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Conclusions: 

 Since the last antiepileptic drug (AED) update, 5 high-quality systematic reviews were published. There are no new evidence‐based guidelines of AEDs 
identified on which to recommend changes to the PDL class. 

 A 2020 Cochrane systematic review assessed the efficacy and tolerability of vigabatrin as an add-on therapy for people with drug-resistant focal epilepsy.1 The 
meta-analysis of 4 randomized controlled trials (RCTs) showed participants treated with vigabatrin may be more likely to obtain a 50% or greater reduction in 
seizure frequency compared with those treated with placebo (relative risk [RR] 2.60, 95% confidence interval [CI] 1.87 to 3.63; I2 =34%; low-certainty evidence).1 
Another meta-analysis of 4 RCTs showed participants treated with vigabatrin may more likely to have treatment withdrawn for any reason compared to 
placebo (RR 2.86, 95% CI 1.25 to 6.55; I2 =0; very low-certainty evidence).1 Follow-up of participants from 11 RCTs showed dizziness, fatigue, drowsiness, and 
depression were more frequently associated with vigabatrin use compared with placebo over 7 to 36 weeks.1  

 A 2020 Cochrane review summarized current evidence regarding rufinamide when used as an add-on treatment for drug-resistant epilepsy.2 Compared to 
placebo, people with drug-resistant focal epilepsy who received rufinamide were significantly more likely to achieve 50% or greater reduction in seizure 
frequency from baseline (RR 1.79; 95% CI 1.44 to 2.22; 6 RCTs; 1759 participants; moderate-certainty evidence).2 Rufinamide was more likely to be 
withdrawn due to adverse events than placebo (RR 1.83, 95% CI 1.45 to 2.31; 6 RCTs, 1759 participants; moderate-certainty evidence).2 Adverse effects were  
more likely to occur in the rufinamide-treated group versus placebo-treated group.2 Adverse events significantly associated with rufinamide included 
headache, dizziness, somnolence, vomiting, nausea, fatigue, and diplopia.2 

 A 2021 Cochrane review assessed the efficacy and tolerability of add-on AEDs when used to manage seizures associated with Lennox-Gastaut syndrome.3  
Randomized controlled trials of AED monotherapy and head-to-head comparisons of add-on AEDs are currently lacking.3 Ten RCTs investigated Food and 
Drug Administration (FDA)-approved AEDs (cannabidiol, clobazam, lamotrigine, rufinamide, felbamate, and topiramate) as add-on therapy for Lennox-
Gastaut syndrome in children, adolescents and adults.3 High-certainty evidence for overall seizure reduction with add-on lamotrigine and rufinamide was 
identified, with low-certainty evidence for adverse events leading to study discontinuation with lamotrigine or rufinamide compared with add-on placebo or 
another add-on AED.3 The evidence for clobazam, cannabidiol, felbamate, and topiramate for overall seizure cessation or reduction was low to very low.3 
More adverse events leading to study discontinuation occurred in participants treated with clobazam (high-certainty), cannabidiol (high-certainty), or 
felbamate (low-certainty), compared with add-on placebo-treated participants.3   

 The objective of a 2021 Cochrane Review was to evaluate the efficacy and tolerability of lacosamide as an add-on therapy for children and adults with drug-
resistant focal epilepsy.4 When compared to placebo, lacosamide showed a 50% or greater reduction in seizure frequency compared with placebo (RR 1.79; 
95% CI 1.55 to 2.08; 5 studies; 2199 participants; high-certainty evidence).4 Lacosamide‐randomized participants were more likely to attain seizure freedom 
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over 24 to 26 weeks versus placebo‐randomized participants (RR 2.27; 95% CI 1.35 to 3.83; 5 studies; 2199 participants; low-certainty evidence).4  Participants 
randomized to lacosamide were more likely to withdraw from treatment than those randomized to placebo (RR 1.57; 95% CI 1.24 to 1.98; 5 studies; 2199 
participants; moderate-certainty evidence).4 Adverse events were more frequently reported with lacosamide compared with placebo and included vomiting, 
vertigo, nausea, dizziness, diplopia, abnormal coordination, ataxia, and somnolence.4  

 The goal of a 2020 systematic review was to assess the analgesic effect and adverse events associated with the perioperative use of gabapentinoids in adult 
patients.5 Compared with controls, gabapentinoids were associated with a lower postoperative pain intensity using a 100-point scale at 6 hours (mean 
difference [MD], -10; 95% CI, -12 to -9), 12 hours (MD, -9; 95% CI, -10 to -7), 24 hours (MD, -7; 95% CI, -8 to -6), and 48 hours (MD, -3; 95% CI, -5 to -1).5 
However, this effect was not clinically significant, as results ranged below the minimal clinically important difference (MCID) of 10 points out of 100 for each 
time point.5  These results were consistent regardless of the type of drug (gabapentin or pregabalin).5 The use of gabapentinoids was associated with a lower 
risk of postoperative nausea and vomiting but with more dizziness and visual disturbance.5 The results from this systemic review do not support the routine 
use of pregabalin or gabapentin for the management of postoperative pain in adult patients.5 

Recommendations: 

 No changes to the PDL or PA criteria based on review of recent evidence.  

 After review of comparative drug costs in the executive session, no changes were made to PDL. 
 
Summary of Prior Reviews and Current Policy 

 The Pharmacy and Therapeutics (P & T) Committee reviewed the AED class at the October 2020 meeting. The P & T Committee members recommended 
fenfluramine be designated as non-preferred with implementation of specific prior authorization (PA) criteria to ensure medically appropriate utilization on 
the Oregon Health Plan (OHP) Practitioner-Managed Prescription Drug Plan (PMDP). In addition, the PA criteria for cannabidiol were revised to reflect the 
expanded indication and appropriate dosing for tuberous sclerosis (TSC) in patients 1 year of age and older. The AED class was renamed from “oral and 
rectal” to “non-injectable” to account for nasal formulations. After executive session, the decision was made to maintain midazolam nasal spray and 
diazepam nasal spray as non-preferred agents on the PDL. 

 The preferred and non-preferred oral and rectal AEDs included on the Oregon Medicaid FFS (Fee-For-Service) Preferred Drug List (PDL) are listed in Appendix 
1. Lamotrigine is classified as a voluntary medication due to its utilization in mental health treatment. The utilization of cannabidiol, clobazam, pregabalin, 
stiripentol, and topiramate is guided by prior authorization (PA) criteria to ensure they are prescribed for indications supported by the medical literature. 
The PA criteria for specific AEDs are presented in Appendix 5. 

 A review of pharmacy AED claims provided an overview of Medicaid Fee for Service (FFS) utilization in the second quarter of 2021.  Ninety-nine percent of the 
claims were for preferred or voluntary agents in the AED class. The most frequently requested preferred agent was lamotrigine with over 68% of all claims, 
followed by divalproex (20% of all claims) and gabapentin (5% of all claims). The most requested non-preferred AED was pregabalin (36% of non-preferred 
claims) followed by clobazam (12% of non-preferred claims). Increasing utilization for the non-preferred AED cannabidiol (5% of non-preferred claims) was 
also observed. 
 

Methods: 
A Medline literature search for new systematic reviews and RCTs assessing clinically relevant outcomes to active controls, or placebo if needed, was conducted. 
A summary of the clinical trials is available in Appendix 2 with abstracts presented in Appendix 3. The Medline search strategy used for this literature scan is 
available in Appendix 4, which includes dates, search terms and limits used. The OHSU Drug Effectiveness Review Project, Agency for Healthcare Research and 
Quality (AHRQ), National Institute for Health and Clinical Excellence (NICE), Department of Veterans Affairs, and the Canadian Agency for Drugs and Technologies 
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in Health (CADTH) resources were manually searched for high quality and relevant systematic reviews. When necessary, systematic reviews are critically 
appraised for quality using the AMSTAR tool and clinical practice guidelines using the AGREE tool. The FDA website was searched for new drug approvals, 
indications, and pertinent safety alerts.  
  
The primary focus of the evidence is on high quality systematic reviews and evidence-based guidelines. Randomized controlled trials will be emphasized if 
evidence is lacking or insufficient from those preferred sources.  
 
New Systematic Reviews:  
Cochrane Collaborative 
Vigabatrin Add-On Therapy For Drug-Resistant Focal Epilepsy 
A 2020 Cochrane systematic review assessed the efficacy and tolerability of vigabatrin as an add-on therapy for people with drug-resistant focal epilepsy.1 This  
systematic review updated the original Cochrane Review published in 2008 and subsequently updated in 2013.1 Literature was searched through November 
2018 for the 2020 update. Eleven randomized, placebo-controlled trials of vigabatrin as add-on treatment in people (n=756) with drug-resistant focal epilepsy 
met inclusion criteria.1 The age of the subjects ranged from 10 to 64 years.1 These were short-term trials, conducted over 7 to 36 weeks. Five trials included 
participants treated with 2 or fewer concomitant AEDs; 5 trials included participants treated with 3 or fewer concomitant AEDs; and 1 trial included participants 
treated with up to 4 concomitant AEDs.1  Outcomes of interest included: 50% or greater reduction in seizure frequency (efficacy); treatment withdrawal 
(effectiveness); adverse effects (safety); dose-response analysis; cognitive outcomes; and quality of life.1 Vigabatrin doses between 1 g/day and 6 g/day were 
evaluated in the RCTs. 
 
All 11 RCTs displayed a risk of bias for domains associated with allocation concealment (selection bias); blinding of outcome assessment (detection bias); or 
incomplete outcome data (attrition bias).1 Only 2 studies described valid methods for random sequence generation.1 Nine studies were at unclear risk of bias for 
random sequence generation because they did not provide details of how randomization was achieved or the randomization methods were deemed 
inadequate.1 All 11 studies failed to provide any methods for allocation concealment or how outcome assessment was blinded.1 Six studies were at unclear risk 
of attrition bias.1 These 6 studies fully reported attrition, but an intention-to-treat (ITT) analysis was not conducted.1  
 
The primary efficacy outcome was defined as the proportion of participants who experienced a 50% or greater reduction in seizure frequency during the 
treatment period when compared to the pre-randomization baseline period.1 Four RCTs reported 50% or greater reduction in seizure frequency in accordance 
with the specified definition.1 The other 7 trials reported percentage seizure reduction as the difference in seizure frequency during the vigabatrin treatment 
arm compared to the placebo treatment arm, rather than being compared against the seizure frequency during the baseline period.1 The meta-analysis of the 4 
RCTs showed participants (n=513) treated with vigabatrin may be more likely to obtain a 50% or greater reduction in seizure frequency compared with those 
treated with placebo (RR 2.60, 95% CI 1.87 to 3.63; I2 =34%; low-certainty evidence).1  
 
Four RCTs (n=401) reported sufficient information to calculate the number of participants withdrawing from each treatment arm.1 Compared with placebo, 
those treated with vigabatrin may more likely to have treatment withdrawn for any reason (RR 2.86, 95% CI 1.25 to 6.55; I2 =0; very low-certainty evidence).1 All 
11 included RCTs (n=756) reported adverse effects data.1 Compared to placebo, participants who received vigabatrin were more likely to experience the 
following adverse effects over 7 to 36 weeks:1  

 dizziness/light-headedness (RR 1.74, 95% CI 1.05 to 2.87; 9 studies; 905 participants; low-certainty evidence) 

 fatigue (RR 1.65, 95% CI 1.08 to 2.51; 9 studies; 905 participants; low-certainty evidence) 
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 drowsiness (RR 1.70, 95% CI 1.18 to 2.44; 8 studies; 864 participants; quality of evidence not reported)   

 depression (RR 3.28, 95% CI 1.30 to 8.27; 6 studies; 690 participants; quality of evidence not reported) 
 

Vigabatrin has a known association with visual field defects.1 In this review of short‐term RCTs, it was not possible to identify associated visual field constrictions 
as they are often asymptomatic.1 The association of vigabatrin with long‐term visual field constrictions was the focus of a 2010 systematic review.6 The latest 
Cochrane Review assessed the proportion of participants experiencing abnormal vision, diplopia or nystagmus which could be detected within the time course of 
the included studies. However, fewer than half of the studies recorded any occurrences of abnormal vision, diplopia or nystagmus.1 Although the incidence rates 
were higher among participants receiving vigabatrin compared to those receiving placebo, the effect was not significant for the following adverse effects:1 

 ataxia (RR 2.76, 95% CI 0.96 to 7.94; 7 studies; 677 participants; very low-certainty evidence) 

 nausea (RR 3.57, 95% CI 0.63 to 20.30; 4 studies; 328 participants; quality of evidence not reported) 

 abnormal vision (RR 1.64, 95% CI 0.67 to 4.02; 5 studies; 575 participants; very low-certainty evidence) 

 headache (RR 1.23, 95% CI 0.79 to 1.92; 9 studies; 905 participants; quality of evidence not reported) 

 diplopia (RR 1.76, 99% CI 0.94 to 3.30; 797 participants; quality of evidence not reported) 

 nystagmus (RR 1.53, 99% CI 0.62 to 3.76; 2 studies; 357 participants;  low-certainty evidence)  
  
Two trials examined response rates over different doses of vigabatrin.1 No significant differences in seizure reduction were observed between 6 g/day and 3 
g/day.1 Two trials evaluated cognitive and quality of life outcomes, while 1 study reported only cognitive outcomes.1 Vigabatrin had little to no effect on 
cognitive outcomes or quality of life in all 3 trials.1 In summary, vigabatrin may significantly reduce seizure frequency in people with drug-resistant focal epilepsy 
over 7 to 36 weeks.1 The results largely apply to adults and should not be extrapolated to children under 10 years old.1  Short-term follow-up of participants 
showed that dizziness, fatigue, drowsiness, and depression were associated with vigabatrin use.1  
 
Rufinamide Add-On Therapy For Drug-Resistant Epilepsy 
A 2020 systematic review summarized current evidence regarding rufinamide when used as an add-on treatment for drug-resistant epilepsy.2 This is an updated 
version of the original Cochrane Review published in 2018.2 The literature search was conducted through February 2020. Six randomized, placebo-controlled, 
add-on trials of rufinamide (n=1759) met inclusion criteria.2 Overall, 2 RCTs compared rufinamide to placebo in children and adults aged 4 to 63 years; 2 RCTs 
examined rufinamide versus placebo in adolescents and adults aged 12 to 80 years; one study examined rufinamide versus placebo in children aged 4 to 16 
years; and one trial compared rufinamide versus placebo in adults aged over 16 years.2 Four trials (n=1563) included people with uncontrolled focal seizures.2 
Two trials (n=196) included individuals with established Lennox-Gastaut syndrome.2 The baseline phase in all trials ranged from 28 to 56 days, and the treatment 
phase from 84 to 96 days.2 The primary outcome of interest was 50% or greater reduction in seizure frequency from baseline. Secondary outcomes included 
seizure freedom, treatment withdrawal, and adverse effects.  
 
Five of the 6 included trials described adequate methods of concealment of randomization, and only 3 RCTs described adequate blinding.2 All analyses were by 
ITT. All trials were sponsored by the manufacturer of rufinamide and therefore were at high risk of funding bias.2 Overall, 5 studies were at low risk of bias while 
1 study had unclear risk of bias due to lack of reported information around study design.2 
 
Compared with placebo, people with drug-resistant focal epilepsy who received rufinamide were more likely to achieve 50% or greater reduction in seizure 
frequency from baseline (RR 1.79; 95% CI 1.44 to 2.22; 6 RCTs; 1759 participants; moderate-certainty evidence).2 Data from only 1 RCT (73 participants) reported 
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seizure freedom. More participants treated with rufinamide (6/44 participants) experienced seizure freedom compared with placebo (3/29 participants; RR 1.32; 
95% CI 0.36 to 4.86; moderate-certainty evidence).2 Six RCTs (1759 participants) reported treatment withdrawal. Participants allocated to rufinamide were 
significantly more likely to withdraw from treatment (RR 1.83;95% CI 1.45 to 2.31; moderate-certainty evidence).2 
 
Most adverse effects were more likely to occur in the rufinamide-treated group compared with placebo.2 Adverse effect outcomes were of moderate to low 
certainty due to wide confidence intervals and potential risk of bias from some studies contributing to the analysis.2 The statistical analysis for each adverse 
effect are described below:2 

 headache (RR 1.36, 95% Cl 1.08 to 1.69; 3 RCTs, 1228 participants; moderate-certainty evidence) 

 dizziness (RR 2.52, 95% Cl 1.90 to 3.34; 3 RCTs, 1295 participants; moderate-certainty evidence) 

 somnolence (RR 1.94, 95% Cl 1.44 to 2.61; 6 RCTs, 1759 participants; moderate-certainty evidence) 

 vomiting (RR 2.95, 95% Cl 1.80 to 4.82; 4 RCTs, 777 participants; low-certainty evidence) 

 nausea (RR 1.87, 95% Cl 1.33 to 2.64; 3 RCTs, 1295 participants; moderate-certainty evidence) 

 fatigue (RR 1.46, 95% Cl 1.08 to 1.97; 3 RCTs, 1295 participants; moderate-certainty evidence) 

 diplopia (RR 4.60, 95% Cl 2.53 to 8.38; 3 RCTs, 1295 participants; low-certainty evidence)  
 
In summary, for people with drug-resistant focal epilepsy, add-on rufinamide was effective in reducing seizure frequency.2 However, the available trials were of 
relatively short duration and provided no evidence for long-term use of rufinamide.2  This review focused on the use of rufinamide in drug-resistant focal 
epilepsy, and the results cannot be generalized to add-on treatment for generalized epilepsies.2  Likewise, no inference can be made about the effects of 
rufinamide when used as monotherapy.2 Only 1 study recruited children; there is insufficient evidence from this study to indicate whether rufinamide is more or 
less effective in infants and children than in adults.2 
 
Anti-Seizure Medications For Lennox-Gastaut Syndrome 
A 2021 Cochrane review assessed the efficacy and tolerability of AEDs when used to manage seizures associated with Lennox-Gastaut syndrome.3  This review 
updated a previous version published in 2013. Literature was searched through March 2020. No RCTs were identified that assessed monotherapy of AEDs. Ten 
RCTs investigated FDA-approved AEDs (cannabidiol, clobazam, lamotrigine, rufinamide, felbamate, and topiramate) as add-on therapy for Lennox-Gastaut 
syndrome in children, adolescents and adults.3 Trials were conducted over 11 weeks to 112 weeks after randomization.3 Primary outcomes of interest included 
cessation of all seizures, quantitative reduction of all seizure types, and adverse events leading to study discontinuation.3 
 
Most of the evidence in this review related to people from middle‐ or high‐income countries and, where reported, participants of white ethnicity.3 A high risk of 
selective reporting bias was identified in 4 of the 10 RCTs.3 In 2 of the 10 RCTs, a high risk of bias was associated with incomplete outcome data.3 A high risk of 
bias due to the exclusion of non‐responders in the initial open phase of one study was also identified.3 Overall, the certainty of evidence was of moderate‐ to 
very low‐certainty.3 Outcomes were downgraded because the evidence was not powered to detect a between‐group difference or outcomes were due to 
imprecise estimates with wide or very wide confidence intervals.3  Study results could not be combined into a meta-analysis due to heterogeneity. Data reported 
for each drug are summarized below. 
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Lamotrigine 
Two RCTs compared add-on lamotrigine with add-on placebo. Neither study reported overall seizure cessation. High‐certainty evidence showed that add‐on 
lamotrigine increased the number of participants with at least 50% reduction in the average number of reported seizures after 16 weeks of treatment compared 
to add-on placebo (RR 2.12, 95% CI 1.19 to 3.76; 1 RCT; 167 participants).3 Low-certainty evidence showed more adverse events leading to study-discontinuation 
occurred with add-on lamotrigine compared to add-on placebo at 20 weeks (RR 0.49, 95% CI 0.13 to 1.82; 1 RCT; 169 participants).3 
 
Rufinamide 
Two studies compared add-on rufinamide with add-on placebo. Neither study reported seizure cessation. High-certainty evidence demonstrated add-on 
rufinamide resulted in at least 50% average seizure reduction after 12 weeks of treatment compared with add-on placebo (RR 2.84, 95% CI 1.31 to 6.18; 1 RCT; 
138 participants).3 Low-certainty evidence showed more participants had adverse effects leading to study discontinuation after 12 weeks with add-on 
rufinamide compared to add-on placebo (RR 4.14, 95% CI 0.49 to 34.86; 1 RCT; 59 participants).3 One study compared add-on rufinamide with another add-on 
AED.3 This study did not report overall seizure cessation or reduction. Low-certainty evidence showed more adverse events leading to study discontinuation 
occurred with add-on rufinamide after 112 weeks compared to another add-on AED ( RR 0.96, 95% CI 0.10 to 9.57; 1 RCT; 37 participants).3  
 
Topiramate 
One study compared add-on topiramate with add-on placebo. This study did not report overall seizure cessation. Low-certainty evidence showed at least 75% 
average seizure reduction after 11 weeks treatment with add-on topiramate compared with add-on placebo (odds ratio [OR] 8.22, 99% CI 0.60 to 112.62; 1 RCT; 
98 participants).3 Little or no difference in adverse events leading to study discontinuation with topiramate versus add-on placebo was noted; no participants 
experienced adverse events leading to study discontinuation after 11 weeks follow-up (1 RCT; 98 participants; low-certainty evidence).3 
 
Felbamate 
One study compared add-on felbamate with add-on placebo. The study did not report overall seizure reduction. No cases of seizure cessation occurred in either 
regimen during the 56-day treatment phase (1 RCT; 73 participants; low-certainty evidence).3 There was low-certainty evidence from this RCT that people with 
add-on felbamate were seizure-free during an EEG recording at the end of the treatment phase, compared to add-on placebo (RR 2.92, 95% CI 0.32 to 26.77).3 
Low-certainty evidence showed more participants treated with add-on felbamate had an adverse event leading to study discontinuation after 14 week follow-up 
compared to add-on placebo (RR 0.97, 95% CI 0.06 to 14.97).3  
  
Cannabidiol  
Reduction in all types of seizures was not reported with add-on cannabidiol in 2 studies. However, the number of participants with at least 50% reduction in drop 
seizures (any seizure resulting in postural loss) after 14 weeks of treatment was in favor of add-on cannabidiol compared with add-on placebo (RR, 2.12 95% CI 
1.48 to 3.03; 2 RCTs; n=396; quality of evidence not reported).3 High‐certainty evidence showed add‐on cannabidiol increased the number of participants with 
adverse events leading to study discontinuation after 19 weeks of follow-up compared to add‐on placebo (RR 4.90, 95% CI 1.21 to 19.87; 2 RCTs; n=396).3 
 
Clobazam 
One study (n=217) compared add-on clobazam with add-on placebo. This study did not report overall seizure cessation or reduction. The number of participants 
free from drop seizures after 12 weeks of treatment favored the add-on clobazam regimen compared with add-on placebo (RR 4.10; 95% CI 1.00 to 16.83; 
quality of evidence not reported).3 High-certainty evidence showed more people who received clobazam had adverse events leading to study discontinuation at 
22 weeks follow-up compared to add-on placebo (RR 4.12, 95% CI 1.01 to 16.87).3  
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In summary, RCTs of monotherapy and head-to-head comparison of add-on AEDs in patients with Lennox-Gastaut syndrome are currently lacking.3 High-
certainty evidence for overall seizure reduction with add-on lamotrigine and rufinamide was identified, with low-certainty evidence for adverse events leading to 
study discontinuation compared with add-on placebo or another add-on AED.3 More adverse events leading to study discontinuation occurred in participants 
treated with clobazam (high-certainty), cannabidiol (high-certainty), or felbamate (low-certainty), compared with add-on placebo-treated.3   

Lacosamide Add-On Therapy For Focal Epilepsy 
The objective of a 2021 Cochrane Review was to evaluate the efficacy and tolerability of lacosamide as an add-on therapy for children and adults with drug-
resistant focal epilepsy.4 This is an updated version of the Cochrane review published in 2015. Literature was searched through August 2019. Five RCTs (n=2199) 
met inclusion criteria.4 All studies were placebo-controlled and assessed lacosamide doses from 200 mg to 600 mg per day. One study evaluated lacosamide in 
children; all other studies were in adults. Trial duration ranged from 24 to 26 weeks. The primary outcome of interest was the proportion of people with 50% or 
greater reduction in seizure frequency in the treatment period compared with the pre‐randomization baseline period.4 Secondary outcomes included  the 
proportion of people with complete cessation of seizures during the treatment period and treatment withdrawal.4 

 
All 5 RCTs were undertaken as part of a drug development program and were sponsored by UCB Pharma.4 The first study was a phase 2b clinical trial, the other 4 
RCTs were phase 3 clinical trials. In all trials, the recruited participants were currently experiencing simple or complex focal seizures, with or without secondary 
generalized seizures, and had previously been taking a minimum of 2 AED treatments.4 The ITT population was defined as those who produced at least one 
seizure diary entry, and safety population was defined as those who took at least one dose of the trial medication.4 All studies used adequate methods of 
randomization and were double-blind.4 The risk of bias for all studies was low to unclear.4 Overall, the certainty of the evidence for the outcomes was judged as 
moderate to high, with the exception of seizure freedom which was low.4  
 
When compared to placebo, lacosamide showed a 50% or greater reduction in seizure frequency for all doses of lacosamide compared with placebo (RR 1.79; 
95% CI 1.55 to 2.08; 5 studies; 2199 participants; high-certainty evidence).4 Lacosamide‐randomized participants were more likely to attain seizure freedom 
compared with placebo‐randomized participants over 24 to 26 weeks (RR 2.27; 95% CI 1.35 to 3.83; 5 studies; 2199 participants; low-certainty evidence).4 
Participants randomized to lacosamide were more likely to withdraw from treatment than those randomized to placebo (RR 1.57; 95% CI 1.24 to 1.98; 5 studies; 
2199 participants; moderate-certainty evidence).4 A significantly higher proportion of participants receiving any dose of lacosamide reported the following 
adverse events compared to the proportion of participants receiving placebo (RR 1.12, 99% CI 1.01 to 1.24):4   

 abnormal co-ordination (RR 6.12, 99% CI 1.35 to 27.77; 2 RCTs; quality of evidence not reported) 

 blurred vision (RR 4.65, 99% CI 1.24 to 17.37; 2 RCTs; quality of evidence not reported) 

 diplopia (RR 5.59, 99% CI 2.27 to 13.79; 5 RCTs; quality of evidence not reported) 

 dizziness (RR 2.96, 99% CI 2.09 to 4.20; 5 RCTs; high-certainty evidence) 

 nausea (RR 2.35, 99% CI 1.37 to 4.02; 5 RCTs; quality of evidence not reported ) 

 somnolence (RR 2.04, 99% CI 1.22 to 3.41; 4 RCTs; quality of evidence not reported) 

 vomiting (RR 2.94, 99% CI 1.54 to 5.64; 5 RCTs; moderate-certainty of evidence) 
 
The proportion of participants reporting the following adverse events was not significantly different between participants receiving any dose of lacosamide and 
participants receiving placebo:4  

 vertigo (RR 3.71, 99% CI 0.86 to 15.95; 2 RCTs; quality of evidence not reported) 
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 rash (RR 0.58, 99% CI 0.17 to 1.89; 2 RCTs; quality of evidence not reported) 

 nasopharyngitis (RR 1.41, 99% CI 0.87 to 2.28; 3 RCTs; quality of evidence not reported) 

 headache (RR 1.34, 99% CI 0.90 to 1.98; 5 RCTs; moderate-certainty evidence) 

 fatigue (RR 2.11, 99% CI 0.92 to 4.85; 2 RCTs; quality of evidence not reported) 

 nystagmus (RR 1.47, 99% CI 0.61 to 3.52; 2 RCTs; quality of evidence not reported) 

 upper respiratory tract infection (RR 0.70, 99% CI 0.43 to 1.15; 3 RCTs; quality of evidence not reported ) 

In summary, lacosamide is effective and well-tolerated in the short term when used as add-on treatment for drug-resistant focal epilepsy.4 Compared with 
placebo, lacosamide increases the number of people with 50% or greater reduction in seizure frequency and may increase seizure freedom.4 Additional evidence 
is required assessing the use of lacosamide in children and on longer-term efficacy and tolerability.4 

Perioperative Use of Gabapentinoids for the Management of Postoperative Acute Pain 
The goal of a 2020 systematic review was to assess the analgesic effect and adverse events associated with the perioperative use of gabapentinoids in adult 
patients.5 Literature was searched through January 2018. Included trials evaluated gabapentinoids (pregabalin or gabapentin) initiated between 1 week before 
and 12 hours after surgery.5 Trials were excluded when the comparator was regional analgesia (neuraxial or peripheral) and when participants were already 
taking gabapentinoids for another condition.5 The co-primary outcomes were postoperative acute pain at 6, 12, 24, 48, and 72 hours after surgery measured by 
any quantitative pain scale.5 Secondary outcomes included the intensity of postoperative subacute pain, incidence of postoperative chronic pain, cumulative 
opioid use, persistent opioid use, lengths of stay, and adverse events.5  

Pain intensity measurement scores were collected using a scale from 0 (no pain) to 100 (worst imaginable pain) points.5 When scores were not presented in a 
100-point scale format, they were converted using the appropriate ratio.5 The MCID between groups for acute pain intensity has been established to be 10 
points on a 100-point scale and is independent of pain severity.5  A difference of 20 to 30 points represents an “appreciable” analgesic effect, while a 50-point 
difference represents a “substantial” effect.5 The subgroup analyses were the type of drug (pregabalin vs. gabapentin), the dosage regimen (high dose [at least 
300 mg/day for pregabalin and at least 900 mg/day for gabapentin] versus low dose [less than 300 mg/day for pregabalin and less than 900 mg/day for 
gabapentin]), the postoperative care pathway (inpatient versus ambulatory), and use with scheduled opioids (rather than on demand).5  
 
Three hundred twenty-two trials (n=28,465 participants) were included in the systematic review.5 Of these, 281 trials (n=24,682 participants) reported 
quantitative data and were included in the meta-analysis.5 Of all the eligible trials, 52% of trials evaluated gabapentin (n=5,800 participants), 43% of trials 
evaluated pregabalin (n=4,228 participants), and 5% evaluated both drugs (n=421 participants).5 Gabapentinoids were administered as a single dose in 68% of 
trials (n=15,189 participants), while multiple doses were administered in 31% of trials (n=9,333 participants).5 Gabapentinoids were administered before surgery 
in 71% of trials (n=15,675 participants), after surgery in 4% of trials (n=806 participants), and at both time periods in 25% of trials (n=8,201 participants.5 The 
overall risk of bias was unclear for 62% of trials (n=174 RCTs), low for 11% of trials (n=32 RCTs), and high for 27% of trials (n=75 RCTs) included in the meta-
analysis.5 For blinded assessment of postoperative acute pain at any time point, 46% of the trials (n=79) were at high or unclear risk of bias.5 
 
Compared with controls, gabapentinoids were associated with a lower postoperative pain intensity (100-point scale) at 6 hours (MD -10; 95% CI, -12 to -9), 12 hours 
(MD, -9; 95% CI, -10 to -7), 24 hours (MD, -7; 95% CI, -8 to -6), and 48 hours (MD, -3; 95% CI, -5 to -1).5 However, this effect was not clinically significant ranging 
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below the MCID (10 points out of 100) for each time point.5 These results were consistent regardless of the type of drug (gabapentin or pregabalin).5 No effect 
was observed on pain intensity at 72 hours, subacute pain, and chronic pain.5  
 
The use of gabapentinoids was associated with a lower risk of postoperative nausea and vomiting but with more dizziness and visual disturbance.5 The 
perioperative use of gabapentinoids was associated with less postoperative nausea and vomiting (RR 0.77; 95% CI, 0.72 to 0.82; I2 = 44%; 187 trials; 17,145 
participants).5 Gabapentinoids were also associated with a greater incidence of dizziness (RR 1.25; 95% CI, 1.13 to 1.39; I2 = 39%; 134 trials; 12,054 participants) 
and visual disturbance (RR 1.89; 95% CI, 1.53 to 2.33; I2 = 0%; 54 trials; 4,637 participants).5 Gabapentinoids were not significantly associated with respiratory 
failure, ataxia/falls, or delirium.5 The risk of respiratory failure was not different when gabapentinoids were used with opioids.5 Most of these analyses are based 
on limited sample size.5 No trial evaluated the incidence of drug addiction or abuse.5 
 
The results of this review are not aligned with the American Pain Society recommendation for using gabapentinoids in the perioperative period,7 as well as other 
societies suggesting that gabapentinoids may be beneficial in surgery associated with pronociceptive pain.5  These recommendations are based on the results of 
a systematic review evaluating the perioperative use of pregabalin that included 33 trials.5  This previous systematic review was designed to look at subgroups 
based on types of surgeries associated with potential pronociceptive pain mechanisms rather than using these subgroups to explain a potential overall effect.5 
Importantly, the definitions used to classify the types of surgeries were based on clinical experience without any solid evidence to justify a theoretical differential 
effect depending on the type of surgical pain.5 In summary, no clinically significant analgesic effect for the perioperative use of gabapentinoids was observed.5 
There was also no effect on the prevention of postoperative chronic pain and a greater risk of adverse events.5  The results from this systemic review do not 
support the routine use of pregabalin or gabapentin for the management of postoperative pain in adult patients.5 
 

After review, 6 systematic reviews were excluded due to poor quality, wrong study design of included trials (e.g., observational), comparator (e.g., no control or 
placebo-controlled), or outcome studied (e.g., non-clinical).8-14 
 
New Guidelines: No new guidelines were identified since the last literature scan. 
 
New Formulations: 
A new formulation of fosphenytoin (SESQUIENT) received FDA-approval in November 2020.15 This new formulation is bioequivalent to the initial fosphenytoin 
product (CEREBYX). SESQUIENT is approved for: treatment of generalized tonic-clonic status epilepticus in adults; prevention of seizures occurring during 
neurosurgery in adults; and for short term substitution for oral phenytoin in patients 2 years of age and older (only when oral administration is not possible).15 
CEREBYX is approved for use in pediatric and adult patients and must be stored in the refrigerator.16 SESQUIENT differs from CEREBYX in storage requirements 
and has a more physiologic pH of 7 to 8.2.15 Other fosphenytoin injection products have a pH specification between 8.6 and 9.0.16  Room temperature storage of 
SESQUIENT may allow improved availability in emergent situations. 
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New Safety Alerts: 
Table 1. Description of New FDA Safety Alerts 

Generic Name  Brand Name  Month / Year 
of Change 

Location of Change (Boxed 
Warning, Warnings, CI) 

Addition or Change and Mitigation Principles (if applicable) 

Cenobamate XCOPRI August 2020 Final DEA scheduling 
review 

After final DEA review, cenobamate was designated as a 
controlled substance due to the abuse potential risk 
identified in the drug development program. The drug 
description for cenobamate was revised to indicate it is a 
Schedule V controlled substance.17 

Fosphenytoin CEREBYX February 2021 Warnings and Precautions Studies in patients of Chinese ancestry have found a strong 
association between the risk of developing Stevens-Johnson 
syndrome (SJS) or toxic epidermal necrolysis (TEN) and the 
presence of HLA-B*1502, an inherited allelic variant of the 
HLA B gene, in patients using carbamazepine. Limited 
evidence suggests that HLA-B*1502 may be a risk factor for 
the development of SJS/TEN in patients of Asian ancestry 
taking other antiepileptic drugs associated with SJS/TEN, 
including phenytoin. In addition, retrospective, case-control, 
genome-wide association studies in patients of southeast 
Asian ancestry have also identified an increased risk of 
severe cutaneous adverse reactions in carriers of the 
decreased function CYP2C9*3 variant, which has also been 
associated with decreased clearance of phenytoin. Consider 
avoiding CEREBYX as an alternative to carbamazepine in 
patients who are positive for HLA-B*1502 or in CYP2C9*3 
carriers.16   

Should CEREBYX be utilized for CYP2C9*3 carriers, consider 
starting at the lower end of the dosage range. The use of 
HLA-B*1502 or CYP2C9 genotyping has important limitations 
and must never substitute for appropriate clinical vigilance 
and patient management. The role of other possible factors 
in the development of, and morbidity from, SJS/TEN, such as 
antiepileptic drug (AED) dose, compliance, concomitant 
medications, comorbidities, and the level of dermatologic 
monitoring have not been studied.16 
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Lamotrigine LAMICTAL March 2021 Drug Safety 
Announcement18 
 
Warnings and Precaution 
Section of Prescribing 
Information19 

Drug Safety Announcement: 
Health care professionals should assess whether the 
potential benefits of lamotrigine outweigh the potential risk 
of arrhythmias for each patient.  Laboratory testing 
performed at therapeutically relevant concentrations has 
shown that lamotrigine can increase the risk of serious 
arrhythmias, which can be life-threatening, in patients with 
clinically important structural or functional heart 
disorders.  Clinically important structural and functional 
heart disorders include heart failure, valvular heart disease, 
congenital heart disease, conduction system disease, 
ventricular arrhythmias, cardiac channelopathies such as 
Brugada syndrome, clinically important ischemic heart 
disease, or multiple risk factors for coronary artery 
disease.  The risk of arrhythmias may increase further if used 
in combination with other medicines that block sodium 
channels in the heart.  Other sodium channel blockers 
approved for epilepsy, bipolar disorder, and other indications 
should not be considered safer alternatives to lamotrigine in 
the absence of additional information.18  

 
Warning and Precautions Section of Prescribing Information 
updated as follows: 
Cardiac rhythm and conduction abnormalities: Based on in 
vitro findings, LAMICTAL could cause serious arrhythmias 
and/or death in patients with certain underlying cardiac 
disorders or arrhythmias. Any expected or observed benefit 
of LAMICTAL in an individual patient with clinically important 
structural or functional heart disease must be carefully 
weighed against the risk for serious arrythmias and/or death 
for that patient.19  

Topiramate TOPAMAX 
QSYMIA 
QUDEXY XR 
TROKENDI XR 

June 2021 Warnings and Precautions 1. Acute Myopia and Secondary Angle Closure Glaucoma 
Syndrome  

A syndrome consisting of acute myopia associated with 
secondary angle closure glaucoma has been reported in 
patients receiving TOPAMAX. Symptoms include acute onset 
of decreased visual acuity and/or ocular pain. 
Ophthalmologic findings can include some or all of the 
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following: myopia, mydriasis, anterior chamber shallowing, 
ocular hyperemia (redness), choroidal detachments, retinal 
pigment epithelial detachments, macular striae, and 
increased intraocular pressure. This syndrome may be 
associated with supraciliary effusion resulting in anterior 
displacement of the lens and iris, with secondary angle 
closure glaucoma. Symptoms typically occur within 1 month 
of initiating TOPAMAX therapy. In contrast to primary 
narrow angle glaucoma, which is rare under 40 years of age, 
secondary angle closure glaucoma associated with 
topiramate has been reported in pediatric patients as well as 
adults. The primary treatment to reverse symptoms is 
discontinuation of TOPAMAX as rapidly as possible, 
according to the judgment of the treating physician. Other 
measures, in conjunction with discontinuation of TOPAMAX, 
may be helpful.20  
 
2.Serious Skin Reactions  
Serious skin reactions (Stevens-Johnson Syndrome [SJS] and 
Toxic Epidermal Necrolysis [TEN]) have been reported in 
patients receiving topiramate. TOPAMAX should be 
discontinued at the first sign of a rash, unless the rash is 
clearly not drug-related. If signs or symptoms suggest 
SJS/TEN, use of this drug should not be resumed and 
alternative therapy should be considered. Inform patients 
about the signs of serious skin reactions.20  
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Appendix 1: Current Preferred Drug List 
Generic Brand Route Form PDL 

carbamazepine CARBAMAZEPINE ORAL ORAL SUSP Y 

carbamazepine TEGRETOL ORAL ORAL SUSP Y 

carbamazepine CARBAMAZEPINE ORAL TAB CHEW Y 

carbamazepine CARBAMAZEPINE ER ORAL TAB ER 12H Y 

carbamazepine TEGRETOL XR ORAL TAB ER 12H Y 

carbamazepine CARBAMAZEPINE ORAL TABLET Y 

carbamazepine EPITOL ORAL TABLET Y 

carbamazepine TEGRETOL ORAL TABLET Y 

diazepam DIASTAT RECTAL KIT Y 

diazepam DIASTAT ACUDIAL RECTAL KIT Y 

diazepam DIAZEPAM RECTAL KIT Y 

divalproex sodium DEPAKOTE SPRINKLE ORAL CAP DR SPR Y 

divalproex sodium DIVALPROEX SODIUM ORAL CAP DR SPR Y 

divalproex sodium DEPAKOTE ER ORAL TAB ER 24H Y 

divalproex sodium DIVALPROEX SODIUM ER ORAL TAB ER 24H Y 

divalproex sodium DEPAKOTE ORAL TABLET DR Y 

divalproex sodium DIVALPROEX SODIUM ORAL TABLET DR Y 

ethosuximide ETHOSUXIMIDE ORAL CAPSULE Y 

ethosuximide ZARONTIN ORAL CAPSULE Y 

ethosuximide ETHOSUXIMIDE ORAL SOLUTION Y 

ethosuximide ZARONTIN ORAL SOLUTION Y 

gabapentin GABAPENTIN ORAL CAPSULE Y 

gabapentin NEURONTIN ORAL CAPSULE Y 

gabapentin GABAPENTIN ORAL TABLET Y 

gabapentin NEURONTIN ORAL TABLET Y 

lacosamide VIMPAT ORAL TABLET Y 

lamotrigine LAMICTAL ORAL TABLET Y 

lamotrigine LAMOTRIGINE ORAL TABLET Y 

lamotrigine SUBVENITE ORAL TABLET Y 

levetiracetam KEPPRA ORAL SOLUTION Y 

levetiracetam LEVETIRACETAM ORAL SOLUTION Y 

levetiracetam KEPPRA ORAL TABLET Y 

levetiracetam LEVETIRACETAM ORAL TABLET Y 

levetiracetam ROWEEPRA ORAL TABLET Y 

methsuximide CELONTIN ORAL CAPSULE Y 

oxcarbazepine OXCARBAZEPINE ORAL ORAL SUSP Y 

oxcarbazepine TRILEPTAL ORAL ORAL SUSP Y 

oxcarbazepine OXCARBAZEPINE ORAL TABLET Y 
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oxcarbazepine TRILEPTAL ORAL TABLET Y 

phenobarbital PHENOBARBITAL ORAL ELIXIR Y 

phenobarbital PHENOBARBITAL ORAL TABLET Y 

phenytoin DILANTIN-125 ORAL ORAL SUSP Y 

phenytoin PHENYTOIN ORAL ORAL SUSP Y 

phenytoin DILANTIN ORAL TAB CHEW Y 

phenytoin PHENYTOIN ORAL TAB CHEW Y 

phenytoin sodium extended DILANTIN ORAL CAPSULE Y 

phenytoin sodium extended PHENYTEK ORAL CAPSULE Y 

phenytoin sodium extended PHENYTOIN SODIUM EXTENDED ORAL CAPSULE Y 

primidone MYSOLINE ORAL TABLET Y 

primidone PRIMIDONE ORAL TABLET Y 

rufinamide BANZEL ORAL TABLET Y 

rufinamide RUFINAMIDE ORAL TABLET Y 

tiagabine HCl GABITRIL ORAL TABLET Y 

tiagabine HCl TIAGABINE HCL ORAL TABLET Y 

topiramate TOPAMAX ORAL TABLET Y 

topiramate TOPIRAMATE ORAL TABLET Y 

valproic acid VALPROIC ACID ORAL CAPSULE Y 

valproic acid (as sodium salt) VALPROIC ACID ORAL SOLUTION Y 

zonisamide ZONISAMIDE ORAL CAPSULE Y 

carbamazepine EQUETRO ORAL CPMP 12HR V 

lamotrigine LAMICTAL (BLUE) ORAL TAB DS PK V 

lamotrigine LAMICTAL (GREEN) ORAL TAB DS PK V 

lamotrigine LAMICTAL (ORANGE) ORAL TAB DS PK V 

lamotrigine LAMOTRIGINE (BLUE) ORAL TAB DS PK V 

lamotrigine LAMOTRIGINE (GREEN) ORAL TAB DS PK V 

lamotrigine LAMOTRIGINE (ORANGE) ORAL TAB DS PK V 

lamotrigine SUBVENITE (BLUE) ORAL TAB DS PK V 

lamotrigine SUBVENITE (GREEN) ORAL TAB DS PK V 

lamotrigine SUBVENITE (ORANGE) ORAL TAB DS PK V 

lamotrigine LAMICTAL XR ORAL TAB ER 24 V 

lamotrigine LAMOTRIGINE ER ORAL TAB ER 24 V 

lamotrigine LAMICTAL ODT ORAL TAB RAPDIS V 

lamotrigine LAMOTRIGINE ODT ORAL TAB RAPDIS V 

lamotrigine LAMICTAL ORAL TB CHW DSP V 

lamotrigine LAMOTRIGINE ORAL TB CHW DSP V 

lamotrigine LAMICTAL XR (BLUE) ORAL TB ER DSPK V 

lamotrigine LAMICTAL XR (GREEN) ORAL TB ER DSPK V 

lamotrigine LAMICTAL XR (ORANGE) ORAL TB ER DSPK V 
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lamotrigine LAMICTAL ODT (BLUE) ORAL TB RD DSPK V 

lamotrigine LAMICTAL ODT (GREEN) ORAL TB RD DSPK V 

lamotrigine LAMICTAL ODT (ORANGE) ORAL TB RD DSPK V 

lamotrigine LAMOTRIGINE ODT (BLUE) ORAL TB RD DSPK V 

lamotrigine LAMOTRIGINE ODT (GREEN) ORAL TB RD DSPK V 

lamotrigine LAMOTRIGINE ODT (ORANGE) ORAL TB RD DSPK V 

brivaracetam BRIVIACT ORAL SOLUTION N 

brivaracetam BRIVIACT ORAL TABLET N 

cannabidiol (CBD) EPIDIOLEX ORAL SOLUTION N 

carbamazepine CARBAMAZEPINE ER ORAL CPMP 12HR N 

carbamazepine CARBATROL ORAL CPMP 12HR N 

cenobamate XCOPRI ORAL TAB DS PK N 

cenobamate XCOPRI ORAL TABLET N 

clobazam SYMPAZAN ORAL FILM N 

clobazam CLOBAZAM ORAL ORAL SUSP N 

clobazam ONFI ORAL ORAL SUSP N 

clobazam CLOBAZAM ORAL TABLET N 

clobazam ONFI ORAL TABLET N 

diazepam VALTOCO NASAL SPRAY N 

eslicarbazepine acetate APTIOM ORAL TABLET N 

felbamate FELBAMATE ORAL ORAL SUSP N 

felbamate FELBATOL ORAL ORAL SUSP N 

felbamate FELBAMATE ORAL TABLET N 

felbamate FELBATOL ORAL TABLET N 

fenfluramine HCl FINTEPLA ORAL SOLUTION N 

gabapentin GABAPENTIN ORAL SOLUTION N 

gabapentin NEURONTIN ORAL SOLUTION N 

gabapentin GRALISE ORAL TAB ER 24H N 

gabapentin enacarbil HORIZANT ORAL TABLET ER N 

lacosamide VIMPAT ORAL SOLUTION N 

lacosamide VIMPAT ORAL TAB DS PK N 

levetiracetam ELEPSIA XR ORAL TAB ER 24H N 

levetiracetam KEPPRA XR ORAL TAB ER 24H N 

levetiracetam LEVETIRACETAM ER ORAL TAB ER 24H N 

levetiracetam SPRITAM ORAL TAB SUSP N 

midazolam NAYZILAM NASAL SPRAY N 

oxcarbazepine OXTELLAR XR ORAL TAB ER 24H N 

perampanel FYCOMPA ORAL ORAL SUSP N 

perampanel FYCOMPA ORAL TABLET N 

phenobarbital PHENOBARBITAL ORAL ELIXIR N 
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pregabalin LYRICA ORAL CAPSULE N 

pregabalin PREGABALIN ORAL CAPSULE N 

pregabalin LYRICA ORAL SOLUTION N 

pregabalin PREGABALIN ORAL SOLUTION N 

rufinamide BANZEL ORAL ORAL SUSP N 

rufinamide RUFINAMIDE ORAL ORAL SUSP N 

stiripentol DIACOMIT ORAL CAPSULE N 

stiripentol DIACOMIT ORAL POWD PACK N 

topiramate TROKENDI XR ORAL CAP ER 24H N 

topiramate QUDEXY XR ORAL CAP SPR 24 N 

topiramate TOPIRAMATE ER ORAL CAP SPR 24 N 

topiramate TOPAMAX ORAL CAP SPRINK N 

topiramate TOPIRAMATE ORAL CAP SPRINK N 

vigabatrin SABRIL ORAL POWD PACK N 

vigabatrin VIGABATRIN ORAL POWD PACK N 

vigabatrin VIGADRONE ORAL POWD PACK N 

vigabatrin SABRIL ORAL TABLET N 

vigabatrin VIGABATRIN ORAL TABLET N 

gabapentin GRALISE ORAL TAB24HDSPK  
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Appendix 2: New Comparative Clinical Trials 
 
A total of 39 citations were manually reviewed from the initial literature search.  After further review, 37 citations were excluded because of wrong study design 
(e.g., observational), comparator (e.g., no control or placebo-controlled), or outcome studied (e.g., non-clinical). The remaining 2 trials are summarized in the 
table below. Full abstracts are included in Appendix 3. 
 
Table 1. Description of Randomized Comparative Clinical Trials. 

Study Comparison Population Primary Outcome Results Trial Limitations 

Marson A, 
et al.21 
 
OL, NI, MC, 
Phase 4 RCT 
 
Location: 
UK 
 
N=990 
 
Duration: 2 
years 

1. Levetiracetam 
dosed per prescribing 
guidance for age 
(n=332) 
 
2. Zonisamide dosed 
per prescribing 
guidance for age 
(n=328) 
 
3. Lamotrigine dosed 
per prescribing 
guidance for age 
(n=330) 
 

Participants aged 
5 years or older 
with two or more 
unprovoked focal 
seizures 
 
 

Time to 12-month remission 
from seizures 
 
Predefined NI margin: HR 1.320 
 

Median time to achieve 12 month seizure 
remission: 
1. 588 days; 95 % CI 472 to 706 
2. 530 days; 95% CI 453 to 601 
3. 516 days; 95% CI 457 to 577 
 
1 vs. 3 
HR 1.18; 97.5% CI 0.95 to 1.47 (NI not met) 
2 vs. 3 
HR 1.03; 97.5% CI 0.83 to 1.28 (NI met) 
 
These findings do not support the use of 
levetiracetam or zonisamide as first-line 
treatments for patients with focal epilepsy.  

Open label trial design is 
subject to performance 
bias.  Seizure events 
recorded in seizure diaries, 
which is subject to 
detection bias. 18% of 
participants were younger 
than 18 yo, which limits 
applicability to pediatric 
patients. Zonisamide not 
approved in the UK as 
monotherapy for use in 
pediatric patients at the 
time of the study, which 
may have influenced 
pediatric recruitment. 

Marson A, 
et al.22 
 
OL, NI, MC, 
Phase 4 RCT 
 
Location: 
UK 
 
N=520 
 
Duration: 2 
years 

1. Valproate dosed 
per prescribing 
guidance for age 
(n=260) 
 
2. Levetiracetam 
dosed per prescribing 
guidance for age 
(n=260) 

Participants were 
aged 5 years or 
older, had a 
history of at least 
two unprovoked 
epileptic seizures 
requiring 
treatment, their 
clinical epilepsy 
diagnosis was a 
generalised 
epilepsy 
syndrome or was 
unclassifiable, 
and they had 

Time to 12-month remission 
from seizures 
 
Predefined NI margin: HR 1.314 
 

Median time to achieve 12 month seizure 
remission: 
1. 445 days; 95% CI 406 to 531 
2. 636 days; 95% CI 553 to 728 
 
1 vs. 2: HR 1.19; 95% CI 0.96–1.47 (NI not met) 
 
For men with generalised onset seizures, 
valproate should continue as a first-line 
treatment.  
 

Open-label trial design 
may have influenced 
decisions about dose and 
treatment changes, 
thereby biasing results for 
time to treatment failure, 
seizure outcomes, and the 
reporting of adverse 
reactions. Seizure events 
recorded in seizure diaries, 
which is subject to 
detection bias. More men 
than women were 
recruited (64. 8%  vs 
35.2%), which could have 
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never been 
treated with an 
anti-seizure 
medicine  

introduced unintended 
gender bias into the study.  
 

Abbreviations: CI=confidence interval; HR=hazard ratio; MC=multi-center; NI=non-inferiority; OL=open label; RCT = randomized clinical trial; UK=United Kingdom; yo=years 
old 
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Appendix 3: Abstracts of Comparative Clinical Trials 

1. The SANAD II study of the effectiveness and cost-effectiveness of levetiracetam, zonisamide, or lamotrigine for newly diagnosed focal epilepsy: an open-label, 
non-inferiority, multicentre, phase 4, randomised controlled trial Lancet. 2021 Apr 10;397(10282):1363-1374. doi: 10.1016/S0140-6736(21)00247-6. 21  
BACKGROUND: Levetiracetam and zonisamide are licensed as monotherapy for patients with focal epilepsy, but there is uncertainty as to whether they should 
be recommended as first-line treatments because of insufficient evidence of clinical effectiveness and cost-effectiveness. We aimed to assess the long-term 
clinical effectiveness and cost-effectiveness of levetiracetam and zonisamide compared with lamotrigine in people with newly diagnosed focal epilepsy. 
METHODS: This randomised, open-label, controlled trial compared levetiracetam and zonisamide with lamotrigine as first-line treatment for patients with newly 
diagnosed focal epilepsy. Adult and paediatric neurology services across the UK recruited participants aged 5 years or older (with no upper age limit) with two or 
more unprovoked focal seizures. Participants were randomly allocated (1:1:1) using a minimisation programme with a random element utilising factor to receive 
lamotrigine, levetiracetam, or zonisamide. Participants and investigators were not masked and were aware of treatment allocation. SANAD II was designed to 
assess non-inferiority of both levetiracetam and zonisamide to lamotrigine for the primary outcome of time to 12-month remission. Anti-seizure medications 
were taken orally and for participants aged 12 years or older the initial advised maintenance doses were lamotrigine 50 mg (morning) and 100 mg (evening), 
levetiracetam 500 mg twice per day, and zonisamide 100 mg twice per day. For children aged between 5 and 12 years the initial daily maintenance doses advised 
were lamotrigine 1·5 mg/kg twice per day, levetiracetam 20 mg/kg twice per day, and zonisamide 2·5 mg/kg twice per day. All participants were included in the 
intention-to-treat (ITT) analysis. The per-protocol (PP) analysis excluded participants with major protocol deviations and those who were subsequently 
diagnosed as not having epilepsy. Safety analysis included all participants who received one dose of any study drug. The non-inferiority limit was a hazard ratio 
(HR) of 1·329, which equates to an absolute difference of 10%. A HR greater than 1 indicated that an event was more likely on lamotrigine. The trial is registered 
with the ISRCTN registry, 30294119 (EudraCt number: 2012-001884-64).  
FINDINGS: 990 participants were recruited between May 2, 2013, and June 20, 2017, and followed up for a further 2 years. Patients were randomly assigned to 
receive lamotrigine (n=330), levetiracetam (n=332), or zonisamide (n=328). The ITT analysis included all participants and the PP analysis included 324 
participants randomly assigned to lamotrigine, 320 participants randomly assigned to levetiracetam, and 315 participants randomly assigned to zonisamide. 
Levetiracetam did not meet the criteria for non-inferiority in the ITT analysis of time to 12-month remission versus lamotrigine (HR 1·18; 97·5% CI 0·95-1·47) but 
zonisamide did meet the criteria for non-inferiority in the ITT analysis versus lamotrigine (1·03; 0·83-1·28). The PP analysis showed that 12-month remission was 
superior with lamotrigine than both levetiracetam (HR 1·32 [97·5% CI 1·05 to 1·66]) and zonisamide (HR 1·37 [1·08-1·73]). There were 37 deaths during the trial. 
Adverse reactions were reported by 108 (33%) participants who started lamotrigine, 144 (44%) participants who started levetiracetam, and 146 (45%) 
participants who started zonisamide. Lamotrigine was superior in the cost-utility analysis, with a higher net health benefit of 1·403 QALYs (97·5% central range 
1·319-1·458) compared with 1·222 (1·110-1·283) for levetiracetam and 1·232 (1·112, 1·307) for zonisamide at a cost-effectiveness threshold of £20 000 per 
QALY. Cost-effectiveness was based on differences between treatment groups in costs and QALYs.  
INTERPRETATION: These findings do not support the use of levetiracetam or zonisamide as first-line treatments for patients with focal epilepsy. Lamotrigine 
should remain a first-line treatment for patients with focal epilepsy and should be the standard treatment in future trials.  
FUNDING: National Institute for Health Research Health Technology Assessment programme. 
 
2.The SANAD II study of the effectiveness and cost-effectiveness of valproate versus levetiracetam for newly diagnosed generalised and unclassifiable epilepsy: 
an open-label, non-inferiority, multicentre, phase 4, randomised controlled trial. Lancet. 2021 Apr 10;397(10282):1375-1386. doi: 10.1016/S0140-
6736(21)00246-4.22 
BACKGROUND: Valproate is a first-line treatment for patients with newly diagnosed idiopathic generalised or difficult to classify epilepsy, but not for women of 
child-bearing potential because of teratogenicity. Levetiracetam is increasingly prescribed for these patient populations despite scarcity of evidence of clinical 
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effectiveness or cost-effectiveness. We aimed to compare the long-term clinical effectiveness and cost-effectiveness of levetiracetam compared with valproate 
in participants with newly diagnosed generalised or unclassifiable epilepsy.  
METHODS: We did an open-label, randomised controlled trial to compare levetiracetam with valproate as first-line treatment for patients with generalised or 
unclassified epilepsy. Adult and paediatric neurology services (69 centres overall) across the UK recruited participants aged 5 years or older (with no upper age 
limit) with two or more unprovoked generalised or unclassifiable seizures. Participants were randomly allocated (1:1) to receive either levetiracetam or 
valproate, using a minimisation programme with a random element utilising factors. Participants and investigators were aware of treatment allocation. For 
participants aged 12 years or older, the initial advised maintenance doses were 500 mg twice per day for levetiracetam and valproate, and for children aged 5-12 
years, the initial daily maintenance doses advised were 25 mg/kg for valproate and 40 mg/kg for levetiracetam. All drugs were administered orally. SANAD II was 
designed to assess the non-inferiority of levetiracetam compared with valproate for the primary outcome time to 12-month remission. The non-inferiority limit 
was a hazard ratio (HR) of 1·314, which equates to an absolute difference of 10%. A HR greater than 1 indicated that an event was more likely on valproate. All 
participants were included in the intention-to-treat (ITT) analysis. Per-protocol (PP) analyses excluded participants with major protocol deviations and those who 
were subsequently diagnosed as not having epilepsy. Safety analyses included all participants who received one dose of any study drug. This trial is registered 
with the ISRCTN registry, 30294119 (EudraCt number: 2012-001884-64).  
FINDINGS: 520 participants were recruited between April 30, 2013, and Aug 2, 2016, and followed up for a further 2 years. 260 participants were randomly 
allocated to receive levetiracetam and 260 participants to receive valproate. The ITT analysis included all participants and the PP analysis included 255 
participants randomly allocated to valproate and 254 randomly allocated to levetiracetam. Median age of participants was 13·9 years (range 5·0-94·4), 65% were 
male and 35% were female, 397 participants had generalised epilepsy, and 123 unclassified epilepsy. Levetiracetam did not meet the criteria for non-inferiority 
in the ITT analysis of time to 12-month remission (HR 1·19 [95% CI 0·96-1·47]); non-inferiority margin 1·314. The PP analysis showed that the 12-month 
remission was superior with valproate than with levetiracetam. There were two deaths, one in each group, that were unrelated to trial treatments. Adverse 
reactions were reported by 96 (37%) participants randomly assigned to valproate and 107 (42%) participants randomly assigned to levetiracetam. Levetiracetam 
was dominated by valproate in the cost-utility analysis, with a negative incremental net health benefit of -0·040 (95% central range -0·175 to 0·037) and a 
probability of 0·17 of being cost-effectiveness at a threshold of £20 000 per quality-adjusted life-year. Cost-effectiveness was based on differences between 
treatment groups in costs and quality-adjusted life-years.  
INTERPRETATION: Compared with valproate, levetiracetam was found to be neither clinically effective nor cost-effective. For girls and women of child-bearing 
potential, these results inform discussions about benefit and harm of avoiding valproate.  
FUNDING: National Institute for Health Research Health Technology Assessment Programme. 
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Appendix 4: Medline Search Strategy 
 
Ovid MEDLINE(R) without Revisions 1996 to July Week 4 2021, Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations July 30, 2021 
1 Carbamazepine          6711 
2 Diazepam/          5048 
3 divalproex.mp. or Valproic Acid/        9518 
4 Ethosuximide/            331  
5 ethotoin.mp.                  2  
6 lacosamide.mp.              857 
7 lamotrigine.mp.           5129 
8 levetiracetam.mp.           3820 
9 methsuximide.mp.              19 
10 oxcarbazepine.mp.           1827 
11 Phenobarbital/          3372 
12 Phenytoin/          3678  
14 Primidone/            174  
14 rufinamide.mp.               247 
15 tiagabine.mp.            882  
16 topiramate.mp.          4636 
17 Valproic Acid/          9297 
18 zonisamide.mp.          1237  
19 brivaracetam.mp.                         275  
20 clobazam.mp.              656 
21 esclicarbazepine.mp.                    2  
22 felbamate.mp.             517 
23 perampanel.mp.              514  
24 Pregabalin/          2152  
25 Vigabatrin/            1122 
26             Gabapentin          3857 
27 midazolam spray.mp                  8 
28  stiripentol.mp              229 
29 Cannabidiol/          1820  
30 cenobamate.mp                    39 
31             Fenfluramine          1179 
32 1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 

19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27  or 28 or 29 or 30 or 31    46633 
33 Epilepsy/                          46575 
34 32 and 33             6639 
35             Limit 34 to (english language and humans and yr= “2020-Current”           313                             
36 limit 35 to (clinical study or clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clinical trial, phase iii or clinical trial, phase iv or clinical trial or comparative study or controlled 
clinical trial or guideline or meta-analysis or multicenter study or practice guideline or pragmatic clinical trial or randomized controlled trial or systematic reviews)) 39       
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Appendix 5: Prior Authorization Criteria 
 

Cannabidiol 
 

Goal(s): 

 To ensure appropriate drug use and restrict to indications supported by medical literature. 

 
Length of Authorization:  

 Up to 12 months 

 

Requires PA: 

 Cannabidiol 

 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 

 

Approval Criteria 

1. What diagnosis is being treated? Record ICD10 code. 

2. Is the request for renewal of therapy previously approved 

by the FFS system? 

Yes: Go to Renewal Criteria No: Go to #3 

3. Is this an FDA approved indication?  Yes: Go to #4 No: Pass to RPh. Deny; 

medical appropriateness   

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

4. Is the patient uncontrolled on current baseline therapy with 

at least one other antiepileptic medication AND is 

cannabidiol intended to be prescribed as adjuvant 

antiepileptic therapy? 

Yes: Go to #5 
 
Document current seizure 
frequency____________ 

No: Pass to RPh. Deny; 

medical appropriateness 

5. Is the prescribed dose greater than 25 mg/kg/day? Yes: Pass to RPh. Deny; 
medical appropriateness   

No: Go to # 6 

6. Are baseline liver function tests (LFTs) on file (serum 

transaminases and total bilirubin levels)? 

AND 

If LFTs are not within normal limits has the cannabidiol 

dose been adjusted per guidance for moderate to severe 

hepatic impairment in Table 1? 

 
LFTs should be obtained at 1 month, 3 months, and 6 
months after starting treatment with cannabidiol and 
periodically thereafter as clinically indicated, after 
cannabidiol dose changes, or addition of other medications 
that are known to impact the liver. 

Yes: Approve for 12 months 
 
Document results here: 
Date of lab work_________ 
AST___________________ 
ALT___________________ 
Total Bilirubin____________ 

No: Pass to RPh. Deny; medical 

appropriateness   
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Renewal Criteria 

1. Are recent LFT’s documented in patient records? 

 

AND 

If LFTs are not within normal limits has the cannabidiol 

dose been adjusted per guidance for moderate to severe 

hepatic impairment in Table 1? 

 

Yes: Go to # 2 

 

Document results here: 

Date of lab work_________ 

AST___________________ 

ALT___________________ 

Total Bilirubin____________ 

No: Pass to RPh. Deny; 

medical appropriateness   

2. Has seizure frequency decreased since beginning therapy? Yes: Go to #3 

Document baseline and  current 

seizure frequency__________ 

No: Pass to RPh. Deny for lack 

of treatment response. 

3. Is the prescribed dose greater than 25mg/kg/day? Yes: Pass to RPh. Deny; 

medical appropriateness   

No: Go to # 4 

4. Is cannabidiol intended to be prescribed as adjuvant 

antiepileptic therapy? 

Yes: Approve for 12 months No: Pass to RPh. Deny; 

medical appropriateness 
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Table 1: Dose Adjustments of Cannabidiol in Patients with Hepatic Impairment1 

Hepatic Impairment  Starting Dosage  Maintenance Dosage Range in Patients 

with Lennox-Gastaut Syndrome (LGS) 

or Dravet Syndrome (DS) 

Maintenance Dosage in Patients with 

Tuberous Sclerosis Complex (TSC) 

Mild  2.5 mg/kg twice daily 

(5 mg/kg/day)  

5 to 10 mg/kg twice daily 

(10 to 20 mg/kg/day)  

12.5 mg/kg twice daily 

(25 mg/kg/day) 

Moderate  1.25 mg/kg twice daily 

(2.5 mg/kg/day)  

2.5 to 5 mg/kg twice daily  

(5 to 10 mg/kg/day)  

6.25 mg/kg twice daily 

(12.5 mg/kg/day) 

Severe  0.5 mg/kg twice daily 

(1 mg/kg/day)  

1 to 2 mg/kg twice daily  

(2 to 4 mg/kg/day)  

2.5 mg/kg twice daily 

(5 mg/kg/day) 

 
1. Epidolex (cannabidiol) Oral Solution Prescribing Information. Carlsbad, CA; Greenwich Biosciences, Inc. July 2020. 

 
P&T/DUR Review: 10/21 (DM); 10/20 (DM); 6/2020 (DM); 3/19; 1/19 (DM) 
Implementation:  11/1/20; 5/1/19; 3/1/19  
 

Clobazam 
 
Goal(s): To ensure appropriate drug use and restrict to indications supported by medical literature and funded by Oregon Health Plan.  
 
Length of Authorization:  

 12 months 
 
Requires PA: 

Clobazam 
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 

Approval Criteria 

1. What diagnosis is being treated? Record ICD10 code 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

2. Is the request for renewal of therapy previously approved 
by the FFS system? 

Yes: Go to Renewal Criteria No: Go to #3 

3. Does the patient have a diagnosis of Lennox-Gastaut 
syndrome and is the patient 2 years of age or older? 

Yes: Go to #4 No: Go to # 5 

4. Is the patient uncontrolled on current baseline therapy with 
at least one other antiepileptic medication? 

Yes: Approve for 12 months No: Pass to RPh. Deny; 
medical appropriateness 

5. Does the patient have a diagnosis of Dravet Syndrome and 
is the patient 2 years of age or older? 

Yes: Approve for 12 months No: Pass to RPh. Deny; 
medical appropriateness. 

 

Renewal Criteria 

1. Has seizure frequency decreased since beginning 
therapy? 

Yes: Approve for 12 months No: Pass to RPh. Deny for lack 
of treatment response. 

 
Limitations of Use:  

 Clobazam is not FDA-approved for epilepsy syndromes other than Lennox-Gastaut.  

 National Institute for Health and Care Excellence (NICE) guidance recommends clobazam as a second line agent for 
management of Dravet Syndrome.1 

 
1. National Institute for Health and Care Excellence (NICE). Epilepsies: diagnosis and management. nice.org.uk/guidance/cg137. Accessed July 30, 2018 

 
P&T Review:  10/21 (DM); 10/20 (DM); 6/2020 (DM); 1/19 (DM); 3/18; 7/16; 3/15; 5/12 
Implementation:  3/1/19; 8/16, 8/12 

 

 

Fenfluramine 
 

Goal(s): 

 To ensure appropriate drug use and restrict to indications supported by medical literature. 
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Length of Authorization:  

 Up to 12 months 

Requires PA: 

 Fenfluramine 

 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 

 

Approval Criteria 

1. What diagnosis is being treated? Record ICD10 code. 

2. Is the request for renewal of therapy previously approved 

by the FFS system? 

Yes: Go to Renewal Criteria No: Go to #3 

1. Is this an FDA approved indication? Yes: Go to #4 No: Pass to RPh. Deny; 

medical appropriateness   

4. Does the patient have uncontrolled seizures on current 

baseline therapy with at least one other antiepileptic 

medication AND is fenfluramine intended to be prescribed 

as adjuvant antiepileptic therapy? 

Yes: Go to #5 
 
Document seizure 
frequency___________ 

No: Pass to RPh. Deny; 

medical appropriateness 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

1. Is the prescribed dose greater than 0.7 mg/kg/day or 26 

mg/day OR 0.2 mg/kg/day or 17 mg/day in patients 

taking stiripentol plus clobazam? 

 

 

Yes: Pass to RPh. Deny; 
medical appropriateness   

No: Go to # 6 

2. Is baseline echocardiogram on file that was performed 

within past 6 months? 

 

Yes: Approve for 12 months 
 
Document results here: 
Date of echocardiogram_____ 
Results__________________ 

No: Pass to RPh. Deny; medical 

appropriateness   

 
 

Renewal Criteria 

1. Has an echocardiogram been obtained within the past 6 

months? 

 

 

Yes: Go to # 2 

 

Document results here: 

Date of echocardiogram____ 

 

No: Pass to RPh. Deny; 

medical appropriateness   

2. Has seizure frequency decreased since beginning therapy? Yes: Go to #3 

Document baseline and  current 

seizure frequency__________ 

No: Pass to RPh. Deny for lack 

of treatment response. 
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Renewal Criteria 

3. Is the prescribed dose greater than 0.7mg/kg/day or 26 

mg/day or greater than 0.2 mg/kg/day or 17 mg/day in patients 

taking stiripentol plus clobazam? 

 

 

Yes: Pass to RPh. Deny; 

medical appropriateness   

No: Go to # 4 

4. Is fenfluramine prescribed as adjuvant therapy and is patient 

adherent to all prescribed seizure medications? 

 

Yes: Approve for 12 months No: Pass to RPh. Deny; 

medical appropriateness 

 
P&T Review:  10/21 (DM); 10/2020 (DM) 
Implementation:  11/1/20 

 
 
 
 
 

Pregabalin 
Goal(s): 

 Provide coverage only for funded diagnoses that are supported by the medical literature. 
 

Length of Authorization:  

 90 days to lifetime (criteria-specific) 
 
Requires PA: 

 Pregabalin and pregabalin extended release 
  
Covered Alternatives 

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

1. Is this a request for renewal of a previously approved prior 
authorization for pregabalin? 

Yes: Go to Renewal 
Criteria 

No: Go to # 2 

2. What diagnosis is being treated? Record ICD10 code 

3. Is the request for pregabalin immediate release? Yes: Go to #4 No: Go to #5 

4. Does the patient have a diagnosis of epilepsy? Yes: Approve for 
lifetime 

No: Go to #5 

5. Is the diagnosis an OHP-funded diagnosis with evidence 
supporting its use in that condition (see Table 1 below for 
examples)? 

Yes: Go to #6 No: Pass to RPh. Deny; not funded 
by the OHP. 

6. Has the patient tried and failed gabapentin therapy for 90 days 
or have contradictions or intolerance to gabapentin? 

Yes: Approve for 90 
days  

No: Pass to RPh. Deny and 
recommend trial of gabapentin for 90 
days 

 

Renewal Criteria 

1. Does the patient have documented improvement from 
pregabalin? 

Yes: Approve for up 
to 12 months 

No: Pass to RPh. Deny for medical 
appropriateness 

 

Table 1. Pregabalin formulations for specific indications based on available evidence 

Condition Pregabalin Pregabalin Extended-
Release 

Funded  

Diabetic Neuropathy X X 

Postherpetic 
Neuropathy 

X X 
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Painful 
Polyneuropathy 

X  

Spinal Cord Injury 
Pain 

X  

Chemotherapy 
Induced Neuropathy 

 
X 

 

Non-funded  

Fibromyalgia X  
 

P&T Review:  10/21 (DM); 10/20 (DM); 1/19 (DM); 7/18; 3/18; 3/17 
Implementation:  10/1/18; 8/15/18; 4/1/17 

 

Stiripentol 
 
Goal(s):  

 To ensure appropriate drug use and restrict to indications supported by medical literature and funded by Oregon Health Plan. 
 

Length of Authorization:  

 Up to 12 months 

Requires PA: 

 Stiripentol capsules and powder for oral suspension 
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 

Approval Criteria 

3. What diagnosis is being treated? Record ICD10 code. 

4. Is the request for renewal of therapy previously approved 
by the FFS system? 

Yes: Go to Renewal Criteria No: Go to #3 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

5. Is the request for the FDA approved indication of Dravet 
syndrome in patients 2 years of age and older taking 
clobazam? 
 

Yes: Go to #4 No: Pass to RPh. Deny; 
medical appropriateness   

6. Is baseline white blood cell (WBC) and platelet counts on 
file within the past 3 months? 
 
Note: Labs should be assessed every six months while 
receiving stiripentol therapy. 

Yes: Approve for 12 months 
 
Document results here: 
Date of lab work__________ 
WBC___________________ 
Platelets________________ 
 

No: Pass to RPh. Deny; 
medical appropriateness 
 
   

 
 

Renewal Criteria 

2. Are recent WBC and platelet counts documented in 
patient records? 
 
Note: Labs should be assessed every six months while 
receiving stiripentol therapy. 

Yes: Go to #2 
 
Document results here: 
Date of lab work_________ 
WBC___________________ 
Platelets________________ 
 

No: Pass to RPh. Deny; 
medical appropriateness   

3. Has seizure frequency decreased since beginning 
therapy? 

Yes: Approve for 12 months No: Pass to RPh. Deny for 
lack of treatment response. 

 

 
P&T/DUR Review: 10/21 (DM); 10/20 (DM); 6/2020 (DM); 1/19 (DM)  
Implementation: 3/1/2019 
  
 

Topiramate 
Goal(s): 
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 Approve topiramate only for funded diagnoses which are supported by the medical literature (e.g. epilepsy and migraine 
prophylaxis).  

 
Length of Authorization:  

 90 days to lifetime  
 
Requires PA: 

 Non-preferred topiramate products  
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 

Approval Criteria 

1. What diagnosis is being treated? Record ICD10 code 

2. Does the patient have diagnosis of epilepsy? Yes: Approve for lifetime (until 12-
31-2036) 

No: Go to #3 

3. Does the patient have a diagnosis of migraine? Yes: Approve for 90 days with 
subsequent approvals dependent 
on documented positive response 
for lifetime. 

No: Go to #4 

4. Does the patient have a diagnosis of bipolar affective 
disorder or schizoaffective disorder?  
 

Yes: Go to #5 
 

No: Go to #6 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

5. Has the patient tried or are they contraindicated to at least 
two of the following drugs? 

 Lithium 

 Valproate and derivatives 

 Lamotrigine 

 Carbamazepine 

 Atypical antipsychotic 
 
Document drugs tried or contraindications. 

Yes: Approve for 90 days with 
subsequent approvals dependent 
on documented positive response 
for lifetime approval. 
 

No: Pass to RPh; Deny; 
medical appropriateness. 
Recommend trial of 2 covered 
alternatives. 

6. Is the patient using the medication for weight loss? 
(Obesity ICD10 E669; E6601)? 

Yes: Pass to RPh. Deny; not 
funded by the OHP AND weight 
loss drugs excluded by state plan. 

No: Pass to RPh. Go to #7 

7. All other indications need to be evaluated for 
appropriateness:  

 Neuropathic pain  

 Post-Traumatic Stress Disorder (PTSD) 

 Substance abuse 

Use is off-label: Deny; medical appropriateness. Other treatments 
should be tried as appropriate.  
Use is unfunded: Deny; not funded by the OHP. 
If clinically warranted: Deny; medical appropriateness. Use clinical 
judgment to approve for 1 month to allow time for appeal.  
MESSAGE: “Although the request has been denied for long-term 
use because it is considered medically inappropriate, it has also 
been APPROVED for one month to allow time for appeal.” 

 
P&T Review:  10/21 (DM); 10/20 (DM); 6/2020 (DM); 5/19 (KS); 1/19 (DM); 7/18; 3/18; 3/17; 7/16; 3/15; 2/12; 9/07; 11/07 
Implementation:   4/18/15; 5/12, 1/12 

 
 
 
 
 
 


