Update in Clinical Guidelines in Epilepsy

Charcrin Nabangchang, M.D.
Phramongkutklao College of Medicine

Table 2: P of types of physici; le for epilepsy patients per hospital category
Center | General[ Community [University Mospitals under Hospitals under Others”
hospitals| hospitals | hospitals  [Deparimeni of Depariment of
ledical service Mental Health
m=12) | (n=57) | (n=467) (n=7) (n=9) (n=3) (n=4)
General Practitioners| 9.7 351 915 87 213 407 00
Intemists 258 298 37 174 273 0.0 50.0
Epilepiologists 65 57 0.0 13.0 9.1 0.4 333
122 04 0.0 219 9.1 200 16.7
16,1 21 20 174 13.6 0.0 00
Neurosurgeons 97 15 0.0 13.0 13.6 0.0 00
Psychiatrists 0.0 18 L6 43 0.0 289 0.0
Others 00 00 12 L 43 ) 0.0 0.0 0.0
*Hospitals affiliated with Bangkok Metropolitan, the Military, the Police, and State Enterprises.

Why We Need Clinical Guidelines?

Clinician needs advice!
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Table 7: Number and types of physicians that providing care for persons with epilepsy in Thailand
and other countries

Number (persons)

Laos® Mongolia® Angola® Zambia®
63 28 19.6 135
1 200 3
B 1 NA
Psychiatrists NA NA 2 10
Populations based on report of 2011 (Source: htp://www.worldbank.org/):

NA = Not available

Tu Luong Mac, Lancet Neurol 2007

Why We Need Clinical Guidelines?
Clinician needs advice!

Table 9: Percentages of hospitals with specific antiepileptic drugs available in Thailand and other

countries
AEDs Percentage (%)
Thailand Mongolia® India™

Phenytoin 96.0 - 49
Carbarmazepine 979 862 676
Valproic acid §8.8 43
Phenobarbital 99.9 i3
Topiramate 639 05
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Tu Luong Mac, Lancet Neurol 2007
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Clinical Practice Guidolines for opilopsy

Epilepsia, **(*1-13,2013
dai: 10.1111ipi 12074
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Updated ILAE evidence review of antiepileptic drug efficacy
and effectiveness as initial monotherapy for epileptic
seizures and syndromes

*Tracy Glauser, {Elinor Ben-Menachem, {Blaise Bourgeois, §Avital Cnaan, §Carlos Guerreiro,
#Reetta Kilvidinen, **Richard Mattson, t1Jacqueline A. French, { {Emilio Perucca,
§§Torbjorn Tomson for the ILAE subcommission of AED Guidelines
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Original Research

ILAE Treatment Guidelines: Evidence-based Analysis of
Antiepileptic Drug Efficacy and Effectiveness as Initial
Monotherapy for Epileptic Seizures and Syndromes

*Tracy Glauser, tElinor Ben-Menachem. {Blaise Bourgeois, §Avital Cnaan, | David Chadwick.
9Carlos Guerrciro, **Reetta Kalviainen. {{Richard Mattson, {{Emilio Perucca.
and §4Torbjorn Tomson

%DVHG RQ WKH EHVW HYLGHQFH DYD
EHVW GRFXPHQWDWLRQ IRU XVH DV I
SDWLHQWY ZLWK QHZO\ GLDJQRVHG H

| ODEOH ZKLFK

QLWLDO PRQRW
U XQWUHDWHG

/$( (YLGHQFH 5H

* For patients with newly diagnosed or untreated
epilepsy, which AEDs have the best evidence for long
term efficacy or effectiveness as initial monotherapy?
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Searching the Evidences for the ILAE Review 2013
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*  Recommendations — 6 Levels

« > A o tWClassIRCTs K Zt2 Class Il RCTs

« > A 01GMssIl RCTs K Zt3 Class Ill RCTs

« > A 02Gldss Il RCTs

« > A o Claks Il or IVRCTs K Zxpert opinions
< > A 0 Ab¥eénce of clinical evidence

« > A o Pésitive evidence of lack of efficacy KZ

Significant risk of seizure aggravation

ROR
K$(

Relationship Between Clinical Trial Rating, Level of Evidence and Conclusions

Recomendation
(Based on efficacy and

Level of
Evidence

Combinations) of Climical
Trials Ratings

> 1 Class | studies or meta-

analysis meeting Class 1 A

criteria sources O o

> 2 Class 11 studies

Conclusions

AED established as
efficacious or effec
initial monotherapy

AED probably efficacious or

1 Class 11 study or meta-
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analysis meeting Class 11 criteria

> 2 Class T double bind or
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openlabel studies C
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* Atotal of i1 ~ Fdndomized clinical trials (RCTs) and i
~ = meta-analyses examined initial monotherapy of
adults with partial-onset seizures

* Division of trials
e Class| ~VAT=TAd
 Class Il (n=1)
e Class il ~vATI=0ATde

E35] 0 A ]IpE « Jv
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] Slv (rl/d sPpufo]v Z de
0 e/
Mattson (1985) CBZ, PB, PHT, PRM
Chadwick (99) CBZ, VGB
E} ] ~Tiiée > sl «U po ~Tiile «ENl
0 e //
Mattson (92) CBZ, VPA
0 e (/Bkdause of low power (DNIB) or forced exit)
Brodie (95)  CBZ, LTG Chadwick (98) GBP
Brodie (02)  GBP, LTG Sachdeo (00) TPM
Christe (97) OXC, VPA Gilliam (03)  TPM
Bill (97) OXC, PHT Privitera (03) CBZ,TPM,VPA
Dam (89) CBZ,0XC Arroyo (05)  TPM
Brodie (02) CBZ, REM Steiner (99)  PHT, LTG
Ramsay (83) CBZ, PHT Gibberd (82) PHT, PNT

Mikkelsen (81) CBZ, CLP
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Level B: VPA (n=11)

Level C: GBP, LTG, OXC, PB, TPM, VGB

Level D: CZP, PRM

Level E: Others

Level F: None
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Level B: None

Level C: CBZ, PB, PHT, TPM, VPA, s'
Level D: LTG, > U ><U <E"
Level E: Others

Level F: None
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Level B: None

Level C: CBZ

Level D: TPM, VPA

Level E: Others

Level F: None
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* A total of T ~ =RCGTs and |~ = Meta-analysis
examined initial monotherapy of children with partial-
onset seizures

* Division of trials
* Class | (n=1)
* Class Il (n=0)
* Class lll (n=17+2)
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* A total of 11~ = RETS with elderly participants included

which examined initial monotherapy for partial-onset
seizures

* Division of trials
* Class | (n=1)
 Class Il (n=1)

* Class lll (n=2+1)
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* Atotalof 11 ~=R&Fsand N ~ méka-analyses examined

initial monotherapy of adults with generalized-onset tonic
clonic seizures

* Division of trials
* Class I (n=0)
* Class Il (n=0)
* Class Ill (v A i1 £@BZ GBP, LTG, OXC, PB, PHT, TPM, VPA
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Level B: None

Level C: CBZ*,LTG,0XC*,PB, PHT* TPM,VPA
Level D: GBRVGB

Level E: Others

Level F: None

* *=may aggravate tonic clonic seizures and more commonly
other generalized seizure types, should be used with caution
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Level B: None

Level C: CBZ*,PB, PHT*,TPM,VPA
Level D: OXC

Level E: Others

Level F: None

Znay aggravate tonic clonic seizures and more commonly other
generalized seizure types, should be used with caution
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Level B: None

Level C: LTG

Level D: None

‘Level E: Others

Level F: CBZ, ' \W@XC, PB, PHT,TGB,VGB
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* Atotal of 11 ~ =RGTs examined initial monotherapy of

children with generalized onset tonic clonic seizures
* Division of trials
* Class I (n=0)
* Class Il (n=0)
* Class Il (n=14): CBZ, CLB, OXC, PB, PHT, TPM, VPA

%]0 %o CW

Z]o Z}} e v
A ]Jo o

] Al v

* A total of 0~ = RETs examined initial monotherapy of
children with Childhood Absence Epilepsy

* Division of trials
© 0 ce~NAI=I-
* Class Il (n=0)
* Class Ill ~ v A 03 Double Blinded
ETX, LTG, VPA
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* A total of T ~ =RGTs examined initial monotherapy of children wit
BECTS, 2 were DB
« Division of trials
* Class | (n=0)
* Class Il (n=0)
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Level B: None
Level C:CBZ, VPA

Level D: GBRSTM, > sU Ky

Level E: Others
Level F: None
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Table 4. Summary of

Childran with partial-onset seizures | 0

Ekdarly dults with partishonset teizures |

0 0
Chideenwith generalized onset toaie<lon seitures 0 [
Chitdeen with absence seczures ' 0

0 0
Juvenils myoclonic apilepsy (ME) 0 0

Level D: CZP, PRM

Level A GXC

Level B:None

Level C: CBZ. PB, PHT, TPM. YPA VGB

Level B:Nane
Lowel C: CBZ. PB, PHT, TPM, ¥PA
Level D: OXC

LevelA: ESM, VPA

Level B Nane

Lovel C: CBZ. VPA
Level D: GBP, LEV, OXC, 5TM
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* A total of i ~ =RGTs examined initial monotherapy of

children with Juvenile Myoclonic Epilepsy

* Division of trials

* Class | (n=0)

* Class Il (n=0)

e Classllll ~vAI=fie
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* Drugs to be avoided

* Clinical evidence has been provided that PHT, CBZ, OXC,
VGB, TGB, GBP (PRE?) may aggravate absence and
myoclonic seizures

* LTG has been shown to aggravate severe myoclonic
epilepsies in infancy and in IME

Level of Evidence IlI-1V,
Recommendation C

Summary of Evidence for Focal Onset Seizures

Seizure Class
type or 1
epilepsy
syndrome

POS:
Aduits

POS:
Children

POS:
Elderly

Class
]

Class Level of efficacy and effectiveness

m evidence (alphabetic order)

Level A: CBZ, PHT,

Level B: VPA

Level C: GBP, LTG, OXC, PB, TPM, VGB
Level D:

Level A: OXC

Level B: None

Level C: CBZ, PHT, TPM, VPA
Level D:

Level A: GBP, LTG

Level B: None

Level C: CBZ

Level D:

Update 2013




6XPPDU\ RI (YLGHQFH IRU *HQPHUD

Seizure
type or
epilepsy

syndrome

Class| Classli Classlll

Level of efficacy and effectiveness
evidence (alphabetic order)

TCGS:
Aduits

Level A: None

Level B: None

Level C: CBZ, LTG, OXC, PB, PHT,
TPM, VPA

Level D:

Level A:
Level B:
Level C:
Level D:

Level A:
Level B:
Level C:
Level D:

TCGs:
Children

None
None
CBZ, PB, PHT, TPM, VPA
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Ko E EpP-e cEAE EuP-

Phenobarbital Vigabatrin

-Phenytoin -Lamotrigine

-Valproate -Oxcarbazepine

-Carbamazepine -Zonisamide

-Benzodiazepine -Levetiracetam

cE A +§ EuP- -Topiramate

Lacosamide ~Gabapentin
-Pregabalin

-Perampanel

OH

9DULDEOHYV WKDW DIIHFW LQLW

AED-specific variables Patient-specific

variables
6HL H W\SH R Benetic background
HSLOHSV\ V\QGURPH
VSHFELILF HIILFDF\ RU
HIIHFWLYHQHVV Age
Gender

AED availability

AED cost

Dose-dependent Insurance cover:

adverse effects Comedications
Idiosyncratic reactions Comorbidities

Chronic toxicities Insurance cover:
Teratogenicity Ability to swallow
Carcinogenicity

Pharmacokinetics

Interaction potential

Formulations

Nation-specific variables

$('V LQ XVH $YDLOD

Table 5: Percentage of hospitals having standard antiepileptic drugs available classified by hospital

types
Center  General Community University  Hospitals  Hospitals  Others*
hospitals hospitals  hospitals  hospitals under under
Department  Department
of Medical  of Mental
Service Health
m=12)  (n=57)  (n=467) (n=7) (n=9) (n=3) (n=4)
Phenobarbital 100.0 100.0 99.1 100.0 100.0 100.0 100.0
Phenytoin 100.0 94.5 885 100.0 88.9 100.0 100.0
Carbamazepine 100.0 98.2 86.9 100.0 100.0 100.0 100.0
Valproie acid 100.0 89.1 45.1 100.0 87.5 100.0 100.0

Hospitals affiliated with Bangkok Metropolitan, the Military, the Police, and State Enterprises.

Tiamkao S, Neurology Asia2013

EOH LQ 3
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Table 6: Percentage of hospitals having new antiepileptic drugs available classified by hospital types

Center  General Community University  Hospitals  Hospitals  Others™
hospitals  hospitals  hospitals hospitals under under
Department  Department
of Medical  of Mental
Service Health
0=12)  (n=57) (n=467) (n=T) (n=9) (n=3) (n=4)
Topiramate 83.3 13.7 03 100.0 50.0 100.0 100.0
837 66.0 63 100.0 87.5 100.0 100.0
36.4 59 0.0 85.7 250 100.0 66.7
0.0 0.0 0.0 429 250 0.0 13.3
25.0 20 0.3 57.1 375 100.0 100.0
36.4 7.7 L1 85.7 3.5 00 66.7
Oxcurbazepine 0.0 0.0 0.0 100.0 0.0 0.0 0.0

‘Hospitals affiliated with Bangkok Metropolitan, the Military, the Police, and State Enterprises.

Tiamkao S, Neurology Asia2013

EOH
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Table 3: P hespitals with
hospital categories

for diagnosing epilepsy available in different

Center  General Community  University Hospitals Hospitals  Others*
hospitals  hospitals  hospitals hospitals under under
Department  Department
of Medical of Mental
service Health
(N=12)  (N=57) (n=467) (n=9) (n=3) (n=4)
EEG 63.6 54 36 556 100.0 750
CTScan 1000 351 13 55.6 66.7 750
MRI 0.0 00 0.0 1.1 0.0 250

Hospitals affiliated with Bangkok Metropolitan, the Military, the Police, and State Enterprises

Tiamkao S, Neurology Asia2013
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 Diagnostic test utilization in evaluation for resective epilepsy
surgery in children - Report from The Task Force for

Paediatric Epilepsy Surgery, Commission for Paediatrics, and
the Diagnostic Commission (2014)

* Guidelines for imaging infants and children with recent-
onset epilepsy (2009)
* Guidelines on Neonatal Seizures (WHO, ILAE) (2011)
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* Antiepileptic drugs and suicidality: an expert consensus
statement (2013)

* Updated ILAE evidence review of antiepileptic drug efficacy
and effectiveness as initial monotherapy for epileptic
seizures and syndromes. (2013)

* Antiepileptic drug selection for people with HIV/AIDS:
Evidence-based guidelines from the ILAE and AAN (2012)

* Antiepileptic drugs — Best practice quidelines for therapeutic
drug monitoring: (2008)

* ILAE Treatment Guidelines (2006)

 Treatment Guidelines Excel spreadsheet
* Guidelines PPT Presentation
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* Cavernoma-related epilepsy: Review and recommendations

for management (2013)

* Minimum requirements for the diagnosis of psychogenic
nonepileptic seizures: A staged approach(2013)

 Identification of new epilepsy treatments: issues in
preclinical methodology (2012)

* Epilepsy imaging study guideline criteria: Commentary on
diagnostic testing study guidelines and practice

parameters (2011)

HOLQHV
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* Standards for epidemiologic studies and surveillance of
epilepsy (2011)

* Genetic testing in the epilepsies: Report of the ILAE Genetics
Commission (2010)

* Recommendation for a definition of acute symptomatic
seizure: Report from the ILAE Commission on Epidemiology
(2009)

 Definition of drug resistant epilepsy: Consensus proposal by
the ad hoc task force of the ILAE Commission on Therapeutic
Strategies (2009)

&ROFOXVLRQ DERXW,

+:KHQ VHOHFWLQJ D SDWLHQWCY $(
DQG QRW MXVW HIILFDF\ DQG HIfHFwWL

FRQVLGHUHG

+*XLGHOLQHY RU HYLGHQFH UHYLHZV
DGGLWLRQDO WRRO QR®MDW®W KGHR[Q\OLRW

+Most guidelines actually not guidelines but more
recommendations based largely by “expert opinion”

and common practice
_ Totally pointless if not circulated, read, and widely

available

Thank You Very Much
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* Guidelines for Neuroimaging Evaluation of Patients with
Uncontrolled Epilepsy Considered for Surgery. Commission
on Neuroimaging of the ILAE (1998)

* Recommendations for Neuroimaging of Patients with
Epilepsy; ILAE Commission on Neuroimaging (1997)
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