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Generic substitution

Specific Disease examples

Epilepsy.
Medicines have a pivotal role in the control of seizures in patients with epilepsy. There is good evidence that substituting a generic medicine can have a serious effect on seizure control.
Generic substitution is encouraged as a cost containment strategy for the management of health care resources. However, in epilepsy, the consequences of loss of symptom control are important, and antiepileptic drugs have narrow therapeutic indices. For this reason, generic substitution may be problematic, and certain health authorities have excluded antiepileptic drugs from overall policy recommendations on generic prescribing. The absence of bioequivalence data among generic forms and the relatively broad criteria for bioequivalence with the branded drug allow differences in drug exposure to arise that may be clinically relevant and necessitate monitoring of plasma levels when switching formulations to avoid loss of seizure control or emergence of side effects. Management of these issues carries a significant cost, which should be weighed carefully against the cost savings acquired when purchasing the drug. Both physicians and patients have a right to be informed and approve before pharmacists make a generic substitution or switch between generics.

If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with epilepsy who are being prescribed a branded antiepileptic? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

Asthma

Inhaled steroids and bronchodilators play a key role in the control of asthma. Differences in particle size or other physical properties of a formulation may mean that one brand of inhaled medicine may be more effective than another with the same quantity of active ingredient.  
A good example of the problems that can occur if one type of inhaler is substituted for another is illustrated in a recent clinical paper, “Inhaled corticosteroids for asthma: impact of practice level device switching on asthma control.” Thomas et. al. BMC Pulmonary Medicine 2009, 9:1.
This study was a retrospective database analysis in the UK using the General Practice Research Database, which identified over 100,000 patients who had undergone a switch in inhaled corticosteroid (ICS) device. It is an important study as it is the first study that has looked at substitution of one type of inhaler for another without an associated medical consultation, in other words exactly the same situation that will occur if generic substitution goes ahead. 
They found that the likelihood of unsuccessful treatment among switched patients was almost double that for control (unswitched) patients, and they concluded: “Switching ICS inhaler devices without a consultation was associated with worse asthma control. Therefore the possible costs of adverse effects on asthma control should be weighed against savings in acquisition cost before instituting mass switching of ICS inhaler devices. Switching ICS inhaler devices without a face-to-face evaluation and consultation is inadvisable.”
If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with asthma who are being prescribed a branded inhaler? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

Hypertension

Calcium channel blockers are recommended as second and third line treatment for hypertension by the current NICE guidelines. Modified release formulations of diltiazem are commonly used for treating patients with hypertension.
Owing to different release characteristics of different versions of diltiazem, the BNF note:

“Different versions of modified-release preparations may not have the same clinical effect. To avoid confusion between these different formulations of diltiazem, prescribers should specify the brand to be dispensed.”

If generic substitution were to be introduced, then clearly the prescriber would lose the ability to specify the brand to be dispensed. 
A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with hypertension who are being prescribed modified-release diltiazem? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

Parkinson’s disease
The effective control of the various symptoms of Parkinson’s disease requires that patients are stabilised on usually a combination of medicines and when the patient is getting optimum symptom control these medicines need taking at a time which optimises symptom control. This usually requires a degree of trial and error with the medications prescribed and the times of the day when they are taken.
Once an individual patient with Parkinson’s is stabilised on a particular medicine or a combination of medicines, it is important that they get the same medicine dispensed on each occasion. Fear of loss of control of symptoms is a source of great anxiety for patients with Parkinson’s. Patients may experience symptoms of ‘freezing’ or dyskinesia, the former may occur if blood levels of medication fall two low and the latter may occur if blood levels are too high. Each patient therefore needs to have confidence in the medicines dispensed, and if different generic medicines are dispensed on different occasions they may well become anxious as to whether the medicine will control their symptoms as well as the branded medicines they are used to.
A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with Parkinson’s who are being prescribed  a combination of branded medicines like Sinemet CR + Requip? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

Bipolar disorder
If a product has a narrow therapeutic window substitution of the doctor’s or nurse’s prescription for a particular brand may have a serious impact of the patient’s health.  For example, lithium carbonate has a narrow therapeutic index and the blood levels of lithium need to be maintained within a certain range.  If the blood levels are too low the product may not be effective, and if blood levels are too high, serious and sometimes irreversible toxicity can occur. Therefore if a patient is prescribed a certain brand of lithium, eg Camcolit® 400mg, that is what should be dispensed.  
If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with bipolar disorder who are being prescribed a branded lithium? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

Skin conditions
In the case of topical medicines for treating skin disease it is well established that the excipients in the formulation may have a significant effect on the safety and efficacy of a topical formulation.  If a patient is established on a particular brand of topical medicine which the doctor or nurse is specifically prescribing for the patient, it would be wrong for the pharmacist to substitute a generic version without knowing the details of the patient’s history that their doctor or nurse will. The pharmacist may, for example, not know that the patient’s GP and dermatologist had tried a number of topical steroids for the patient’s eczema, but the one that worked best was a particular brand.  Also in the case of topical medicines, some patients are allergic to some of the constituents in topical formulations, and switching a patient from a brand they tolerate well could risk them being substituted a generic which contains excipients to which they are allergic.  Differences in excipients may also affect the systemic absorption of creams, particularly corticosteroids.  Although the topical efficacy may not appear altered, in chronic use, or use over a large area, greater corticosteroid absorption may occur impacting safety.
If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand mane is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with for example psoriasis who are being prescribed a branded corticosteroid? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.

IBD
Advice given to prescribers when prescribing for ulcerative colitis and Crohn’s disease in MIMS are as follows:

“Different aminosalicylates and their various formulations are not interchangeable and are designed to release active drug at different sites along the colon. They should be prescribed according to their mode and site of action and the brand name should always be specified.”

If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with IBD who are being prescribed a branded aminosalicylate? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.
COPD
Inhaled steroids and bronchodilators play a key role in the control of COPD. Differences in particle size or other physical properties of a formulation may mean that one brand of inhaled medicine may be more effective than another with the same quantity of active ingredient.  
A good example of the problems that can occur if one type of inhaler is substituted for another is illustrated in a recent clinical paper, “Inhaled corticosteroids for asthma: impact of practice level device switching on asthma control.” Thomas et. al. BMC Pulmonary Medicine 2009, 9:1.
This study was a retrospective database analysis in the UK using the General Practice Research Database, which identified over 100,000 patients who had undergone a switch in inhaled corticosteroid (ICS) device. It is an important study as it is the first study that has looked at substitution of one type of inhaler for another without an associated medical consultation, in other words exactly the same situation that will occur if generic substitution goes ahead. 

They found that the likelihood of unsuccessful treatment among switched patients was almost double that for control (unswitched) patients, and they concluded: “Switching ICS inhaler devices without a consultation was associated with worse asthma control. Therefore the possible costs of adverse effects on asthma control should be weighed against savings in acquisition cost before instituting mass switching of ICS inhaler devices. Switching ICS inhaler devices without a face-to-face evaluation and consultation is inadvisable.”
Whilst this study was specifically conducted in patients with asthma, it is very clear that exactly the same problems seen could occur for patients with COPD if inhalers are substituted without a medical consultation.

If generic substitution is introduced throughout all classes of medicines the brand specified by the doctor on the prescription is likely not to be what will be dispensed to the patient.

A crucial element in the proposal for generic substitution from the Department of Health is that the prescriber should have the means when writing the prescription to specify that if a brand name is written that is what should be dispensed. It is proposed that the prescriber can do this by means of ticking a box for ‘no substitution’ somewhere on the FP 10 form.

Whilst this may seem reasonable, the question is will doctors always remember to ‘tick the box’ for patients with COPD who are being prescribed a branded inhaler? The answer is almost certainly no. This would be particularly likely to occur when a doctor is signing a large batch of repeat prescriptions, and may well not take the time with each prescription to properly evaluate whether generic substitution is right for a particular patient before signing the prescription.
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