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Update from Prescribing Group, January 2012 
 Prescribing Group approved updated guidelines for 

gluten free foods and noted the new advice from the 
DVLA in relation to drivers testing their blood glucose 
levels. These documents will be circulated to 
practices with this newsletter and posted on the 
medicines management intranet site. 

 The budget setting methodology for the 2012-13 
practice prescribing budget was approved. 

 The 2012-13 Prescribing Incentive Scheme was 
discussed and agreed. Subject to approval by the 
CCG, this will be circulated to practices soon. The 
target areas are similar to those in QIPP that 
practices have been working on this year.  

 Please send the Pharmaceutical Advisers examples 
of inappropriate requests to prescribe that come from 
the hospital so that these can be followed up and 
resolved. 

Update from Medicines and Therapeutics 
Committee, November 2011 
 Cholecalciferol liquid was approved for 

Secondary Care prescribing ONLY. GPs should 
not be asked to prescribe Vitamin D supplements 
for children until they are replete and maintained 
on Dalivit. 

 Budesonide was approved for second line use in 
patients with Crohn’s Disease unable to take 
prednisolone. 

 Topiramate (all formulations) was added to the 
formulary 

The Terms of Reference for MTC are being reviewed 
to ensure the Committee is fit for purpose. 

PRESCRIBING NEWS 

Happy New Year! 

These Ten Commandments were published on Richard 
Lehman’s BMJ blog 
http://blogs.bmj.com/bmj/2012/01/03/richard-lehmans-
journal-review-3-january-2012/  

The messages provide an excellent platform for good 
prescribing. 

 Thou shalt treat according to level of risk rather 
than level of risk factor.  

 Thou shalt exercise caution when adding drugs 
to existing polypharmacy.  

 Thou shalt consider benefits of drugs as proven 
only by hard endpoint studies.  

 Thou shalt not bow down to surrogate endpoints, 
for these are but graven images.  

 Thou shalt not worship Treatment Targets, for 
these are but the creations of Committees.  

 Thou shalt apply a pinch of salt to Relative Risk 
Reductions, regardless of P values, for the 
population of their provenance may bear little 
relationship to thy daily clientele.  

 Thou shalt honour the Numbers Needed to Treat, 
for therein rest the clues to patient-relevant 
information and to treatment costs.  

 Thou shalt not see detailmen, nor covet an 
Educational Symposium in a luxury setting.  

 Thou shalt share decisions on treatment options 
with the patient in the light of estimates of the 
individual’s likely risks and benefits.  

 Honour the elderly patient, for although this is 
where the greatest levels of risk reside, so do the 
greatest hazards of many treatments.  

Antibiotics causing C difficile infection 
 

The health community in Milton Keynes has 
breached our maximum allowable number of 
community acquired C difficile cases set by DOH 
for April 11 to March 12. The trajectory set for this 
year was 21 cases and we have had 26 cases to date 
(January 2012). Currently the most commonly linked 
antibiotic with C difficile infection in MK is Co-
amoxiclav. Cumulatively (Apr-Sep11) Co-Amoxiclav 
prescribing by GPs is ranges from 3% of all antibiotics 
to 10% with the MK average in line with the national 
average of 6%. Other antibiotics linked with C difficile 
infection continue to be Ciprofloxacin and Cefalexin. 
 
Empirical prescribing of Co-amoxiclav should be limited 
to indications as outlined in the Empirical Guidance on 
the Management of Infection in Primary Care, for 
example animal/human bites or pyelonephritis. It is not 
a first line choice for treatment of exacerbations of 
COPD or for bronchitis as Amoxicillin or Doxycycline 
are as effective without the same level of C difficile risk. 
 
Antibiotic prescribing contributing to community 
allocated C difficile occurs from a variety of sources. It 
is important to consider antibiotic prescribing from the 
hospital or MKUCS when patients present with 
diarrhoeal symptoms so that the diagnosis of C difficile 
infection is not missed. Worryingly, in some recent 
cases, loperamide or co-phenotrope was prescribed for 
the patient prior to sampling for C.difficile. This is 
contrary to guidance as these agents can lead to 
prolonged contact time of C.difficile toxins in the colon. 
This can increase the severity and length of disease 
potentially inducing toxic megacolon, bowel rupture and 
death.  
 
Please prescribe antibiotics with care. Three antibiotic 
prescribing indicators will feature in next year’s 
prescribing incentive scheme. 



 
 

 
 
 
 
 
 
 
 
 
 
 
 
 

The Prescribing Cascade 
A prescribing cascade occurs when a new medicine is prescribed to 'treat' an adverse drug reaction associated with 
another medicine, in the mistaken belief that a new medical condition requiring treatment is present. Prescribing 
cascades may also occur when an adverse drug reaction is anticipated.  
 
Prescribing cascades resulting from both unrecognised and recognised adverse reactions put the patient at further risk 
of harm. 
 
The elderly, those using multiple medicines, women, and people using high risk medicines are more likely to get 
adverse drug reactions. The key to preventing prescribing cascades lies in the avoidance and early detection of 
adverse drug reactions and an increased awareness and recognition of the potential for adverse reactions. 
 
Example of a prescribing cascade 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Drugs commonly involved in prescribing cascades 
Many frequently prescribed drugs have been implicated in prescribing cascades. They include drugs for dementia, 
antihypertensives, sedatives, opioids, NSAIDs, antiepileptics, antibiotics, and medicines for nausea. Table 1 shows 
some of the prescribing cascades reported with these medicines. The cascades include the prescription of 
prochlorperazine to counteract drug-induced dizziness, antihypertensives to treat NSAID-induced hypertension and 
levodopa to manage metoclopramide-induced movement disorder. Many other medicines may be involved in 
prescribing cascades, but many adverse drug reactions go unrecognised and unreported. 
 
Potential for harm 
Prescribing cascades can exacerbate the harmful effects of an unrecognised adverse drug reaction. A study 
conducted in Australian veterans found an increased rate of prochlorperazine prescription following the prescription of 
drugs which cause dizziness, such as antihypertensives. Prochlorperazine itself is associated with postural 
hypotension which may exacerbate any hypotensive effect. This may account for the increased rate of hospitalisation 
for hip fracture which was observed after patients started prochlorperazine. Although the absolute risk of hip fracture 
was small, the relative risk of having a hip fracture after starting prochlorperazine increased by nearly 50%. Hip 
fracture is associated with increased morbidity and mortality, highlighting the potential for serious harm associated with 
this prescribing cascade. 
 
A published report illustrates the potential for harm arising from a prescribing cascade, involving an antihypertensive 
drug. An elderly woman developed a cough, which was not recognised as being caused by the ACE inhibitor she was 
taking, so she was given a codeine-based cough suppressant. When the cough persisted an antibiotic was started. 
The prescribing cascade went further, when the antibiotic caused Clostridium difficile diarrhoea. This prescribing 
cascade culminated in the patient being hospitalised for delirium and severe diarrhoea. 
 
What are the contributing factors? 
Although factors specifically contributing to prescribing cascades have not been studied, the factors which are 
associated with adverse drug reactions, that may lead to prescribing cascades, are well known. The elderly, those 
using multiple medicines, women, and people using 'high risk medicines', including cardiovascular drugs, NSAIDs, 
anticoagulants and antibiotics, are at higher risk of adverse drug reactions. 
 
In the elderly, specific drug classes – anticholinergics, antipsychotics, benzodiazepines, hypnotics and sedatives – 
increase the risk of adverse drug reactions. Elderly people may be at higher risk of prescribing cascades than younger 
people because the adverse drug reaction is more likely to be misinterpreted as the onset of a new medical condition. 
For example, a movement disorder induced by metoclopramide may be misinterpreted as Parkinson's disease, but this 
misinterpretation would be less likely in a young person as Parkinson's disease is less prevalent in younger people. 
Patients are at the highest risk of having an adverse drug reaction soon after starting a medicine. Approximately 90% 
of patients who experience an adverse drug reaction report it within four months of starting a new drug, with 75% of 
these patients experiencing the adverse drug reaction within one month. Many adverse drug reactions are dose 
related, and starting therapy at high doses is associated with an increased risk of adverse drug reactions in the elderly. 

Medicine 1 eg 
ACE inhibitor 

Adverse reaction misdiagnosed as 
new condition eg postural hypotension 
diagnosed as dizziness 

Medicine 2 prescribed to “treat” 
adverse reaction from medicine 1 
eg prochlorperazine started 

Additional ADR from medicine 2 eg 
exacerbation of postural hypotension 
leading to a fall and hip fracture. 



Patients may not tell their doctor or pharmacist when they experience an adverse drug reaction. Approximately 
15% of patients will stop treatment because of an adverse drug reaction without advising their doctor. A quarter 
of patients report that they are not provided with information about the potential adverse effects of their 
medicine, meaning that they do not have the knowledge or awareness to identify adverse drug reactions. Poor 
communication between health professionals and patients increases the risk of adverse drug reactions, so 
multiple care providers may contribute to the prescribing cascade. With the increase in non-medical prescribing, 
effective communication and reconciliation of all of the medicines prescribed by the different health professionals 
caring for a patient is important to avoid the prescribing cascade. The interface between hospital and community 
care is also a high risk area if timely handover does not occur. 
 
Medicines implicated in the prescribing cascade 
 
Medicine  Adverse reaction  2nd medicine 

prescribed to treat ADR 
from 1st medicine 

Cholinesterase inhibitor 
 

 Incontinence  Anticholinergic 

Vasodilators, diuretics, ACEi, 
CCB, NSAIDs, opioids, 
sedatives  

  
Dizziness 

  
Prochlorperazine 

NSAIDs  Hypertension  Antihypertensive 
Thiazide diuretics  Hyperuricaemia, gout  Allopurinol or colchicine 
Metoclopramide  Movement disorder  Levodopa 
ACE inhibitor  Cough  Antibiotic 
Paroxetine, haloperidol  Tremor  Levodopa, carbidopa 
Erythromycin  Arrhythmia  Antiarrhythmic 
Antiepileptic medicines  Rash  Topical corticosteroids 
Antiepileptic medicines  Nausea  Metoclopramide 
Digoxin, nitrates, loop 
diuretics, ACE inhibitors, oral 
corticosteroids, opioids, 
antibiotics, NSAIDs, 
theophylline 

 
 

 
Nausea 

 
 

 
Metoclopramide 

Antipsychotics  Extrapyramidal effects  Levodopa, 
anticholinergics 

 
Conclusion 
Prescribing cascades have the potential to result in serious harm to patients. Prescribers need to be mindful of 
the potential for drugs to cause adverse events, particularly in the elderly or patients using medicines commonly 
associated with adverse drug reactions. An increased awareness and recognition of the potential for ADRs to 
lead to prescribing cascades is required.  

Tips for preventing a prescribing cascade 
 Begin new medicines at low doses and tailor the dose to reduce the risk of adverse reactions 
 Consider the potential for any new symptoms to be caused by an adverse reaction, particularly if a 

medicine has been recently started or the dose changed 
 Ask patients if they have experienced any new symptoms, particularly if a medicine has been recently 

started or the dose changed 
 Provide patients with information about possible adverse effects of medicines and what to do when 

adverse drug reactions occur, e.g. in the form of Consumer Medicines Information 
 The decision to prescribe a second medicine to counteract an adverse drug reaction from a first 

medicine should only occur after careful consideration, and where the benefits of continuing therapy 
with the first medicine outweigh the risks of additional adverse reactions from the second medicine. 

Adapted from an article published in Australian Prescriber, December 2011.

Uncollected prescriptions 
Practices are reminded that they should have a protocol for dealing with prescriptions that have been requested 
by patients but not been collected in a timely manner. This should include safe destruction and making a record 
in the patient’s notes. 

Snippet of information 
 Adcal D3 caplets are now available. They may be preferred to the chewable tablets by some patients. 

Please note that the caplets are half the strength of the tablets and so the dose is 2 BD. They come in a 
pack of 112 and are the same price, dose for dose, as the chewable tablets. 



 
Safety information from the MHRA 
a) Domperidone 
A communication from the suppliers of domperidone contains the following advice: 
 • Domperidone should be used at the lowest effective dose in adults and children.  
 • Patients should be advised to seek prompt medical attention if symptoms such as syncope or tachyarrhythmia 

appear during treatment. 
 • Domperidone should be avoided in patients who are taking concomitant medication known to cause QT prolongation 

(such as ketoconazole and erythromycin).  
 • The benefits of domperidone continue to outweigh the risks.  
 Healthcare professionals are also advised to be particularly cautious when treating patients who have: existing 

prolongation of cardiac conduction intervals (particularly QTc); significant electrolyte disturbances; or underlying 
cardiac diseases such as congestive heart failure.  

 
b) Aliskiren (Rasilez™)  
Interim results from the ALTITUDE study suggest a higher incidence of adverse events related to non-fatal stroke, 
renal complications, hyperkalaemia and hypotension in this high-risk population. Routine (non-urgent) review is 
recommended for patients taking aliskiren-containing medicines. 
  
• Aliskiren or aliskiren-containing fixed combination products should not be used in combination with angiotensin 
converting enzyme (ACE) inhibitors or angiotensin receptor blockers (ARB) in patients with diabetes, therefore:  
 • Healthcare professionals should stop aliskiren-containing treatment in patients who are diabetic and also taking an 
ACE inhibitor or an ARB. Alternative antihypertensive treatment should be considered as necessary.  
 • Aliskiren-containing products should not be initiated in diabetic patients who are also taking either an ACE inhibitor 
or ARB.  
 • Patients should not stop any treatment before discussing with a healthcare professional.  
Additional analyses from ALTITUDE are ongoing and updated advice may be issued early in 2012 
 
c) Citalopram and escitalopram The MHRA has issued safety alerts for both citalopram and escitalopram following 
safety concerns about QT interval prolongation. The maximum daily dose of citalopram is now 40mg (20mg in the 
elderly >65 years). The maximum dose of escitalopram in patients <65 years remains at 20mg daily but the maximum 
dose for the elderly >65 years is lowered to 10mg daily. Further information can be obtained from 
http://www.mhra.gov.uk/Safetyinformation?DrugSafetyUpdate/CON137769 
 

The Pharmaceutical Advisers can be contacted on 01908 278713 / 278708 / 278744.  
Disclaimer: Information in this newsletter is believed to be accurate and true. NHS Milton Keynes 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. 

Interactions with grapefruit or grapefruit juice 
Eating grapefruit or drinking grapefruit juice can affect some medicines. In most cases, it increases the plasma 
level of the interacting medicine and so increases the risk of side effects. Some of the common medicines affected 
by grapefruit include (but are not limited to):-  
 
Statins The best known interaction with grapefruit or grapefruit juice is with some statins.  

 Grapefruit juice should be avoided in patients taking simvastatin. Grapefruit itself should also be avoided 
although this interaction is less well documented. 

 Atorvastatin also interacts with grapefruit juice if large quantities are taken, but an occasional glass is 
thought to be safe.  

Calcium channel blockers Patients should avoid drinking large quantities of grapefruit juice although an 
occasional glass is safe with amlodipine, felodipine, isradipine, lacidipine, lercanidipine, nicardipine, nifedipine, 
nimodipine and verapamil. Grapefruit juice does not affect diltiazem. 

Ciclosporin and immunosuppressants Patients on ciclosporin, sirolimus and tacrolimus should not drink 
grapefruit juice without consulting their specialist.   

Budesonide oral (Entocort, Budenofalk) Patients should avoid grapefruit or drinking grapefruit juice while taking 
this medicine, as the plasma level of budesonide will increase.   

Cytotoxic medicines Some oral cytotoxics including busulfan, etoposide, lapatinib and sunitinib interact with 
grapefruit juice.  

Aliskiren Grapefruit juice should be avoided as it reduces levels and may lead to therapeutic failure.  


