratadine 10 mg PO

Week 4 onwards

e No premedication

Include statement:

“Tapering schedule of pre-medications is for

patients who did not experience a

hypersensitivity reaction to the previous dose

of weekly paclitaxel”.
PACLItaxel

nanoparticle
albumin bound
(nab-paclitaxel/

Abraxane®)

NZ Datasheet:

No premedication to prevent
hypersensitivity reactions is required prior
to administration of ABRAXANE.

NIL
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

pegylated liposomal
DOXOrubicin
(Caelyx®)

NZ Datasheet:
No first administration premedication
requirements specified.

Breast/Ovarian cancer:

To minimise the risk of infusion reactions,
the initial dose is administered at a rate
no greater than 1 mg/minute. If no
infusion reaction is observed, subsequent
CAELYX infusions may be administered
over a 60-minute period.

AIDs related Kaposi's sarcoma:
administered by intravenous infusion over
30 minutes.

No supportive care value assigned for
Hypersensitivity / Infusion related reaction risk.

Include statement only:

High risk of hypersensitivity reactions.
Maximum rate of 1 mg/min for initial dose; if
the initial dose is well tolerated subsequent
doses may be administered over XX* minutes.

*XX = 30 or 60 minutes depending on regimen
and dose used. See NZ Datasheet for specific
information.

pembrolizumab

NZ Datasheet:
No first administration premedication
requirements specified.

Patients with mild or moderate infusion
reaction may continue to receive
KEYTRUDA with close monitoring;
premedication with antipyretic and
antihistamine may be considered.

Hypersensitivity / Infusion related reaction risk:
Low - routine premedication not
recommended

pPERTUZumab
intravenous

NZ Datasheet:
No first administration premedication
requirements specified.

An observation period
of 30-60 minutes is recommended after
completion of each Perjeta infusion

No supportive care value assigned for
Hypersensitivity / Infusion related reaction risk.

Include statements only:

e "If the initial loading dose of pertuzumab
is well tolerated, subsequent doses may be
administered over 30 minutes”.

e "An observation period of 60 minutes
post-infusion is recommended [and if
further SACT scheduled, also include] prior
to administration of further systemic anti-
cancer treatment”.
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Medication

Pre-medication requirement

Inclusions in the ACT-NOW SRL

raMUCIRumab

FDA Product Information - CYRAMZA®:

e  Prior to each CYRAMZA infusion,
premedicate all patients with an
intravenous histamine-1 receptor
antagonist (e.g., diphenhydramine
hydrochloride) [see Warnings and
Precautions (5.6)].

e For patients who have experienced a
Grade 1 or 2 IRR, premedicate with a
histamine-1 receptor antagonist,
dexamethasone (or equivalent), and
acetaminophen prior to each
CYRAMZA infusion [see Dosage and
Administration (2.6)].

by intravenous infusion over 60 minutes.
If the first infusion is tolerated, all
subsequent CYRAMZA infusions may be
administered over 30 minutes.

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedication, ONE hour prior to
ramucirumab:
e Jloratadine 10 mg PO

Include statement:

“If the initial infusion of ramucirumab is well
tolerated, subsequent doses may be
administered over 30 minutes”.

sacituzumab
govitecan

Australian Product Information —
TRODELVY ®:

Prevention of infusion reactions: give
antipyretics, H" and H? blockers prior to
infusion; corticosteroids may be used for
patients who had prior infusion reactions.

First infusion: Administer infusion over 3
hours.

Subsequent infusions: Administer infusion
over 1 to 2 hours if prior infusions were
tolerated. Observe patients during the
infusion and for at least 30 minutes after
each infusion for signs or symptoms of
infusion-related reactions.

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedications, ONE hour prior to
sacituzumab govitecan:

e paracetamol 1000 mg PO

e loratadine 10 mg PO

e famotidine 20 mg PO

Include statements:

e "If the initial dose is well tolerated,
subsequent doses may be administered
over 60 to 120 minutes”.

e "An observation period of at least 30
minutes post-infusion is recommended”.

trabectedin

Australian Product Information —
YONDELIS (TRABECTEDIN):

All patients must receive corticosteroids
e.g. 20 mg of dexamethasone
intravenously 30 minutes prior to
YONDELIS, not only as anti-emetic
prophylaxis, but also because it appears
to provide hepatoprotective effects.
Additional anti-emetics may be
administered as needed.

Hypersensitivity / Infusion related reaction risk:
High - routine premedication recommended

Suggested premedication, 30 minutes prior to
trabectedin:
e dexamethasone 20 mg IV
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Medication Pre-medication requirement Inclusions in the ACT-NOW SRL

No first administration premedication

requirements specified in the NZ . .
qu! peciied No supportive care value assigned for

Datasheet. o . . .
atasheet Hypersensitivity / Infusion related reaction risk.
t.rastuzumab If the initial loading dose was well Include statement onlv:
Intravenous tolerated, the subsequent doses can be Y . . y: .
. . . . If the initial loading dose of trastuzumab is
administered as a 30 minute infusion.
. well tolerated, subsequent doses may be
Patients should be observed for fever and .. . .
. . . . administered over 30 minutes”.
chills or other infusion-associated
symptoms.
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