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Scottish Medicines Consortium  
 

 
 
 
pregabalin, 25mg, 50mg, 75mg, 100mg, 150mg, 200mg and 300mg 
capsules. (Lyrica)                                (No.  145/04) 
Pfizer 
 
 
10 December 2004 
 
The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutics Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 
ADVICE: following a full submission 
 
Pregabalin (Lyrica) is accepted for restricted use within NHS Scotland as adjunctive therapy 
in adults with partial seizures with or without secondary generalisation. 
 
It should be initiated only by physicians who have appropriate experience in the treatment of 
epilepsy and should be used principally in patients who have not benefited from treatment with 
an older anti-convulsant drug such as carbamazepine or sodium valproate, or for whom 
these drugs are unsuitable because of contra-indications, interaction or poor tolerance. 
 
 
Overleaf is the detailed advice on this product.  
 
 
 
Chairman 
Scottish Medicines Consortium 
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Licensed indication under review: Adjunctive therapy in adults with partial 
seizures with or without secondary generalisation 
 

Dosing information under review: 150mg to 600mg daily in either two or three 
divided doses. 
 

UK launch date: July 2004 
 
 

Comparator medications 
 
Product licences of the anti-epileptic drugs listed in the table below permit use as adjunctive 
therapy for partial seizures. Carbamazepine, phenytoin and sodium valproate are indicated for 
treatment of partial seizures; lamotrigine, oxcarbazepine and topiramate are indicated as 
monotherapy or as adjunctive therapy for partial seizures; and levetiracetam, gabapentin and 
tiagabine are indicated as adjunctive therapy for partial seizures. Vigabatrin is indicated as an 
adjunctive therapy for partial seizures not satisfactorily controlled with other antiepileptics.  
 
The National Institute of Clinical Excellence (NICE) recommends the newer anti-epileptic 
drugs, gabapentin, lamotrigine, levetiracetam, oxcarbazepine, tiagabine, topiramate and 
vigabatrin, for people who have not benefited from treatment with the older anti-epileptic drugs 
such as carbamazepine or sodium valproate, or for whom the older anti-epileptic drugs are 
unsuitable, therefore it is likely that the older drugs would not be the main comparators. 
 

Cost per treatment period and relevant comparator 
 
Anti-epileptic drugs Usual daily dose range+ Cost / day* (£) 

Pregabalin 150-600mg All doses    2.30 
   
Gabapentin 900-1200mg 1.59-1.84 
Vigabatrin 2000-3000mg 1.71-2.57 
Oxcarbazepine 600-2400mg 0.80-3.20 
Lamotrigine 100-400mg 1.33-3.91 
Tiagabine 15-45mg 1.36-4.08 
Topiramate 200-400mg 2.16-4.19 

Newer drugs 

Levetiracetam 1000-3000mg 1.74-5.05 
 
Phenytoin 

 
200-500mg 

 
0.07-0.17 

 
Older drugs 

Carbamazepine 800-1200mg 0.26-0.39 
 Sodium valproate 1000-2000mg 0.24-0.49 
+ from summary of product characteristics and British National Formulary (BNF); * costs from BNF, 
except carbamazepine and sodium valproate, which are from generics listed in Scottish Drug Tariff, if 
proprietary sustained release preparations were used costs would be £0.37-0.55 and £0.40-0.81, 
respectively. 
 

Pregabalin capsules 
(Lyrica®) 
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Summary of evidence on comparative efficacy 
 
Three double-blind trials recruited 312, 287 and 453 patients who had epilepsy with partial 
seizures and were refractory to treatment with at least one anti-epileptic drug, experiencing at 
least three seizures in the month before screening and six seizures during an eight-week 
baseline observation phase. All were currently treated with one to three anti-epileptic drugs, 
which did not include gabapentin, vigabatrin or felbamate, and continued these during a 
twelve-week treatment phase where they were randomised to placebo or pregabalin as 
described in the table below. The primary outcome, response ratio (RRatio), was the seizure 
frequency change from baseline during treatment relative to the seizure frequency during 
baseline plus the seizure frequency during treatment, i.e. [(T-B) / (T+B)] x 100, where B is the 
patient’s baseline 28-day seizure frequency and T is the patient’s 28-day seizure frequency 
during treatment. These were compared using an analysis of covariance and RRatios for all 
doses of pregabalin, except 50mg/day, were significantly greater than placebo, as shown 
below. 
 
The response ratio and number of responders from the three double-blind placebo 
controlled trials of pregabalin. 
 
n overall Treatment groups (n) RRatio Number of responders (%) 
 
312 

Placebo (98) 
Pregabalin 600mg/day, given bd (104) 
Pregabalin 600mg/day, given tid (111) 

0.6 
-28.4 
-36.1 

9 (9) 
44 (43) 
54 (49) 

 
287 

Placebo (96) 
Pregabalin 150mg/day, given tid (99) 
Pregabalin 600mg/day, given tid (92) 

0.9 
-11.5 
-31.4 

6 (6) 
14 (14) 
40 (44) 

 
453 

Placebo (100) 
Pregabalin 50mg/day, given bd (88) 
Pregabalin 150mg/day, given bd (86)  
Pregabalin 300mg/day, given bd (90) 
Pregabalin 600mg/day, given bd (89) 

-3.8 
-6.2 
-20.5 
-27.8 
-37.4 

14 (14) 
13 (15) 
27 (31) 
36 (40) 
45 (51) 

 
In the above trials responders were defined as patients who had at least a 50% reduction in 
28-day seizure frequency during treatment compared with baseline. All doses of pregabalin 
were associated with significantly greater percentages of responders compared with placebo, 
except in the second study only for 150mg/day. Taking the placebo response into account, 
overall response rates were about 35%, 25% and <20% with pregabalin 600mg, 300mg and 
150mg/day, respectively.  
 
Upon completion of these studies, patients could continue to receive adjunctive pregabalin 
75mg to 600mg/day in an open-label extension study for up to two years. This recruited 968 
patients who had participated in double-blind trials plus 512 new patients, who experienced at 
least four seizures in eight weeks prior to study entry. No primary or secondary outcomes 
were pre-defined. Responder rates of about 50% were maintained in the 220 patients who 
completed two years of treatment. The European Medicines Agency noted a number of 
limitations with data submitted from this trial and considers that long-term maintenance of 
efficacy was not established.  
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Summary of evidence on comparative safety 
 
Pregabalin is commonly associated with central nervous system (CNS) and gastro-intestinal 
adverse effects similar to most anti-epileptic drugs. Dizziness and somnolence were very 
commonly associated with pregabalin, with abnormal co-ordination and gait, disturbance in 
attention, memory impairment, tremor, dysarthria, paraesthesia, vertigo, blurred vision and 
diplopia commonly reported. Increased appetite and weight gain were also commonly 
reported with pregabalin. 
 
Pregabalin is not metabolised in vivo and is eliminated from the systemic circulation primarily 
by renal excretion of the unchanged drug. It does not bind to plasma proteins and does not 
induce or inhibit hepatic enzymes. It would thus not be expected to induce or be affected by 
hepatic pharmacokinetic interactions and did not interact with other anti-epileptic drugs or 
combined oral contraceptives. Similarly gabapentin and levetiracetam are eliminated by renal 
excretion, do not induce hepatic enzymes and do not interact with other anti-epileptics or oral 
contraceptives. Vigabatrin and topiramate are also primarily eliminated by renal excretion, 
however, they can interact with phenytoin and oral contraceptives. Most other anti-epileptics 
(e.g. tiagabine, oxcarbazepine, lamotrigine, phenytoin and carbamazepine) are metabolised 
by hepatic enzymes and may interact with other anti-epileptics drugs and sometimes oral 
contraceptives. 
 

Summary of clinical effectiveness issues 
 
The European Medicines Agency’s Committee for Human Medicinal Products considers that 
response ratio is not the best outcome parameter, since its distribution is often found to be 
non-normal, which may bias the estimate, and it is difficult to establish the clinical relevance 
of the effect based on this parameter. They recommend the proportion of (pre-defined) 
responders as a primary outcome, since this reflects both size of seizure reduction and its 
clinical significance. 
 
Long-term efficacy of pregabalin in practice relative to other anti-epileptic drugs is unknown 
and information on its efficacy and safety in elderly patients is limited, as only 17 patients (2%) 
in the three pivotal phase three trials were more than 65 years of age.     
 

Summary of comparative health economic evidence 
 
A 4-state Markov model was used, based on the NICE health technology assessment (HTA) 
model to perform a cost-utility analysis (Incremental Cost-Effectiveness Ratio).   Pregabalin 
was shown to be more cost effective than other newer anti-epileptic drugs except for 
oxcarbazepine. 
 

Budget Impact 
 
The budget impact assumes that approximately 200 patients will switch to pregabalin in year 
1 giving rise to a gross cost of approximately  £180,000, equivalent to a net increase of 
£65,000.  

 

Existing or proposed guidelines and protocols  
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The 2003 Scottish Intercollegiate Guidelines Network (SIGN) publication number 70: diagnosis 
and management of epilepsy in adults, notes that combination therapy should be considered 
when treatment with two first-line anti-epileptic drugs has failed or when the first well-tolerated 
drug substantially improves seizure control but fails to produce seizure-freedom at maximal 
dosage. The choice of drugs in the combination should be matched to the patient’s seizure 
type and should be limited to two or at most three anti-epileptic drugs. 
 
The 2004 NICE technology appraisal 76: newer drugs for epilepsy in adults, recommends that 
the newer anti-epileptic drugs, gabapentin, lamotrigine, levetiracetam, oxcarbazepine, 
tiagabine, topiramate and vigabatrin, within their licensed indications, are recommended for 
the management of epilepsy in people who have not benefited from treatment with the older 
anti-epileptic drugs such as carbamazepine or sodium valproate, or for whom the older anti-
epileptic drugs are unsuitable because: there are contra-indications to the drugs; they could 
interact with other drugs the person is taking (notably oral contraceptives); they are already 
known to be poorly tolerated by the individual; the person is a women of childbearing potential. 
It is recommended that combination (adjunctive) therapy should only be considered when 
attempts at monotherapy with anti-epileptic drugs have not resulted in seizure freedom.  
 
NICE plan to publish a guideline on the diagnosis and management of epilepsy in adults and 
children in March 2005.  
 

Other Considerations 
 
In January 2004, the Scottish Medicines Consortium issued advice accepting topiramate for 
restricted use within NHS Scotland for its extended (monotherapy) indication, advising that it 
should be initiated only by physicians who have appropriate experience in the treatment of 
epilepsy and should be used principally in patients who have not benefited from treatment with 
an older anti-convulsant drug such as carbamazepine or sodium valproate, or for whom 
these drugs are unsuitable because of contra-indications, interactions or poor tolerance.   
 
Pregabalin is also licenced for the treatment of neuropathic pain. The Scottish Medicines 
Consortium (SMC) has received a submission for this indication and advice is due Q1 2005.  
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Advice context: 
 

No part of this advice may be used without the whole of the advice being quoted in full.  
 

This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 1 
December, 2004. 
 
Drug prices are those available at the time of SMC assessment. 
 
The reference numbers in this document refer to the under-noted references.  Those shaded 
grey are additional to those supplied with the submission. 
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