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Making Sure Everything Fits
A rational, individualised approach to patients with

se1zures - GS Baron

Summary

Mt articles on cpffepsy deal mainly
with the pliarsacodogy of anti
comvulsant drugs. This article also
dredps with basic aspects fike a
differential diagnosis, che
imvestigarion, the choice of drugs and
drieg invcracrion, rrearmenr filure

| ere. Bur throughour che whele

prrewcess iF evaluates the rdeal sitiation
af the GF o offer comprehensive
care o prattents wito suffer seizures.
Ciptintal Bio-scientific knowledge is
erbioneshe cssenial amd & frearment
prevoced in rhis counrexr is a safene
ner, bure the G ineimate knowledge
o fifs parienr as @ person will help o
anchiadualize the erearment = and thies
far exceeds the possibiflinies offered by
arher “protocofs ™,
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Introduction

There have been a number of articles
in the medical hterature recently
about the treatment of epilepsy.'
These dealt mainly with the
pharmacology of anticonvulsant
drugs {ACDs) and rreavment of the
“discase™,

This article attempts to look ar
patients with seizures in a broader
perspective and o offer some
thoughrts on how oo deal with the
patients as individuals,
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Seizures - Some Basics
Binscientifically a seizune can be
defined as “a brief disturbance of
behaviowr, cmotion, motor function
or sensation which on clinical
evidence results from cortical
neuronal discharge™.* The diagnosis
15 thus a clinical one and based on a
dertailed description of events by the
patient before, during and after the
seizure, of, berrer stll, by an eve
Wikness,

It is of the utmost importance to
distinguish a seizure from other
causes of intermittent neurological
dysfuncrion, This differentiation
often depends entirely on the medical
history, Care must be taken 1o
ascertain whether there was a loss of
consciousness involved.

A demailed account of three distinet
phases should be soughr?

I. Events preceding the episode
{awra |

2. The episode itself | period of
LNCONSCICNISTESS )

3. The period after the episade [ post
ictal)

The presence of unilateral
nearclogical symproms such as
muscle ewitching, parasthesia or
altered sensory perception suggesis
that the loss of consciousness results
from a seizure and also suggests the
region of the brain from which the
problem orginates, Scizures may
oenr during sleep while, with the
exception of Stokes-Adams arcacks,
cardiac causes of syncope do not.

Not all generalised seizures result in
loss of consciousness, Simple partial
seizures result when the seizgure focus
remains localised and the
manifestations reflect the location of
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the focus. It is often difficult to
distinguish these from transient
ischaemic attacks (TIAs). As a guide,
seizures tend to give mse o positive
symptoms whereas TIAs give rise to
negative ones. So if the same motor
area was to be involved, a seizure
wotld cause abnormal movement
and a TTA paralysis,

Psychogenic artacks such as panic
attacks are usually precipitated by
specific drcumstances and there is

Not all generalized seizures
result in loss of consciousness

usually no loss of memory for the event,
Pscudoseizures tend to occur with an
audience, self injury is rare and the
descriptions of the event often bizarre.

The diagnosis of cpilepsy means that
the afflicted parient has a continuing
tendency to attacks of seizures. In
view of the stigma attached toa
diagnosis of epilepsy, care must be
taken not to make the diagnosis and
apply the label incorrectly.

It is obvicusly important to consider
diagnoses other than scizures in a
patient in whom the diagnosis is not
clear cur. Table 1 lists the commaon
alternative possibilities.?

5o far we have concentrated on a
marrower view of seizunes. IF we were
to arempt to view seizures from a
mare holistic point of view, the
following could emerge.

Brain:  Elecrrical Discharge
? Scarring
? Lesion
2 Intection
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Table 1. Differential Diagnosis of Seizures
Syncope - (associated with light-headedness, pallor, nausea, sweating)
- consciousness returns quickly, unlike post ictal drowsiness
Reflex syncope Postural
“P:E}'I'J'IFISIEIC“
Micturiion syncope
Cough syncope
Valsalva
Cardiae symcope Dyschythmias
Valvular discase (especially acrtic
stenoss |
Cardiomyopathies
Shunts
Perfiision failure H
Autonomic failure

Psychogenic attacks precipitated by specific circumstances

Preudosetzures usually occur with an audience, self
injury rare
Panic attacks Hyperventilation

Transient ischaemic attacks

Migraine
Narcolepsy
Hypoglycacmia associated with headache, sweating,
anxiety, confusion.
Bodv:  Motor disorder Family: Owerprotective, Uncaring
Sensory disorder
Risk of injury Communiry: Stigma
Helpful /caring
Person:  Insecurity Chaneces of
Diminished prospects of employment
employment Possible severe stigma-
Diminished self esteem Hzation (parient
Sick role bewitched erc)
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Accepring that the practitioner needs
this type of perspective in mind, it is

important to make sure thar there is

no treatable cause of the seizure,

Treatable causes

Metabolic disturbances
Hyper hypoglveemia
Hyponatremia
Renal failure
ele

Pyrexia

Alcohol

Meningitis

Fatigue /stress

Focal lesion eg abscess, tumour

Head injury (acure)

MNeuroCValiceronsis

MNon Treatable

Old head injury

Birrh rrauma Shypoxia

Atrophic focal neurological lesions e
infarcrs

Seizures are an all-or-nothing
phenomenon

Once the practicioner is satisfied that:

1. The patient has had a seizure

2. There is no immediate treatable
cause for it

He then has owo dilemimas:

I. How to investigare the paticnt

2. Who to trear.

Invesngation

Both university teaching® and our
hospiral handbook™ suggest thar
paticnts with unprovoked seizures
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undergo a “recipe” of investigations,
vie:
Random blood glucose
WDRL (or equivalent)
Biochemical panel
Full Blood count and ESR
Skull and chest X-ray

The use of a CT scan and EEG in this
serring is not as clearly defined.

Obvicusly a rational approach is
required - what is the doctor looking
for, why is he looking for it, and wall

The 1st year of treatment is
crucial for the long term
Prognosis

he be able to offer any sort of
intervention an the basis of the
investigation? A British study
surveved 408 paricnis alter a lirst
seizure and found no evidence to
support the routine use of EEG after
an initial seizure. They also found no
rchiable clinical method of
determining who would need CT
scanning and did not recommend
routine CT scanning.® However, ¥Wan
Donselaar et al prospectively studied
165 paticnts referred with seizures
and felt that routine CT scanning was
worthwhile”

Cysticercosis 15 regarded as a
commaon cause of seizures locally in
both adules and children. Camphbell
and Farrell showed thar 50% of their
series of new epileptics are due to
neurocysticercosis and 10% are due 1o
active lesions. ™ This study also
showed that with radiconal chest,
skull and thigh radiographs, a large
proportion of cases will be missed.
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Maidoo found an inadence of
cysticercosis of 30% of a random
sample of epileprics.'! Cysticercosis is
endemic in the Ciskei /Transkei /East
London area and is considered one of
the regions major healeh hazards, '

In practical terms the above will be
irmelevant for most patients with
seizures in our country and the rest of
the developing world due 1o a lack of
sophisticared resources. Onee the
doctor is satisfied that the patient is
not hypoglveemic at the time of the
seizure, a thorough history and
examination should suffice in most
CASCS,

Who To Treat

Conventional wisdom is that paticnts
should not be subjected to long term
therapy with ACDs until they have
had at least vwo scizures, The risk of
seizure recurrence after a simgle
unprovoked seizure was not thought
to be sufficiently high to warrant the
potential hazards of therapy.

However there are some problems
comcerning the rescarch methodology
in some of the studies from which the

For many patients, seizures are
controlled with levels below
the therapeutic range

above conclusion was drawn, Since
fially 40% of recurrent seizures occur
within two months of the initial
seizure'® ", a delay between the initial
seizure and the study entry excludes
many single seizure patients as they
have already thus experienced two
seizures by the time that they would
be entered in the study.
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Hopkins et al studied 408 patients
with an imitial seizure and found a
high rate of recurrence after a single
seizure in adule life - at lease 52% ax
three vears.” They were unable to
define any clinical facrors which
characterised patients at particular
risk of relapse and also found the
EEG to be of little use in predicting
recurrence.

However, van Donsclaar et al, whose
overall recurrence rate in 165 paticnts
was 40% at two years {ef Hopkins
45% ar two vears) found that the sk
of recurrence was 81% in patients
with epileptic discharges on a
standard or partial sleep deprivation
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EEG. They concluded that the
decision to initiate or delay treatment
should be based on EEG findings.”

The first vear of treatment is crucial

for the long term prognosis.'® IF all

If the treatment is not working,
the patent’s life circumstances
may provide the clue

patients are treated immediately after
their first seizure, intracrability might
be prevented in some parients, Elwes

et al found that the interval between
untreated seizures decreased
successively and that the number of
seizures before treatment was started
correlated with the outcome of
treatment.™

Where does all this leave the South
African pracritioner and his {her)
patient who has had a seizure? 1
believe that while all of the above
must be borne in mind, a thorough
knowledge of the individual patient
and his circumstances will allow
treatment to be used rationallv ar an
individual level, It would be wise 1o
consider treatment before the
“mandatory™ two seizures have
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Treatment - What, When and
How Much?

The relevance of tailoring drog treat-
ment to the tvpe of seizure has been
briefly dealt with above, There are
also some important “seizure hygicne
measures toe be applied. These invalve
the remowval or dealing with
triggering factors, Factors such as:

n

Excessive aleohol intake
Fatigue

Tricyelic drugs
Phenothiazines
Photostimuh

Glucose control

may play an important role and
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commecting these may suffice to
prevent further seizures. The removal
or diminishing of stress is a difficult
thing to measure, however some
fiorm of psvcho-, marital- or family
therapy may be appropriate in some
CASCs,

Choosing a Front Line Agent

Once the decision has been made to
rreat a patient with scizures and rhe
seizure typeSclassification has been
determined as far as possible, a front
line single ACD should be chosen,
Anticonvulsant polypharmacy confers
no advantage over monotherapy in

0% of patienis.?

The choice of drug is made by taking
AL ACCount:;

Setzure type

Cost

Side effect profile

Dosage regime Scompliance
Availabiliry

Individual patient’s necds

All ACDs can adversely affect
psychomotor and cognitive function.*
There is also, now, mounting
evidence that a reduction in
polypharmacy can often improve
wellbeing and quality of life

without any decrease in scizure
control Y

—
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Therapeuric Half Life

Range (Average)
40-80 mmol /1 24 howrs
15-50 mmol /1 12 hours
60- 180 mmaol /1 96 hours
not helpful 8 hours
200 - 600 40 hours
mmaol,/1

not helptul 30 hours
not helpful 30 hours

Idiosyncratic

Rash
Blood dyscrasia
(BD)

Rash (in 5-10%)
BD

Rash

Rash

BD

Hepatic failure
Pancreatitis
Thrombocytopenia

Bash
BD

Rash
Thrembocytopenia

Side Effects
Taoxic

Sedation

Mausea
Unsteadiness
Headache
Behavioural changes

Diplopia
Mausea
Dironwsiness
Unsteadiness

Sedatiom
Headache
Unsteadiness
Mausea

Sedation
Unsteady
Behaviour changes

Headache

Ataxia

Mausea
Behaviour change

Dizziness
Sedarion

Araxia

Decasional idi b
hyperkinesi
AgEnessin

Chronic

Sedation
Intellecrual blunting
Mood changes
Hirsutism

Gum hypertrophy
Metabolic bone
disease (MBD)
Eolate def.

Acne

Cerebellar syndrome

Hyponatremia
Throvwsiness
(bess than others)

Sedation
Behavioural changes
Intellectual Blunting
Connective tssue
disorder

MBI

Mausea,vomiring
Sedation

Tremor

Hair loss

Weight gain
Behaviour change
Bleeding disorder

Headache

Behaviour change
Nausea,/ vomiting
Psvehosis

Fatigue

Weight gain
Psychosis
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condirion, such as a umor, may
underly the condition.

4. There may be problems with the
patient’s lifestyle (eg alcohol
abuse ) which were not previously
recognised.

If none of the above apply and seizure
control remains poor at the highest
toderated dose, another front line
ACIY may be substtuted. Abrupt
withdrawal of the first drug while
initiating therapy with the second
may precipitate withdrawal seizures
or leave the patient without

Numerous drug interactions to
be considered when using ACDs

protection while the second drug is
building up o a steady stave. In
prractice it is, therefore, safer to add
the second drug at a suitable dose
and allow it to reach a steady stare
before beginning 1o slowly withdraw
the first drug, This process is
complicared by the face that most
ACDs interact with one another
(eneyme induction etc) and serum
levels and dosages at these

CONTINUING MEDICAL EDUCATION

... Making Sure Everything Fits

times may be unpredictable and
require diligent monitonng.

Once all reasonable monotherapy
aptions have been exhausred, it is
time to add a second first line drug or
possibly clobazam. There do not
appear to be studies looking at the
additive and synergistic effects
between pairs of anticonvulsants,

Only when all these measures have
failed, can the paticnt be wuly
diagnosed as having refractory
epilepsy. In such patients the
practitioner would do well to
remember the law of diminishing
returns as he tries 1o balance oprimal
seizure control with quality of life. T
is of paramount importance to treat
the patient rather than the discase. A
thorough knowledge of a patient and
his {her) life circumstances may
prowvide the clue as to why the
treatment is nog working,

There is no reason for the family
practtioner to feel that specialist
intervention is warranted withour a
specific indication for it. Indeed, if
one buys the concept of paticnt-
centredness, it must be strongly
argued that the family practitioner is
best placed to help the patient.

Table 5. Stopping Epileptic Treatment

Stopping Treatment

Most ACDs have significant roxic
side effect profiles and it is worth
explonng the possibility of drug
withdrawal in patients who achieve
remissions lasting upwards of two
years, The danger of such a policy is
that of seizure recurrence which may
have major implicadons for self
esteem and employment.

There appears o be no good study on
this subject, bur overall it appears thar
approximarely 30% of paricnts
achieving 2 rwo or three vear remission
will have a recurrence on withdrawal
of antconvulsant drugs. Almost all
these recurrences will occur either
during the peniod of withdrawal or
within six o twelve months of stopping.?

Factors that influence the outcome of
treatment withdrawal are similar to
those that determine whether a
paricnt initially achicves a two to
three vear remission. The duration of
the epilepsy and its severity [as
judged by the number and frequency
of se1zures before remission ) are
directly related to the likelihood of a
relapse. The tvpe of seizure (according
to International classification ) is also
important in assessing the risk.

Absolute requirements

2-3 vears free of seizures
Parient’s informed consent

Factors in favour
Childhood epilepsy
Primary generalised epilepsy
Absenee of cerebral disorder
Normal EEG

Non driver

ﬁhmwitl‘.tdnw:lisindicamd,itissmﬂblehnpm:w&slawlywiﬂzdmgndmtnEnumrﬂiﬁ:iﬁmﬂm.

Iwemhmyndmit epilepsy
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Drug Interactions with ACDs'

1. Enzyvme Inhibition. May
Result in Toxicity

Serum fevels of carbumazepine
imereased ty:

cimetidine

diltiazem

isoniazid

verapsunil

Serwm levels of phenyviom increased
by
barbiturates
ethosuximide
isrniazid
imipramine
prochlorperazine

chlompromazine

2. Enzyme Induction: Efficacy
of the Interacting Drug is
Reduced

Serm levels of carbamazepine
reduced by:

barbiturares

phenyvtoin

Serum fevels of phenyioin reduced
by
barbiturares
benzodiazepines
carbamazeping
folate

valproate

Bodh phemytoin and carbamazepine
redice the efficacy of;

oral contraceprives

warfarin

Phenyroin redoces the serum levels of

steroids

nortrypryline

Murruad inhibinion ofservm levels wirh,
barbiturates
phenyroin
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It can be seen from the above that
there are numerous drag interactions
tor be considered when using ACDs.
It 15 wise to momtor seram levels
closely in the event of ACD
polvpharmacy unril stable levels are
achieved.

Social and Psychological

Support for Patients with

Seizures

Psychological and social problems are

coimmon in patients with seizures.”

some of the common possible causes

arc:

L. Insufficient knowledge abour
seizures on the part of the patient,

2. Cognitive impairment due to
treatment with ACDs especially
phenytoin and barbiturates.

3. Rejection and ostracization by
family Semplover #friends.

. Owerprotection by family /riends.
. Social solanon.

. Depression.

b = R L Y

. Unemplovment - especially in
difficult economic times.

Psychological and social
problems are common in
patients with seizures

In rhis tvpe of sitnation the docoor
can offer ongoing support in the
form of a healthy doctor-patient
relationship. He can also offer
information and should strive to
facilitate the clearing up of any
misunderstandings. As a Family
Pracritioner, he may know the other
members of the patients™ family and
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be able to help with their education
abourt epilepsy. By being patient-
oriented rather than discase-oriented
it should be possible to offer real and
meaningful support to the patient in
this setting.

On a far more concrere level, the
patient should be warned of the
hazards of open fires, deep baths et
A home visit may help to clear up any
problems in this regard. The patient
should be advised to wear a Medic
Alert bracelet, The patient can also be

The GP should educate family
members about epilepsy

put in touch with the South African
Marional Epilepsy League (SANEL)
which is a national suppor group for
patients with scizures,

The question of what to do about a
patient who wishes to drive 2 motor
vehicle is a problemaric one. In many
cases the patient’s livelihood may
depend on being able to drive. In
terms of the Road Traffic Ordinance
a person is disqualified from
obtaining or holding a driver’s
licence if he is suffering from {inter
alia) eaconrralied epilepsy.® The act
does not elaborate and the decision as
to what constitutes control is open to
debate. Practically speaking [ feel that
if a paticnt has been seizure free for
two years, adequate control has been
achicved,

Conclusion

Family Practitioners are ideally
situated to offer comprehensive care
to patients who suffer seizures, To do
this optimally, they should obyviously
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be equipped with adeguate
bioscientific knowledge, but must be
able to individualise treatment in the
light of their intimate knowledge of
rhe patient as a person,

A trearment “protocol” in this
context becomes a safety net, below
which level of care the therapy must
not sink. The Family Pracritioner,
more than any other, has the
potental to far excecd the
possibilities offered by any protocol
by tailonng care for the individwal
paticnt as a persorn.

It is hoped that this article, along

with the patient described earlicr, will
help to empower Family Practitioners
to manage people who have seizurees

with confidence.

References

L. Dividson DLW, Management of the adult
with poorly controlled epllepsy. Hospital
Updare. 1991; 1: 20-8.

2. Miller B, MeFayden ML. The wse of
pharmscokinetics to optimise -
epilepric therapy. CME 1991, 9: 1535-43.

3. Brodie M]. Established anvicomvulsanes
and trearment of refractory epilepsy.
Lancer, 1949); 336: 350-4.

4, Chadwick D. Diygnosss of epibepsy. Lancet
1990; 336; 191-5,

5. Schneiderman ], The Fiesa Fie Med Inn,
1993, 90: 4126-30,

. Eastrnan B Lecmure given 1o Frere
Haspival, depr of Medicine, Feb 1991,

7. Mirchell P], Maorris CDW, Meyers OL.
Frere Hospital Handbook, Tuta & Co
1980; 1027,

8. Hopkins A, Gurman A, Clarke G, The firs
seizure in adul life, Lancer, 1950; 3346:
191 .5,

B, Van Donselar CA, Geers AT,
Schimsheimer RJ. ldiopathic firss seizure
in acult life: whe showld be treaved? Br
Mled [ 1991; 302: 620-3,

Ly, C:mph:ll G, Fareell V] Fpih:m' in

171 SA Family Practice April 1993

black mincworkers, 5 Afr Med | 1987, 77:
AE5-6.

11. MNaidoo DV, Pammenter M1, Sloosa A,
Van Dellen JR, Cosnett [E. Seventy black
epilepeics. § Aft Med | 1987; 72: 837-8.

12, Thomson AJG. Meurocysticeroosis
(editosial ). § Afr Med | 19990; 77: 119-20,

13, Han RG, Easton JD. Seizure recarrence
aler a first unprovoked selzure, Anch
Beurol 19E6; 43: 1289-90.

14, Elwes RDC, Chesterman P, Revnolds EH.
Progmoais after a first untrcated tonic-
clonic seizure, Lancer 1985 1: 752-3,

15, Shorvon 5D, Reynodds EH. Early
prognosis of epilepsy, Br Med ], 1982;
285: 1698701,

1. Elwes RIS, Johnson AL, Reynolds EH
The course of untreated epilepsy. Br Med
T 1988 47: 620-2,

17. Fischbacher Z. Effect of reduction of
anticarvulsans on wellbeing. Br Med |
1RR2; 285 4234,

18, Dirugs for epilepsy, The Medical Leter,
19RS; 31: 1-4,

19

Shorven $, Management of epilepsy in
afults, Med In, 1988; 3748-53,

20, Medicines Safery Cenwre, Sodinm
Valproare, Therapeutics sheer 1/1986

Sourch Afiican Family Pracrice Manual,
Part Theee, 1991; 3.14-3.16

21, Srrauss 5A. Doctos, patient and the law, 2
selection of practical issues, JL van Schaik,
2nd edition 1984: 122-4.

23. Baron, (5. Beyond the Prorocol: The
Pestential o Person - Centred Care, 5 AR
Fam Pract 1993; 14:1 562,

21

Acknowledgements

T wandd ke ro ghank my colleagoes, in
pariicantar s Perer Marthews, Dave
Fleischman and all those present af the writers
warkshop, far their help, oriticism and
EICTRITAZ ETIRE AN

SA Huisartsprakovk April 1993





