
         

 

 

 

 

 

 

 

 

 

 

 

 
   

August 2013 
PRESCRIBING NEWS 

Milton Keynes Prescribing Advisory Group 
(MKPAG) – 24th July 2013 

A decision on Ulipristal Acetate (Esmya) for uterine 
fibroids was deferred pending more information. This 
medicine has not yet been added to the formulary and 
should not be prescribed. 

Nicorette QuickMist and Inhalator were added to the 
formulary. 

Discussions are continuing on revised algorithms for 
asthma and COPD treatment. It is hoped to have these 
finalised soon. 

The BMJ Article: Pneumonia and pneumonia related 
mortality in patients with COPD treated with fixed 
combinations of inhaled corticosteroid and long acting 
β2 agonist: observational matched cohort study was 
noted. Please see later for further details. 

Diclofenac: new contraindications and warnings after a 
Europe-wide review of cardiovascular safety were 
noted. (See below) 

The latest restrictions on the use of codeine in children 
were noted. Hospital practice has been reviewed. 

Please note that the minutes of MKPAG meetings can be 
seen on the formulary website 
http://www.formularymk.nhs.uk/ 
 

CCG Prescribing Group Meeting –  
3rd July 2013 
 

Dr Fatima Mohri – GP from Newport Pagnell was 
welcomed to the group. 
 
A range of topics were discussed including:- 
 
 

Practice achievements in the 2012-13 Prescribing 
Incentive Scheme were noted. Practices were 
congratulated on their efforts. 

An updated policy for Gluten Free Foods was 
approved which now includes oats and cereals.  
Prescribers are requested to prescribe fresh bread 
in quantities of 8 loaves.  Lifestyle bread and 
Orgran products should not be prescribed where 
possible as the post & packaging makes them 
significantly more expensive than other products. 

Information about the Just in Case bags for End  
of Life Care has been finalised and issued to 
practices. 

 

Please note that the minutes of Prescribing Group 
meetings can be seen on the formulary website.  
http://www.formularymk.nhs.uk/ 
 

Diclofenac safety and amended contra-indications 
 

 

The European Medicines Agency’s Pharmacovigilance Risk Assessment Committee (PRAC) has concluded that 
the benefits of diclofenac still outweigh the risks but recommended that the precautions already in place to minimise 
the risks of arterial thromboembolic events with selective COX-2 inhibitors should also be applied to diclofenac.  
 
The MHRA has issued a statement following on from this recommendation, which advises patients with underlying 
heart conditions who are currently taking diclofenac to speak to their GP or pharmacist at their next routine visit, to 
consider alternative pain relief.  

Diclofenac is now contraindicated in patients with established:  
o ischaemic heart disease  
o peripheral arterial disease  
o cerebrovascular disease  
o congestive heart failure (New York Heart Association [NYHA] classification II–IV)  

Patients with these conditions should be switched to an alternative treatment at their next routine appointment 

Diclofenac treatment should only be initiated after careful consideration for patients with significant risk 
factors for cardiovascular events (eg, hypertension, hyperlipidaemia, diabetes mellitus, smoking)  

 Healthcare professionals are advised to periodically re-assess the need for patients to continue taking diclofenac. 

Requests for ECGs and other tests prior to initiating medication 
 
We understand that there have been requests for GPs to undertake baseline ECGs prior to initiation and /or 
stabilisation of medication by secondary care clinicians. This is not appropriate; it remains the responsibility of the 
initiating clinician to undertake any test in order to ascertain whether it is safe to initiate therapy. GPs should not be 
asked to do this. 
 
 
 

 

 

http://www.formularymk.nhs.uk/
http://www.formularymk.nhs.uk/


 

 
  

 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  

Cyproterone acetate with ethinylestradiol (co-cyprindiol) – updated prescribing advice 
Cyproterone with ethinylestradiol (co-cyprindiol, brand leader Dianette) is licensed as a second-line treatment for 
women with severe acne or moderately severe hirsutism. A review of the benefits and risks of co-cyprindiol was 
initiated in January 2013 following concerns in France about the risk of venous thromboembolism (VTE) and off-label 
use as a contraceptive. The review has concluded that the balance of benefits and risks of co-cyprindiol remains 
positive; however, some important changes to product information for prescribers and women have been made to 
further improve this balance. 
 
The review concluded that co-cyprindiol should only be used in women of reproductive age for the treatment of: 

skin conditions related to androgen sensitivity, such as severe acne with or without seborrhea  

hirsutism  

It should only be used when treatment with topical therapy or systemic antibiotics has failed. Co-cyprindiol provides 
effective contraception in women who require it to treat androgen-sensitive conditions, but it should not be used solely 
as a contraceptive. A review of post marketing data for adverse drug reactions has suggested that some women are 
using co-cyprindiol as well as a combined hormonal contraceptive. This exposes them to twice the dose of oestrogen 
and substantially increases their risk of VTE. Use of an additional hormonal contraceptive with co-cyprindiol is 
therefore contraindicated. 
 
The risk of VTE with co-cyprindiol is rare and similar to that associated with the hormonal contraceptive pills. The 
available observational data have limitations, but taken together their findings provide sufficient evidence that co-
cyprindiol has a 1.5–2 times statistically significant increase in VTE risk (deep vein thrombosis, DVT, or pulmonary 
embolism, PE) compared with levonorgestrel-containing pills. Although more limited, the available evidence also 
suggests that the VTE risk with co-cyprindiol is likely to be similar to that with contraceptives that contain desogestrel, 
gestodene, or drospirenone. 
 
The recent review has confirmed that acne is a chronic condition that requires at least 3 months of treatment with 
Dianette to relieve symptoms, and that prolonged treatment might be needed. The need to continue treatment should 
be evaluated periodically by the treating physician. 
 

   Suspected adverse reactions to co-cyprindiol should be reported to the MHRA on a Yellow Card 

 

Metoclopramide – changes to reduce neurological side-effects 

The European Medicines Agency’s Committee on Medicinal Products for Human Use (CHMP) has recommended 
changes to the use of metoclopramide-containing medicines in the European Union (EU), including restricting the dose 
and duration of use of metoclopramide to minimise the known risks of potentially serious neurological (brain and nerve) 
side effects. 

In order to minimise the risks of neurological and other adverse reactions, metoclopramide should only be 
prescribed for short-term use (up to five days). It should no longer be used in chronic conditions such as 
gastroparesis, dyspepsia and gastro-oesophageal reflux disease, nor as an adjunct in surgical and radiological 
procedures. 

In adults, metoclopramide remains indicated for prevention of postoperative nausea and vomiting (PONV), 
radiotherapy-induced nausea and vomiting and delayed (but not acute) chemotherapy-induced nausea and 
vomiting, and for symptomatic treatment of nausea and vomiting including that associated with acute migraine. 

In children, metoclopramide should only be used as a second-line option for prevention of delayed 
chemotherapy-induced nausea and vomiting and treatment of established PONV. Use is contra-indicated in 
children under one year of age. 

For adults and children the maximum dose in 24 hours is 0.5 mg per kg body weight; in adults, the usual dose 
of conventional formulations (all routes) is 10 mg up to three times daily. In children the recommended dose is 
0.1 to 0.15 mg per kg body weight, repeated up to three times daily.  

Oral liquid formulations have been particularly associated with overdose in children. Oral liquids containing 
more than 1 mg/ml will be withdrawn from the market, and oral doses of remaining formulations should be 
administered using an appropriately designed graduated oral syringe to ensure accuracy. 

Given very rare reports of serious cardiovascular reactions associated with metoclopramide, particularly via 
the intravenous route, special care should be taken in populations likely to be at increased risk, including the 
elderly, patients with cardiac conduction disturbances, uncorrected electrolyte imbalance or bradycardia, and 
those taking other drugs known to prolong the QT interval. 

Patients who are currently taking regular metoclopramide should have their treatment reviewed at a 

routine appointment. 

 

http://www.mhra.gov.uk/yellowcard
http://www.mhra.gov.uk/yellowcard


 

Pneumonia and pneumonia related mortality in patients with COPD treated with fixed 
combinations of inhaled corticosteroid and long acting β2 agonist 
This cohort study (n= 9893) reported in the BMJ in May found an intra-class difference between fixed combinations of 
inhaled corticosteroid/long acting β2 agonist with regard to the risk of pneumonia and pneumonia related events in the 
treatment of patients with COPD. 
 

This Swedish observational retrospective pairwise cohort study investigated the occurrence of pneumonia and 
pneumonia related events in this population treated with two different fixed combinations of inhaled corticosteroid/long 
acting β2 agonist. It found that patients treated with fluticasone/salmeterol were statistically significantly more likely to 
experience pneumonia and had a higher mortality related to pneumonia than patients treated with 
budesonide/formoterol: the pneumonia event rate per 100 patient years for fluticasone/salmeterol versus 
budesonide/formoterol was 11.0 vs. 6.4 and the rate of admission to hospital was 7.4 vs. 4.3 [rate ratio for pneumonia 
and admission to hospital = 1.73 (95% CI, 1.57 to 1.90; p<0.001) and 1.74 (1.56 to 1.94; p<0.001), respectively]. 
There were 97 pneumonia related deaths in the fluticasone/salmeterol group vs. 52 deaths in the 
budesonide/formoterol [hazard ratio 1.76, 1.22 to 2.53; p=0.003]. The higher risk of pneumonia with 
fluticasone/salmeterol was independent of whether or not patients had a recorded episode of pneumonia before the 
index date. The findings showed no dose-response relation with regard to increased risk of pneumonia with the two 
treatments so any excess risk was linked with the choice of inhaled corticosteroid/long acting β2 agonist and not the 
dose prescribed. 

 

The number of deaths from pneumonia in Milton Keynes is higher than the national average; the usage of fluticasone 
is also high. Whilst we cannot claim cause and effect, this study does add another good reason for using 
beclometasone as the first choice inhaled corticosteroid, stepping down the dose of fluticasone where appropriate in 
asthma and maximising treatment in COPD with inhaled bronchodilators and antimuscarinics before adding in 
corticosteroids.  

Key points from Prescribing Incentive Scheme high dose inhaled corticosteroid (ICS) audits 
 

The aim of the audit was for practices to identify patients with asthma on long term high dose ICS who may not have 
been stepped down to the lowest dose at which effective control of asthma is maintained, as per BTS guidance. 
Practices were asked to search asthma registers for patients prescribed high dose ICS in past 6 months and complete 
an audit collection sheet including whether the patient had been stepped down in past 3 months. 
 

25 out of 27 eligible practices submitted data and the main points taken from the reports were: 
 

 

• Majority of patients reviewed had NOT had dose stepped down in previous 3 months 
• Issues with disease registers and diagnosis. Patients with COPD were on asthma register and numbers on 

audit didn’t always reflect prescribing data 
• Issues with patients not attending annual asthma reviews. Mixed results on how practices managed these 

patients – is it safe to continue prescribing high dose ICS without reviewing patient?  
• Issues with poor compliance, under and overuse of ICS (number of inhalers issued in 12months). A table was 

produced by some practices of quantities of inhalers expected to last for 12 months to help receptionists / repeat 
prescribing clerks identify non – compliant patients  

• Overuse of short-acting beta2 agonists – still a large quantity of salbutamol being issued when patients on 
combination inhalers e.g. Seretide or Symbicort.  This questions whether long-acting beta2 agonists in 
combination inhalers are effective for all patients? This can sometimes be difficult to assess if steps in BTS 
guidance missed.  Are patients feeling better due to addition of a LABA or because of increased ICS? 

• Instructions not always clear on prescription – this could make it difficult for patients to know what to take    
• Multiple ICS inhalers on repeat prescribing – adding a new inhaler without stopping the old 
• Multiple inhaler devices needing different techniques issued. Patient education issues - does the patient know 

which inhaler is which? And how to use each device?  
• Patients discharged from hospital with little or no advice when to step down / stop 
• Issues with lack of asthma management plans to support patients to self - manage their condition & medicines 
• Issues with repeat prescribing systems inc. medication review and authorisation dates  

Next steps:  
 

Pharmaceutical Advisers 
• Respiratory Lit and MKPAG – have been drafting local prescribing guidance for Asthma and COPD and looking at 

respiratory section on the joint formulary 
• Inhaler technique re-audit in primary and secondary care. Have you booked your appointment with Nikki 

Woodhall?  
 

Practices  
• Prescribing incentive scheme target this year (reduce proportion of fluticasone – 43% or less of all ICS) to bring in 

line with national average 
• Continue the good work - reviews should be on-going to ensure patients are being recalled and stepped down 
• Repeat prescribing systems – identify non-compliant patients and flag for earlier re-call 
• Start as you mean to go on – think of drug and device choice that will make it easier to step up and step down in 

line with BTS Guidance 
• Speak to your neighbour – share good practice  



 

Information on Cod Liver Oil and prostate cancer 
There has been a bit of controversy over this in the press. The Daily Mail had the headline “Taking omega-3 fish oil 
supplements may increase the risk of aggressive prostate cancer by 70%," 

The story, covered widely in other media as well, comes from a large and well-designed study that also found that high 
blood levels of omega-3 fatty acids were associated with a 44% increase in the risk of slow growing prostate cancer. 
Brasky TM, Darke AK, Song X, et al. Plasma Phospholipid Fatty Acids and Prostate Cancer Risk in the SELECT Trial. Journal of 

the National Cancer Institute. Published online July 10 2013. Conversely supporters of fish oil supplements have claimed 
that they can reduce the risk of stroke, heart attack and dementia as well as improving cognitive function and mental 
health. There is little conclusive evidence to justify these claims. 

It is worth bearing in mind that this study did not assess participants’ diet and use of supplements. Researchers 
measured blood levels of fatty acids and analysed the association with prostate cancer risk. However, it is likely that 
the very high levels of fatty acids found in some participants’ blood came from supplements. 

This was a case-control study that looked at the association between blood levels of long-chain omega-3 fatty acids 
and the risk of prostate cancer.  The research was part of a large randomised controlled trial called SELECT, looking 
at whether selenium and vitamin E supplements reduced the risk of prostate cancer. (It found no benefit from selenium 
and an increase in prostate cancer in men who took vitamin E.) 

The researchers point out that omega-3 supplements are widely used and that ongoing trials are looking at their 
possible benefits for cancer and heart disease prevention. Their previous study from 2011 suggested a link between 
high blood levels of long-chain omega-3 fatty acids and high grade prostate cancer.   

The researchers found that, compared with men whose blood levels of omega-3 fatty acids were in the lowest quartile, 
men in the highest quartile had: 

 44% increased risk of low grade prostate cancer (HR = 1.44, 95% CI (confidence interval) = 1.08 to 1.93)  

 71% increased risk of high grade prostate cancer (HR = 1.71, 95% CI = 1.00 to 2.94)  

 43% increased risk of total prostate cancer (HR = 1.43, 95% CI = 1.09 to 1.88)  

These associations were similar for the individual omega-3 long-chain fatty acids, EPA, DPA and DHA. There is no 
indication of absolute risks and therefore NNTs. 

A higher blood level of linoleic acid was associated with a reduced risk of low grade prostate cancer (HR = 0.75, 95% 
CI = 0.56 to 0.99) and total prostate cancer (HR = 0.77, 95% CI = 0.59 to 1.01).  

The researchers say their study confirms previous reports of increased prostate cancer risk among men with high 
blood concentrations of omega-3 fatty acids. They say the consistency of these findings suggests that these fatty acids 
are involved in the growth of prostate tumours. They also say that the findings are surprising, given that omega-3 fatty 
acids are thought to have anti-inflammatory properties, pointing out that inflammation plays a role in the development 
of many cancers. Further research is needed into the possible mechanism. 

Conclusion: This study that supports previous research linking high blood levels of omega-3 fatty acids with prostate 
cancer risk. However, it does not demonstrate cause and effect. There is also evidence showing that it decreases the 
risk too so it is very hard to know what the true position is. We do not support prescribing of cod liver oil supplements 
at NHS expense. 

Restrictions on use of oral ketoconazole 

Oral ketoconazole-containing medicines should no longer be used for the treatment of fungal infections. Some patients 
taking these medicines may be at an increased risk of liver damage and the risk outweighs the benefits. Alternative 
anti-fungal treatments are available. 

 
 
 
 

 
The Pharmaceutical Advisers can be contacted on 01908 278713 / 278744                  

Disclaimer: Information in this newsletter is believed to be accurate and true. NHS Milton Keynes CCG and its employees accept no liability for loss 
of any nature, to persons, organisations or institutions that may arise as a result of any errors or omissions. 

INHALER TECHNIQUE AUDIT – Reminder to Practices   

 Please book your one hour audit with Sharon Wilmore on 01908 278702 or email: 
sharon1.wilmore@miltonkeynes.nhs.uk 

 

http://jnci.oxfordjournals.org/content/early/2013/07/09/jnci.djt174.abstract
http://jnci.oxfordjournals.org/content/early/2013/07/09/jnci.djt174.abstract
mailto:sharon1.wilmore@miltonkeynes.nhs.uk

