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Objectives

1. Discuss potential reasons why a person with seizures/events is not 
responding to the anti-seizure medication they are prescribed

2. Outline drug-resistant epilepsy, how often it occurs, and what can 
be done to help

3. Discuss two frequent mimics of epilepsy:
u Syncope (i.e. “fainting”)

u PNES

4. Introduce Dr. Tom Snyder



Diagnosis of Epilepsy:

1- Clinical history is most important… 
but home videos are now very 
helpful!

2- Supportive tests:

- EEG 

- MRI of brain



Kwan and Brodie, NEJM, 2011



Definition

Drug-resistant epilepsy (DRE)
- Failure to completely control seizures: 

- At least two appropriately chosen anti-seizure drugs

- Taken as prescribed

- Well tolerated



Drug-resistant Epilepsy

470 patients with previously untreated 
epilepsy
-57% seizure-free after 1st anti-seizure medication
-13% seizure-free after 2nd anti-seizure medication
-4% seizure-free after 3rd anti-seizure medication

Overall 36% of epilepsy patients continued to have seizures

Newer anti-seizure medications generally have fewer side effects but are 
not more effective

Kwan and Brodie, NEJM, 2000



Patterns of Drug-resistant Epilepsy

1) De novo resistance: never enters a useful period of seizure freedom 
from the beginning

2) Delayed resistance: initially is seizure-free but later seizures become 
uncontrollable; 

3) Fluctuating pattern: the epilepsy alternates being controlled and 
uncontrolled

4) Late responders: epilepsy is initially drug-resistant but with time 
responds to treatment          (Schmidt and Löscher, 2005).



Loscher at al, Pharma Rev, 
2020



Why is drug-resistant epilepsy a 
problem?

u Drug-resistant epilepsy has a number of negative consequences:
u Learning and development problems in children: Drug-resistant seizures 

that begin early in life are associated with learning problems and 
intellectual disability.

u Epilepsy-related injury

u Increased risk of Sudden Unexpected Death in Epilepsy (SUDEP)

u Increased risk of emotional and behavioral problems

u Poorer occupational outcomes

u Increased risk of side effects to multiple antiseizure medications



Advances in Anti-Seizure Drugs Over Time







Alternatives for Drug-resistant 
Epilepsy



Syncope

One of the important mimics of epileptic seizures…











Diagnostic Tests for Syncope
Tilt Table Test:

Implantable Loop 
Recorder:

Echocardiogram:





PNES

Another important condition that mimics epileptic seizures but don’t 
respond to the same medications…



PNES-Psychogenic Non-epileptic 
Seizures

u PNES is the most common condition misdiagnosed as epilepsy (10-
20% in epilepsy cohorts)

u Average time that lapses between 1st seizure and diagnosis is 7.2 
years

u Up to 20-30% of patients evaluated in EMUs will be diagnosed with 
PNES

u PNES falls in the intersection between neurology and 
psychiatry/psychology which complicates smooth transitions to 
treatment



Diagnosis of PNES



Dr. Tom Snyder 



I take my meds... But I am still 
having seizures

My seizures continue despite 
anti-seizure medications 
(ASMs)

Non-epileptic 
events?

Appropriately-chosen 
ASM?

Change ASM
-e.g. Valproic 
Acid
-e.g. 
Carbamazepine

No

Alternative 
therapies
-Manage Triggers
-Epilepsy surgery

-resection
-LITT
-VNS

Yes

No
Yes

Syncope
-vasovagal
-cardiac
-
hypoglycemi
c

Psychogenic seizures Other
-cataplexy
-ICP



Thank you


