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List of Abbreviations 

ADR Adverse Drug Reaction 
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AE Adverse Event 

ARMM Additional Risk Minimisation Measure 

ATC  Anatomical Therapeutic Chemical 

CF Cystic Fibrosis 

CFLD Cystic Fibrosis-associated Liver Disease 

CFPE Cystic Fibrosis Pulmonary Exacerbations 

CFRD Cystic Fibrosis Related Diabetes 

CI Confidence Interval 

CSR Case Safety Report 

CTD Common Technical Document 

DIOS Distal Intestinal Obstruction Syndrome 

DPI Dry Powder Inhaler 

DVD Digital Versatile Disc 

e.g. example given 

EEA European Economic Area 

EMA European Medicines Agency 

EPAR European Public Assessment Report 

EU European Union 

FEV1 Forced Expiratory Volume in 1 Second 

HCP Healthcare Professional 

HLT High Level Term 

i.e. Id est (eng. that means) 

INN International Non-proprietary Name 

IU International Unit 

LRTI Lower Respiratory Tract Infection 

MAA Marketing Authorisation Application 

MedDRA Medical Dictionary for Regulatory Activities 

MDT MultiDisciplinary Teams 

NEC Not Elsewhere Classified 

PASS Post Authorisation Safety Studies 

PEG Polyethylene Glycol 

PIL Patient Information Leaflet 



 

 

  

Risk management plan for Colistimethate sodium (Colobreathe®) 
Page 6/37 

 

PSUR Periodic Safety Update Report 

PT Preferred Term 

SAE Serious Adverse Event 

SMQ Standardised MedDRA Query 

SPC, SmPC Summary Of Product Characteristics 

TBD To Be Determined 

TOBI Tobramycin Inhalation Powder 

UK United Kingdom 
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Part I: Product(s) Overview 

Table 1: Part I.I  Product(s) Overview 

Active substance(s)  

(INN or common name) 

Colistimethate sodium 

Pharmacotherapeutic 

group(s) (ATC Code) 

Antibacterials for systemic use, other antibacterials. ATC code: 

J01XB01 

Marketing Authorisation 

Applicant 

Essential Pharma Ltd. 

Vision Exchange Building, Triq it-Territorjals, Zone 1, Central 

Business District, Birkirkara, CBD 1070, Malta 

Medicinal products to which 

this RMP refers 

1 

Invented name(s) in the 

European Economic Area 

(EEA) 

COLOBREATHE® 1,662,500 IU inhalation powder, hard capsules 

Marketing authorisation 

procedure  

Centralized procedure 

Brief description of the 

product 

 

Chemical class: 

Cyclic polypeptide antibiotics 

Summary of mode of action: 

Colistimethate sodium is a cyclic polypeptide antibiotic in the 

polymyxin group with activity against a range of Gram-negative 

organisms including Pseudomonas aeruginosa. Polymyxins are 

cationic agents which work by a physicochemical action, damaging 

the cell membrane, and are specific for aerobic Gram negative 

bacteria that have a hydrophobic outer membrane.  

Important information about its composition: 

None.  

Hyperlink to the Product 

Information 

Please refer to CTD Module 1.3.1. 

Indication(s) in the EEA 

 

Current: 

Colobreathe® is indicated for the management of chronic pulmonary 

infections due to Pseudomonas aeruginosa in patients with cystic 

fibrosis (CF) aged 6 years and older.  

Proposed: 

Not applicable.  

Dosage in the EEA 

 

Current:  
Adults and children of 6 years of age and older; one capsule to be 

inhaled twice daily.  

The dose interval should be as close as possible to 12 hours.  
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The efficacy of Colobreathe® has been demonstrated in a study of 24-

weeks duration. Treatment may be continued for as long as the 

physician considers that the patient is obtaining clinical benefit. 

Colobreathe® is approved for inhalation use only. Colobreathe® 

capsules are to be used only with the Turbospin inhaler.  

Proposed:  

Not applicable 

Pharmaceutical form(s) and 

strengths 

 

Current:  

Colistimethate sodium 1,662,500 IU inhalation powder, hard capsules 

Proposed: 

Not applicable 

Is/will the product be subject 

to additional monitoring in 

the EU?       

No 
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Part II: Safety Specification 

Part II: Module SI - Epidemiology of the Indication(s) and Target 

Population(s) 

Indication 

The management of chronic pulmonary infections due to Pseudomonas aeruginosa (P. 

aeruginosa) in patients with cystic fibrosis (CF) aged 6 years and older. 

Incidence: 

The incidence of chronic infection with Pseudomonas aeruginosa in cystic fibrosis patients 

increases with age. By 18 years of age, approximately 80% of cystic fibrosis patients harbor 

Pseudomonas aeruginosa. (Mitchell RS et al (2007) Robbins Basic Pathology. Saunders/Elsevier. 

ISBN 1-4160-2973-7) Colobreathe® was removed from the community register of Orphan 

Medicinal Products on 12th October 2011. 

Prevalence: 

Cystic fibrosis (CF) is a congenital, recessively inherited disorder, which affects one of 2,000 

newborns in Caucasian populations. In Europe, approximately 35,000 children and young adults 

have CF. (Hoiby N. Recent advances in the treatment of Pseudomonas aeruginosa infection in 

cystic fibrosis. BMC Med 2011;9:32 On line doi: 10.1186/1741-7015-9-32). 

The latest figures in June 2010 (last orphan designation maintenance report) state prevalence as 

0.45 per 10,000 persons. 

Demographics of the population in the authorised indication and risk factors for the 

disease: 

The demographic profile for CF patients with P. aeruginosa infection mirrors that of CF patients 

in general. 

Risk factors for initial P. aeruginosa infection are not well understood. The ongoing EPIC 

observational study showed that cystic fibrosis genotype functional class had an important effect 

on age at initial P. aeruginosa acquisition (Rosenfeld M, EPIC Study Group, 2012). A positive 

culture immediately after treatment of first isolate was a strong risk factor for development of 

chronic infection (Hansen CR, 2008). Persistent P. aeruginosa isolates were more often 

cytotoxic, but it was not possible to predict the risk of persistence based on bacterial 

characteristics for each individual patients. Unknown factors such as host-pathogen and 

pathogen-pathogen interactions needed further examination (Hansen CR, 2008). 

The main existing treatment options:  

The recommended treatment options for patients with chronic P. aeruginosa infection include 

three approved inhaled aerosol antibiotics, tobramycin, aztreonam and colistin. The best strategy 

includes an intermittent one month-on one month-off regime for inhaled tobramycin or aztreonam 

and continuous administration for inhaled colistin. Administering another inhaled antibiotic in the 

off month cycle or administering continuously inhaled antibiotic is also practiced and may benefit 

those patients with unstable disease (Döring, 2012). Currently the optimal antibiotic treatment 

regimen is not established for eradication of P. aeruginosa because a number of treatment 

regimens have showed similar effectiveness including tobramycin inhalation solution, 
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Important identified risks • Cough / Productive cough 

• Throat irritation 

• Chest discomfort/pain  

• Wheezing / Bronchospasm  

• Dyspnoea 

• Lower respiratory tract infection 

• Dysgeusia 

• Neurotoxicity  

• Hepatotoxicity 

• Increased sensitisation to colistimethate due to inhaled route of 

administration 

• Capsule fragmentation 

Missing information • Pregnancy / Foetal harm 

• Lactating women 

SVII.2 New Safety Concerns and Reclassification with a Submission of an Updated 

RMP  

The product Colobreathe has been on the market and in clinical use for over a decade. As 

discussed in the last PSUR, the safety profile is considered well-established and HCPs and 

patients alike are well acquainted with its method of administration and most common adverse 

reactions. Taking into consideration the GVP Module 5 (revision 2) guideline and its definition 

on what constitutes important risks and missing information, the following modifications in the 

list of safety concerns is proposed:  

Important identified risks • Cough / Productive cough 

• Throat irritation 

• Wheezing / Bronchospasm  

• Dysgeusia 

Important potential risks • None 

Missing information • None 

 

Rationale for removing important identified risks 

Chest discomfort/pain 

Dyspnea 

These AEs are a common occurrence in patients with CF. The events are listed in Colobreathe’s 

SmPC. The analysis of the reported AEs which was performed in the last PSUR showed that the 

peak reporting of this event occurred in 2014 and that many of the report were related to capsule 

fragmentation, an issue that was resolved by the previous MAH (Teva) by replacing the hard 

gelatine capsules with PEG-gelatine capsules in 2020. Since then, the reporting rates of the PTs 

(chest discomfort, chest pain and dyspnea) have been significantly lower than the ones stated in 
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Evidence for linking the risk 

to the medicine 

MAA (clinical trials: Unpleasant taste was the most commonly reported adverse 

reactions of all Colobreathe® treated patients). 

Risk factors and risk groups This is potentially a disadvantage and could impact correct use of the product. 

However, medication of these patients is highly supervised and the patients are 

motivated to take the required medication. 

Risk minimisation measures Routine risk minimisation measures: 

SmPC section 4.8. 

PL section 4. 

Prescription only medicine. 

 

Additional risk minimisation measures: 

An educational DVD and Colobreathe® patient and healthcare professional 

guide in leaflet form are distributed. 

Additional 

pharmacovigilance activities 

Additional pharmacovigilance activities: 

None. 

II.C Post-authorisation development plan 

II.C.1 Studies which are conditions of the marketing authorisation 

There are no studies which are conditions of the marketing authorisation of Colistimethate 

sodium (Colobreathe®). 

II.C.2 Other studies in post-authorisation development plan 

There are no studies required for Colistimethate sodium (Colobreathe®). 
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Annex 4 - Specific adverse drug reaction follow-up forms 

Not applicable. 

Annex 6 - Details of proposed additional risk minimisation activities (if applicable) 

Not applicable.  

Draft/approved key messages of the additional risk minimisation measures  

Not applicable. 
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