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1. Scope 
 

1.1 This guidance has been developed to advise healthcare professionals on the 
prevention and management of hypersensitivity reactions to systemic anticancer 
therapy (SACT) in situations where H2 antagonists are in short supply or 
unavailable. 

 

2. Introduction  
 

2.1 In Oct 2019 the Department of Health and Social Care (DHSC) issued a Supply 
Disruption Alert (SDA/2019/005) for ranitidine – all oral formulations, following an 
investigation of a contaminant, N-nitrosodimethylamine (NDMA), in samples of 
ranitidine active substance.1   Following this, in Dec 2019 The Medicines and 
Healthcare products Regulatory Agency (MHRA) instructed suppliers to 
quarantine all affected, unreleased stock at manufacturer level.  As of May 2020, 
ranitidine tablets, effervescent tablets, oral solution and injection are expected to 
be out of stock with no date for resupply. 2 
 

2.2 The DHSC has provided guidance on alternatives for patients prescribed ranitidine 
used within its license for gastrointestinal conditions. The DHSC guidance does 
not cover the commonly prescribed off-label use in the management of infusion 
reactions to SACT. 
 

2.3 As many prescribers switch to alternative H2 antagonists, the availability of these 
alternatives is also becoming unpredictable.  In order to rationalize current stock of 
H2 antagonists, this contingency guidance has been written to aid decision making 
in the prescribing of H2 antagonists for the prevention and management of infusion 
reactions to SACT. 
 

3. Approach  
 
 
 
 
 
 
 
 
 
 
 
 
 

3.1 For many anticancer agents the evidence for the use of H2 antagonists in the 
prevention and management of infusion reactions is variable and consensus in 
practice is inconsistent.3,5,6  
 

3.2 As the availability of these agents becomes restricted it is important that guidelines 
and protocols are reviewed pro-actively, and the use of H2 antagonists is 
rationalised to ensure these agents are reserved for areas of practice where there 
is evidence of need and effectiveness.  In the areas where an H2 antagonist is 

Monitor 
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clearly required, options for agents that could replace ranitidine should be agreed 
locally and documented in accordance with institutional policy. 

 

4. Guidance    
 

4.1 H2 antagonists have been used off-label in in the prevention and management of 
infusion reactions to SACT in combination with other agents in three ways: 

 Treatment of an infusion related reaction 

 Standard pre-medication prior to some systemic anticancer therapies 

 Additional pre-medication during re-challenge or as part of a desensitisation 
regime in patients that have previously reacted to a systemic anticancer 
therapy.4 
 

4.2 Review  
 

4.2.1 Remove routine use of H2 antagonists from local treatment algorithms for the 
treatment of infusion-related reactions.  
 
Rationale:   Interpretation of evidence has been variable.  Although ESMO 
Clinical Practice Guidelines5 advocate use of H1 & H2 antagonists in the 
management of infusion related reactions, the Resuscitation Council (UK) 
states that there is little evidence to support the routine use of an H2-
antihistamine (e.g. ranitidine, cimetidine) for the initial treatment of anaphylactic 
reactions.6  In the absence of ranitidine IV there is no available intravenous 
alternative, and the onset of action of most oral preparations is not suitable for 
the acute management of an infusion related reaction. 

 
4.3 Rationalise 

 
4.3.1 Routine use of H2 antagonists as pre-medications for some systemic 

anticancer medicines may not be warranted.  
 
Rationale: The evidence appraised for the ESMO Clinical Practice Guideline5 

summarises the use of prophylactic agents as pre-medications for some 
chemotherapy drugs.  Use of H2 antagonists is not indicated for many of the 
documented agents.  
 

4.3.2 If patients receiving weekly paclitaxel experience no hypersensitivity reactions 
after the first two doses, remove pre-medication with dexamethasone, 
chlorphenamine and H2 antagonist from dose 3 onwards (off-label). 
 
Rationale: Although the product license states that patients on paclitaxel 
should have pre-medication with corticosteroids, antihistamines, and H2 
antagonists prior to every infusion to reduce the risk of hypersensitivity,7 there 
has been research carried out into stopping premedication when there has 
been no reaction to the first two paclitaxel treatments.8,9,10 This is already 
established practice at some cancer centres in the UK. 
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4.4 Reserve 
 

4.4.1 Where supplies of ranitidine are available, these should be reserved for the 
following groups: 
 

4.4.2 Paediatric population 
 

Rationale:  Alternative H2 antagonists to ranitidine are limited in the paediatric 
population. Cimetidine is available as a liquid and may, in the absence of drug 
interactions, be given to children over 1 year of age.11 Dosing information 
(unlicensed) is available for children and adolescents for oral famotidine and 
nizatidine. The use of these agents in smaller children is limited by the 
available dosage forms. Use of these agents should be approved for use in 
accordance with institutional practice. 
 

4.4.3 Patients receiving paclitaxel and cabazitaxel (first two doses only for weekly 
paclitaxel) 
 
Rationale: The SPCs for these agents require pre-medication with an H2 

antagonist as part of their product license(s).6,12 

 
4.5 Replace 

 
4.5.1 The choice of an appropriate an alternative will require consideration of 

multiple factors including timing of dose, evidence in specific indication, 
availability of product, interaction profile and patient suitability. A summary of 
alternatives to guide decision making is provided in table 1. 
 

4.5.2 If no suitable alternative is available at all, then a clinical decision must be 
made between proceeding with treatment without an H2 antagonist pre-med or 
switching to an alternative treatment which does not require an H2 antagonist 
pre-med. 

 
4.6 Monitor  

 
4.6.1 The ranitidine shortage will necessitate a change in practice for healthcare 

providers, who may take a range of different approaches.  It is important to 
monitor the effect that these changes have on reaction rates, to support 
decision making throughout the process and gather evidence to inform future 
practice.  
 

4.6.2 Cancer pharmacists across the UK and the Republic of Ireland are invited to 
take part in a national service evaluation of paclitaxel infusion reactions, to be 
co-ordinated by BOPA.   
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5. Table 1: H2 Antagonists   
 

  Formulation 
Timing of 

dose 
Notable 

Interactions 
Comments Availability Evidence 

Ranitidine 

Strengths 
available: 

150mg, 300mg 
(usual dose 

ADULT: 150mg 
– 300mg BD)

13
 

Tablets 

Peak plasma 
concentrations 
occur at 1 to 3 

hours and 
bioavailability is 
relatively poor 

at 
approximately 

50%
13

 

Does not affect 
CYP450 enzymes 
(refer to SPC for 

interactions) 

Unsuitable for 
acute treatment 

of IR. 
ADULTS: 

Consider 150mg 
PO prior to 

SACT regime. 

Wide scale 
shortage 

Paclitaxel SPC 
states 50mg IV 

for pre-
medication. 
Cabazitaxel 
SPC states 
ranitidine 

Desensitisation: 
Use of 50mg IV 
20 minutes prior 

to 
desensitisation 

regime. 
4
 

Cimetidine 

Strengths 
available: 

200mg, 400mg 
and 

800mg 
Liquid 

:200mg/5mL 
(usual dose 

ADULT: 400mg 
BD, max 2.4g 

/24hrs in divided 
doses)

11,14
 

Oral 
preparations 

only 
(no licensed IV 

formulation 
available of 
cimetidine in 

the UK but oral 
doses are 
virtually 

completely 
absorbed.) 

Peak levels 
occur after 

approx. 30mins 
if taken on an 

empty 
stomach (2 

hours if taken 
after food). 

15
 

Cimetidine is 
a Weak CYP450 

enzyme 
inhibitor (CYP1A2
, 2C19, 2D6, and 

3A457) that 
causes a > 1.25-
fold but < 2-fold 
increase in the 
plasma AUC 

values or 20-50% 
decrease in 

clearance
16

 (refer 
to SPC for full list 

of interactions) 

Single stat 
doses used as a 
pre-medication 
for prophylaxis 

of 
hypersensitivity 
reactions are 

unlikely to have 
clinically 

significant 
interactions (t1/2 

= 2 hours). 
ADULTS: 

Consider 400mg 
PO 30mins 

before SACT 
regime 

Widely 
available – 
however 

confirm stock 
levels due to 

increased 
demand, 

supply may 
be affected. 

Paclitaxel SPC 
states 300mg IV 

for pre-
medication.

7
 

 

Famotidine 

Strengths 
available: 

20mg and 40mg 
(usual dose 
ADULT: 20-
40mg OD)

20 

Oral 
preparations 

only 
 

Peak plasma 
concentrations 

are attained 
within 2- 4 
hours; oral 

bioavailability 
ranges from 40 
to 50%.

17 
Not 

affected by 
food. 

Does not affect 
CYP450 enzymes 
(refer to SPC for 
full interactions) 

Unsuitable for 
acute treatment 

of IR. 
ADULTS: 

Consider use of 
40mg PO, 4 

hours prior to 
SACT regime. 

Availability 
variable – not 

widely 
available. 
Confirm 

stock before 
switching. 

Desensitisation: 
Use of 20mg IV 
20 minutes prior 

to 
desensitisation 

regime.
4
 

Nizatidine 

Strengths 
available: 

150mg 
(usual dose 

ADULT: 150mg 
Od –BD, or 

300mg OD)
18

 

Oral 
preparations 

only 

Peak levels 
occur at 30mins 

to 3hrs. Oral 
bioavailability is 

good (>70%) 
and not 

significantly 
influenced by 

food.
19

 

Does not affect 
CYP450 enzymes 
(refer to SPC for 

full list of 
interactions)

18
 

No known 
evidence of use 
in chemotherapy 

induced 
hypersensitivity 
prophylaxis or 

treatment. 

Availability 
variable – 

least widely 
available. 
Confirm 

stock before 
switching. 

No known 
evidence of use 

in 
chemotherapy 

induced 
hypersensitivity 
prophylaxis or 

treatment. 
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