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Azithromycin for Patients within Respiratory Medicine 

Shared Care Protocol 

1. Responsibilities   
Shared care assumes communication between the specialist, GP and patient. The 
intention to share care should be explained to the patient and accepted by them. 
Patients are under regular follow-up and this provides an opportunity to discuss 
drug therapy. 

 

Specialist 

• To identify if patient is suitable for azithromycin therapy 

• To perform safety checks before starting therapy 

• Initiate treatment and prescribe until the dose is stable (minimum 28 days) 
and the GP accepts shared care 

• Ensure the patients understand the nature and complications of drug 
therapy and their role in reporting adverse effects promptly  

• Provide copy of patient information leaflet and drug monitoring card where 
appropriate 

• Send a letter to the GP requesting shared care. Outline shared care 
protocol criteria  

• Respond to any concerns raised regarding accepting shared care, 
continue prescribing until any issues are resolved. If no concerns are 
raised within 14 days, shared care can be assumed and the patient will 
collect the next prescription from the GP. 

• Liaise with GP regarding changes in disease management, drug dose, 
missed clinic appointments  

• To outline to GP when therapy may be stopped assuming no 

improvement is recognised in the patient’s condition.  

• To review the patient’s condition and efficacy of treatment annually with 

consideration at each review as to whether treatment needs to continue 

• Be available to give advice to GP and patient throughout treatment 
including to evaluate adverse drug reactions raised by the GP and 
evaluate any concerns arising from physical checks & reviews undertaken 
by the GP.  

• To advise the GP on related issues such as drug interactions etc.  

• To advise the GP on supply issues related to the prescribing of 
azithromycin 

 
GP  

• Raise any concerns within 14 days. If no concerns are raised, shared 
care will be assumed and the patient will collect the next prescription from 
the GP 

• Prescribe medication once the dose is stable and shared care is agreed 

• Ensure all monitoring is completed in accordance to the specific shared 
care protocol. Note that specific efficacy monitoring will be undertaken by 
tertiary care (see “Monitoring” above) 

• Check and record results then advise the specialist of any deteriorations 
or abnormal results  

• Notify the specialist to any changes in patients condition, any adverse 
drug reactions or failure to attend tests 
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• To reduce and stop treatment in line with tertiary care clinician’s original 
request or at subsequent specialist reviews. 
 

 
Patient  

• Agree to treatment and monitoring after making an informed decision 

• Agree to being under the shared care of the GP and specialist 

• Attend for blood tests and monitoring when required 

• Report any side effects to the GP or a member of the specialist team 

 

2. Background The mechanisms behind the immunomodulatory effects of macrolides have been 
widely researched. They include alterations in airway secretions through effect on 
ion transport and mucus production. Changes in the inflammatory process occur 
through effects on cytokine production, adhesion molecule expression and the 
functions of inflammatory cells, airway epithelial cells and other cells. Sublethal 
effects on bacteria include disruption of biofilms, interference with quorum 
sensing and reduced bacterial adherence, toxin production and mobility. The 
recognition of these immunomodulatory properties has led to the investigation of 
potential benefit from low-dose, long term macrolides in a number of chronic 
inflammatory airway diseases including cystic fibrosis (CF), non-CF bronchiectasis, 
chronic obstructive pulmonary disease (COPD) and asthma. 

Alongside this increase in the longer-term use of macrolides as 
immunomodulatory agents, concerns regarding the safety of these drugs used in 
this way have appeared. Gastrointestinal side effects are unsurprisingly common 
but rarely serious; however, ototoxicity and effects on myocardial tissue are 
potentially more harmful. Any consideration of the benefits of an individual 
patient receiving an antibiotic needs to be carefully balanced against the risk of 
increased resistance— both for that individual patient but also for other 
individuals, both now and in the future. 

It was against this background of expanding use of macrolides in inflammatory 
respiratory diseases that British Thoracic Society (1) decided to commission a 
guideline aimed at supporting best practice in a developing arena. Prior to these 
guidelines coming out, the use of azithromycin in individual respiratory diseases – 
asthma, CF, non-CF bronchiectasis and COPD was reviewed to clarify the use of 
this macrolide off-licence including dosing, safety and continuing treatment in 
primary care once it had been initiated in secondary care. 

3. Indications 

(Please state whether 
licensed or unlicensed) 

This document covers the use of azithromycin in: 

• Asthma 

• CF 

• Bronchiectasis – including CF 

• COPD 

This shared care protocol covers the unlicensed use of azithromycin in these 
respiratory conditions. 
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4. Locally agreed off-label 
use 

These uses of azithromycin have been approved by the OUH medicine 
management and therapeutics committee (MMTC)  

5. Contraindications and 
cautions  

Please note this does not replace the 
Summary of Product Characteristics (SPC) 
and should be read in conjunction with it. 

Contraindications: 
Hypersensitivity to the active substance, erythromycin, any macrolide, ketolide 
antibiotic, or to any of the excipient in the azithromycin formulation chosen. 
 
Cautions: 
Please see SPC for comprehensive information (2). 

Hypersensitivity: 

As with azithromycin and other macrolides, rare serious allergic reactions, 
including angioneurotic oedema and anaphylaxis (rarely fatal), dermatologic 
reactions including acute generalized exanthematous pustulosis (AGEP), Stevens 
Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) (rarely fatal) and drug 
reaction with eosinophilia and systemic symptoms (DRESS) have been reported.  

If an allergic reaction occurs, the medicinal product should be discontinued and 
appropriate therapy should be instituted. Physicians should be aware that 
reappearance of the allergic symptoms may occur when symptomatic therapy is 
discontinued. 

Hepatic impairment: 

Since the liver is the principal route of elimination for azithromycin, the use of 
azithromycin should be undertaken with caution in patients with significant 
hepatic disease. Cases of fulminant hepatitis potentially leading to life-threatening 
liver failure have been reported with azithromycin. Some patients may have had 
pre-existing hepatic disease or may have been taking other hepatotoxic medicinal 
products. 

In case of signs and symptoms of liver dysfunction, such as rapid developing 
asthenia associated with jaundice, dark urine, bleeding tendency or hepatic 
encephalopathy, liver function tests/ investigations should be performed 
immediately. Azithromycin administration should be stopped if liver dysfunction 
has emerged. 

Ergot alkaloids and azithromycin 

In patients receiving ergot derivatives, ergotism has been precipitated by 
coadministration of some macrolide antibiotics. There are no data concerning the 
possibility of an interaction between ergotamine derivatives and azithromycin. 
However, because of the theoretical possibility of ergotism, azithromycin and 
ergot derivatives should not be co-administered. 

Superinfections: 

As with any antibiotic preparation, it is recommended to pay attention to signs of 
superinfection with nonsusceptible microorganisms like fungi. A superinfection 
may require an interruption of the azithromycin treatment and initiation of 
adequate measures. 

https://www.medicines.org.uk/emc/search?q=amiodarone
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Clostridium difficile associated diarrhoea (CDAD) has been reported with use of 
nearly all antibacterial agents, including azithromycin, and may range in severity 
from mild diarrhoea to fatal colitis. Treatment with antibacterial agents alters the 
normal flora of the colon leading to overgrowth of C. difficile. 

C. difficile produces toxins A and B which contribute to the development of CDAD. 
Hypertoxin producing strains of C.difficile cause increased morbidity and 
mortality, as these infections can be refractory to antimicrobial therapy and may 
require colectomy. CDAD must be considered in all patients who present with 
diarrhoea following antibiotic use. Careful medical history is necessary since CDAD 
has been reported to occur over two months after the administration of 
antibacterial agents. In case of CDAD anti-peristaltics are contraindicated. 

Renal impairment 

In patients with severe renal impairment (GFR < 10 ml/min) a 33% increase in 
systemic exposure to azithromycin was observed. 

Cardiovascular events 

Prolonged cardiac repolarisation and QT interval, imparting a risk of developing 
cardiac arrhythmia and torsades de pointes, have been seen in treatment with 
other macrolides, including azithromycin. Therefore as the following situations 
may lead to an increased risk for ventricular arrhythmias (including torsade de 
pointes) which can lead to cardiac arrest, azithromycin should be used with 
caution in patients with ongoing proarrhythmic conditions (especially women and 
elderly patients) such as patients: 

- With congenital or documented acquired QT prolongation. 

- Currently receiving treatment with other active substances known to prolong QT 
interval such as antiarrhythmics of class IA (quinidine and procainamide) and class 
III (amiodarone and sotalol), antipsychotic agents such as pimozide; 
antidepressants such as citalopram; and fluoroquinolones such as moxifloxacin 
and levofloxacin. 

- With electrolyte disturbance, particularly in cases of hypokalaemia and 
hypomagnesaemia. 

- With clinically relevant bradycardia, cardiac arrhythmia or severe cardiac 
insufficiency. 

Myasthenia gravis 

Exacerbations of the symptoms of myasthenia gravis and new onset of myasthenia 
syndrome have been reported in patients receiving azithromycin. 

6. Initiation and ongoing 
dose regime 

Note - 
•Transfer of monitoring and prescribing 
to primary care is normally after the 
patient’s dose has been optimised and 

Initiation of Therapy: 

Specialist to identify if patient is suitable for azithromycin therapy: 
➢ Asthma: 
- Confirmed diagnosis of asthma 
- Symptomatic despite more than 800mcg beclomethasone equivalent per 

day 
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with satisfactory investigation results for 
at least 4 weeks 
•The duration of treatment & frequency 
of review will be determined by the 
specialist, based on clinical response and 
tolerability. 
•All dose or formulation adjustments will 
be the responsibility of the initiating 
specialist unless directions have been 
discussed and agreed with the primary 
care clinician 
•Termination of treatment will be the 
responsibility of the specialist. 

- At least one exacerbation in the previous 12 months 
- Inhaled therapies optimised including inhaler technique and adherence 

review 
➢ COPD: 

- Confirmed diagnosis of COPD 
- 3 or more exacerbations in previous 12 months AND 1 or more severe 

exacerbations with hospitalisation / morbidity. 
- Inhaled therapies optimised including inhaler technique and 

adherence review, smoking cessation completed 
➢ Bronchiectasis (including CF): 

- Confirmed diagnosis of bronchiectasis 
- 3 or more exacerbations in previous 12 months 
- Optimisation of other interventions such as airway clearance. 

 

The recommended dose is: -  

➢ 250mg – 500mg 3 x WEEK  

OUH to supply the initial 28 days treatment of azithromycin after baseline 
monitoring, then after undertaking ongoing monitoring at the end of month one, 
supply second month of treatment and refer to GP for further supplies (also see 
section 9 for monitoring) 

 
 

7. Pharmaceutical aspects  Route of 
administration: 

Oral 

Formulation: Tablet / Capsule  

Administration 
details: 

Azithromycin 250 – 500mg 3 x WEEK 
- Initially for 3 – 6 months in Asthma 
- Initially for 6 – 12 months in COPD and 

Bronchiectasis 

Other important 
information: 

For patients with swallowing problems that require 
azithromycin therapy, a liquid version is available. 

8. Significant medicine 
interactions 

For a comprehensive list consult the BNF 
or Summary of Product Characteristics. 
SPC 

The following list is not exhaustive; please see SPC for comprehensive 
information and recommended management (2). 
 

Antacids: 

In patients receiving both azithromycin and antacids, the medicinal products 
should not be taken simultaneously. Azithromycin must be taken at least 1 hour 
before or 2 hours after antacids. 

Digoxin (P-gp substrates) and colchicine: 

Concomitant administration of macrolide antibiotics, including azithromycin, with 
P-glycoprotein substrates such as digoxin, has been reported to result in increased 
serum levels of the P-glycoprotein substrate. Therefore, if azithromycin and P-gp 

http://www.medicines.org.uk/emc/
https://www.medicines.org.uk/emc/search?q=amiodarone
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substrates such as digoxin are administered concomitantly, the possibility of 
elevated serum concentrations of the substrate should be considered. 

Zidovudine: 

Aministration of azithromycin increased the concentrations of phosphorylated 
zidovudine, the clinically active metabolite, in peripheral blood mononuclear cells. 
The clinical significance of this finding is unclear, but it may be of benefit to 
patients. 

Ergotamine derivatives: 

Due to the theoretical possibility of ergotism, the concurrent use of azithromycin 
with ergot derivatives is not recommended. 

 

Pharmacokinetic studies have been conducted between azithromycin and the 
following drugs known to undergo significant cytochrome P450 mediated 
metabolism. 

Astemizole, alfentanil 

There are no known data on interactions with astemizole or alfentanil. Caution is 
advised in the coadministration of these medicines with azithromycin because of 
the known enhancing effect of these medicines when used concurrently with the 
macrolide antibiotic erythromycin. 

Atorvastatin: 

Cases of rhabdomyolysis in patients receiving azithromycin with statins have been 
reported. 

Carbamazepine: 

In a pharmacokinetic interaction study in healthy volunteers, no significant effect 
was observed on the plasma levels of carbamazepine or its active metabolite in 
patients receiving concomitant azithromycin. 

Cisapride: 

Cisapride is metabolized in the liver by the enzyme CYP 3A4. Because macrolides 
inhibit this enzyme, concomitant administration of cisapride may cause the 
increase of QT interval prolongation, ventricular arrhythmias and torsades de 
pointes, therefore these two medications should not be taken together. 

Coumarin Type Oral Anticoagulants: 

There have been reports received in the postmarketing period of potentiated 
anticoagulation subsequent to coadministration of azithromycin and coumarin 
type oral anticoagulants. Consideration should be given to the frequency of 
monitoring prothrombin time when azithromycin is used in patients receiving 
coumarin type oral anticoagulants. 

Cyclosporin: 
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Caution should be exercised before considering concurrent administration of 
these drugs. If coadministration of these drugs is necessary, cyclosporin levels 
should be monitored and the dose adjusted accordingly. 

Rifabutin: 

Neutropenia was observed in subjects receiving concomitant treatment of 
azithromycin and rifabutin. Although neutropenia has been associated with the 
use of rifabutin, a causal relationship to combination with azithromycin has not 
been established. 

Theophylline:  

There is no evidence of a clinically significant pharmacokinetic interaction when 
azithromycin and theophylline are co-administered to healthy volunteers. As 
interactions of other macrolides with theophylline have been reported, alertness 
to signs that indicate a rise in theophylline levels is advised.  

It is advised to take a 6 hour post dose level of theophylline 7 days after starting 
azithromycin therapy. 

 

9. Baseline investigations, 
initial monitoring  and 
ongoing monitoring to be 
undertaken by specialist 

Baseline investigations: 
 

- ECG: If QTc prolonged (> 450 msec for men, > 470msec for women) do 
not prescribe macrolide 

- Liver function tests 
- Standard sputum: For baseline culture. 

If bronchiectatic or clinical concern of non-tuberculosis 
mycobacterium (NTM) infection, investigate to exclude 

- Review concomitant medications for potential interactions. 
- Azithromycin should only be prescribed to patients who are non-

smokers or previous smokers. 
 

Baseline monitoring: 
 
Monitoring at baseline is the responsibility of the specialist, only once the patient 
is optimised on the chosen medication with no anticipated further changes 
expected in immediate future will prescribing and monitoring be transferred to 
the GP. 

At 1 month (specialist review): 

- ECG at review: If QTc prolonged (> 450 msec in men, > 470 msec in 
women) stop azithromycin 

- Liver function tests at review 

- Standard sputum for culture at review if able to expectorate 

Ongoing monitoring: 
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- Liver function tests every 6 months  
- Standard sputum for culture at review if able to expectorate 
- Side effects: Enquire about side effects especially GI upset and 

hearing and balance problems. 
- Medication review for potential drug interactions and QT 

prolongation 
 

10. Ongoing monitoring 
requirements to be 
undertaken by primary 
care. 

See section 10 for further guidance on 
management of adverse effects/ 
responding to monitoring results. 

Monitoring Frequency 

Liver function tests 

Side effects 

Medication review 

every 6 months 
 
At any GP review 
 
At any GP review especially if new 
medications are added 

11. Adverse effects and 
managements 

Any serious adverse reactions 
should be reported to the MHRA 
via the Yellow Card scheme 
www.mhra.gov.uk/yellowcard 

Result Action for GP 
Liver Function Tests: 
AST or ALT > 3 x ULN 
And 
Bilirubin > 2 x ULN 

Stop azithromycin and inform Specialist 

Side effects: Including 
Angioedema 
Hypersensitivity 
Dizziness 
Deafness 
Ear disorder 
Vertigo 
Hearing Impaired 
Tinnitus 
Palpitations 
Diarrhoea 
Abdominal pain 
Jaundice 
 
See SPC for further details 

Stop azithromycin and inform Specialist 

12. Advice to patients and 
carers 
The specialist will counsel the patient 
with regard to the benefits and risks of 
treatment and will provide the patient 
with any relevant information and advice, 
including patient information leaflets on 
individual medicines. 

The patient should be advised to report any of the following signs or symptoms 
to their GP without delay:            

• Diarrhoea that is serious, lasts a long time or has blood in it, with stomach pain 
or fever. This can be a sign of a serious bowel inflammation. This is something 
that can rarely happen after taking antibiotics  

• Yellowing of the skin or whites of the eyes caused by liver problems 
• Inflammation of the pancreas, which causes severe pain in the abdomen and 

back 
• Increased or reduced urine output, or traces of blood in the urine  
• Skin rash caused by sensitivity to sunlight  

• Unusual bruising or bleeding  
• Irregular heart beat (palpitations) 

http://www.mhra.gov.uk/yellowcard
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• Impaired hearing including loss of hearing, ringing in the ears 
• Feeling dizzy 

13. Pregnancy, paternal 
exposure and breast 
feeding 
It is the responsibility of the specialist to 
provide advice on the need for 
contraception to male and female 
patients on initiation and at each review 
but the ongoing responsibility for 
providing this advice rests with both the 
GP and the specialist. 

Pregnancy: 

The safety of azithromycin has not been confirmed with regard to the use of the 
active substance during pregnancy. Therefore, azithromycin should only be used 
during pregnancy if the benefit outweighs the risk. 

 

Breastfeeding: 
Azithromycin has been reported to be secreted into human breast milk, but there 
are no adequate and well controlled clinical studies in nursing women that have 
characterized the pharmacokinetics of azithromycin excretion into human breast 
milk. 

Because it is not known whether azithromycin may have adverse effects on the 
breast-fed infant, nursing should be discontinued during treatment with 
azithromycin. Among other things diarrhoea, fungus infection of the mucous 
membrane as well as sensitisation is possible in the nursed infant. It is 
recommended to discard the milk during treatment and up until 2 days after 
discontinuation of treatment. Nursing may be resumed thereafter. 

If nursing is to be continued, azithromycin therapy should not be commenced. 

 

14. Specialist contact 
information 

Name: Dr Maxine Hardinge – Respiratory Consultant – COPD 
Dr Henry Bettinson – Respiratory Consultant – ITU and Bronchiectasis 
Dr Stephen Chapman - Respiratory Consultant – CF and Bronchiectasis 
Prof Ian Pavord – Respiratory Consultant – Asthma 
Dr Tim Hinks – Respiratory Consultant - Asthma 
Sarah Poole – Advanced Clinical Pharmacist Lead in Respiratory Medicine 
Daytime telephone number: 01865 225223 (Main Respiratory Number) 
Email address: 
Maxine.hardinge@ouh.nhs.uk  
Henry.bettinson@ouh.nhs.uk  
Stephen.chapman@ouh.nhs.uk  
Ian.Pavord@ouh.nhs.uk  
Tim.Hinks@ouh.nhs.uk   
Sarah.poole@ouh.nhs.uk  
Alternative contact: CF and Bronchiectasis Contact telephone line: 01865 
225713 
Out of hours contact details: 
Call the Respiratory Registrar on the mobile phone via the OUH switchboard on 
0300 304777 

15. Additional information Where patient care is transferred from one specialist service or GP practice to 
another, a new shared care agreement must be completed. 

16. References 1. Smith D, Du Rand I, et al. British Thoracic Society guideline for the use 
of long term macrolides in adults with respiratory disease. Thorax 2020; 0: 
1-35. Available at: Long Term Macrolide Use | British Thoracic Society | Better 
lung health for all (brit-thoracic.org.uk) [Accessed 01/12/2021] 
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2. SPC for azithromycin. Available at: 
www.medicines.org.uk/emc/product/2276/smpc [Accessed 01/12/2021] 

17. To be read in 
conjunction with the 
following documents 

• RMOC Shared Care Guidance 

• NHSE/NHSCC guidance – items which should not be routinely prescribed in 
primary care: guidance for CCGs 

• NHSE policy- Responsibility for prescribing between Primary & 
Secondary/Tertiary Care 

18. Local arrangements for 
referral  
Define the referral procedure from 
hospital to primary care prescriber & 
route of return should the patient’s 
condition change. 

Liaise with patient’s consulting Physician 
  

 
 

 

http://www.medicines.org.uk/emc/product/2276/smpc

