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Treatment of migraine related vertigo with Lamotrigine
an observational study

Alexandre R. Bisdorff*

Abstract

Migraine is a common cause of vertigo. The vertigo symptoms often occur inde-
pendently of the headaches and have very variable duration and phenomenology.
Treatment usually consists in giving prophylactic anti-migraineous medication.
The anti-epileptic drug Lamotrigine (LTG) has been reported to be effective in
treating migraine auras, isolated auras and to some extend migraine headaches.
In this retrospective observational study, 19 patients, 6 male and 13 female, aged
52.3 years (range 28-84) treated with LTG and suffering from migraine and
migraine related vertigo were evaluated. After a titration phase of 4 weeks patients
took 100 mg of Lamotrigine per day in a single dose and were followed up for
3-4 months. The average vertigo frequency per month was significantly reduced
from 18.1 to 5.4, the average headache frequency per month was reduced from
8.7 to 4.4 without reaching statistical significance. Lamotrigine at a daily dose of
100 mg seems to be effective in the treatment of migraine related vertigo. The effect
on vertigo was more marked than on headaches.

Keywords:

migraine, vertigo, Lamotrigine

Introduction

The relationship of vertigo and migraine goes far beyond the classical description
of basilar migraine (1) and is probably still an underrecognized cause for vertigo
(2). Migraine related vertigo affects 24-36 % of migraineurs (3) and up to 38 %
of dizzy patients were reported to have migraine (4). Migraine associated vertigo
is a common cause ofi vertigo (5). In only a minority ofi patients the onset of
the headaches and the vestibular symptoms in the lifetime of migraine patients
are simultaneous and the majority of vestibular attacks do not occur just before or
during the headaches. The diagnosis relies on the combination of history and
physical examination and exclusion of other diseases (6, 7).
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If the attacks are frequent or difficult to control with acute drugs, the treatment
approach usually includes prophylactic antimigraineous medication (7, 8). So far
no controlled trials are available in this indication. The clinical impression is that
drugs alleviating headaches are also beneficial for vertigo (9) in particular for

beta-blockers (10, 11).

The interest in the mechanisms of migraineous vertigo has also been promoted by
the discovery that episodic ataxia and familial hemiplegic migraine are due to
defects of CACNAI1A gene coding for a calcium ion channel (12).

LTG is an antiepileptic drug acting as a blocker on voltage gated sodium channels

(13).

Recently Lamotrigine (LTG) has been reported in pilot studies to be efficient
in the treatment of migraine auras (14), another study noticed a bigger effect on
migraine with aura than without (15), whereas a study mixing migraine with and
without aura reported no effect on migraine headache (16).

In this retrospective observational study patients who had been put on LTG as
prophylactic treatment for migraine and suffering from migraine related vertigo
were evaluated.

Material and methods

Patients treated for migraine headache and migraine related vertigo with LTG
were identified from the department’s vertigo database. 19 patients, 13 female
aged 51.2 years (range 28-81) and 6 male aged 54.5 years (range 28-84) were
included. Inclusion criteria were the existence of migraine according to the
(International Headache Society) IHS criteria and the presence ofiepisodes of ver-
tigo responding to the criteria of definite or probable migrainous vertigo (17). All
patients had a full neurological and neuro-otological examination and an eye
movement evaluation in the dark using a video based system including search for
spontaneous and positional nystagmus, pendular rotation, smooth pursuit and
saccades. Additionally caloric testing, brain imaging and vascular tests were
performed when considered necessary in the differential diagnostic work up. Ex-
clusion criteria were serious or unstable medical conditions and coexisting
depression.

With a standardized interview patients were asked for the frequency and duration
ofitheir episodes of headache and vertigo during the two months before and after
taking LTG for 3-4 months. Student’s t test was used for statistical comparisons.

Patients took 25 mg/die of LTG for 2 weeks then 50 mg for two weeks to

reach the target dose of 100 mg after 4 weeks, all taken in single dose in the
morning.
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Results

Three (15.8 %) patients reported vertigo as a classical aura symptom, 31.6%
could have vertigo during and 84.2% independently or during their headache
episodes. 9 (47.4%) patients only experienced vertigo independently of the
headaches.

The quality of the vertigo was variable. 36.8 % had spinning vertigo, the most
common symptom was episodes of non spinning dizziness with instability while
walking (68.4 %) followed by positional vertigo (57.9 %). Nausea accompanying
the vertigo was only reported by 3 (15.8 %) and occasional vertigo associated falls
by 2 (10.5 %) patients. The duration of the vertigo episodes had a wide range from
minutes to days.

On LTG the frequency of headache attacks was reduced but did not reach statis-
tical significance. The frequency and the duration of the vertigo attacks
were reduced but only the frequency reduction reached statistical significance
(see table 1).

Before LTG On LTG t-test
Headache freq./month 8.7+9.1 44+57 n.s.
Vertigo freq./month 182+11.6 54+78 P<0.001
Vertigo episode mean duration (h) 5.6 + 10.1 2.1+438 n.s.

Table 1.

On treatment with LTG a reduction of attack frequency for headaches of more than
50% was reported by 9 (47 %), 2 patients improved by 50% or less, 7 were
unchanged and one became worse. The vertigo frequency was reduced by more
than 50 % in 18 ofi 19 patients and remained unchanged in one. Complete relief

of symptoms was reported by 26.3 % of patients for vertigo and by 10.5% for
headaches.

None of the patients reported any significant side effects.

Discussion
Migraine related vertigo is a common cause of episodic dizziness, vertigo and
dysequilibrium (2). The mechanism is still debated, probably central and periph-
eral factors come into play and might be related to newly recognized ion channel
disorders (8, 12). There is no specific diagnostic test for migraine related vertigo.
The occurrence of vertiginous spells in a migraine patient should raise the possi-
bility of migraine related vertigo. The vertiginous spells can be very variable in
duration (seconds to days) and intensity from mild to inability to walk. The tem-
poral relationship to the headaches in most patients will not be according to the
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criteria defined as a migraine aura. Appropriate vestibular and neurological test-
ing has to be done to rule out other peripheral or central causes D.

Prophylactic anti-migraineous treatment for headaches such as beta-blockers and
ergot preparations have been reported to be also efficient in preventing migraine
related vertigo (10, 11). These drugs have limitations to their use particularly in
asthmatic and cardiovascular diseases.

LTG is an antiepileptic drug acting as a blocker on voltage gated sodium channels
(13). The drug has a good tolerability, particularly in the doses used here, and good
safety profile as long as titration is done slowly to prevent skin rashes (18). It has
recently been reported to be effective in reducing migraine auras (14,15) whereas
the value for preventing migraine headaches is still debated (16).

In this observational open study LTG was observed to be effective in reducing the
frequency of migraine related vertigo, and also, although not significantly, the
duration of vertigo attacks. The effect on headache did not reach significance. The
effect on vertigo episodes was quite marked as in 89.5 % of the patients attack
frequency improved by 50% or more and in 26.3 % the vertigo stopped com-
pletely while on 100 mg of LTG. Patients with very frequent vertigo attacks (sev-
eral per week to daily) usually noticed a mild effect on 50 mg and than another
improvement on 100 mg. Some patients also reported a reduction in intensity of
the remaining vertigo episodes, a systematic recording of vertigo intensity had not
been performed and would be an aspect to consider in a future study.

The bigger effect of LTG on the neurological migraine equivalent vertigo than on
the migraine headache goes along with the findings in other studies that the effect
of LTG is more marked on auras than on headaches (14,15).

LTG might be an interesting option to treat migraine related vertigo, particularly
if the frequency of vertigo is higher than that for headache attacks. This constel-
lation can often be observed, particularly in elderly patients (19). Because of its
favorable side effect profile it should be considered if accompanying pulmonary
or cardiovascular problems limit the use of betablockers or Ca channel blockers
and if the problem of drowsiness is to be avoided often associated with antide-
pressants or benzodiazepines.
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Note du comité de rédaction

Notre expert de la «peer review» est d’avis qu’une étude double aveugle serait plus
appropriée pour démontrer I’efficacité de la Lamotrigine. Il estime aussi que dans
une étude rétrospective un plus grand nombre de patients serait souhaitable. En
effet la publication dans Cephalagia 1997 Apr. 17 (2), 109-112, citée dans la bib-
liographie, ne prouve pas I’efficacité de la Lamotrigine pour la prophylaxie de la
migraine. Cependant dans un article de Curr: Pain Headache Rep. 2004 Jun, 8(3),
244-250 intitulé Anticonvulsants in migraine, Young W. B. et al, affirment que

Lamotrigine est valable dans le controle de I’aura mais inefficace dans les
céphalées.
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Dermatomyositis-like syndrome following acute
toxoplasmosis

Amir Saberin, Charlotte Lutgen, René Louis Humbel,
Frangois Hentges*.

Abstract

The case of a patient who developed an acute dermatomyositis-like syndrome
upon infection by Toxoplasma gondii is reported. Emphasis is given on the
chronology of the anti-Toxoplasma IgM and IgG antibody rise, the muscle en-
zyme movements, the antinuclear antibody development in comparison to the
clinical symptoms and their follow-up after Toxoplasma treatment. The close
monitoring of the sequential clinical and biological pattern allows insights into the
infectious and auto-immune diseases presented by this patient. Taking into ac-
count other reported cases and the clinical presentation of this patient some con-
clusions and recommendations are inferred.

Keywords:
Toxoplasmosis, dermatomyositis.

Introduction

The development of auto-immune diseases whether organ-based or systemic is a
complex and hardly elucidated matter. Although many details are known about the
immuno-pathogenic effector mechanisms in autoimmune diseases this is not the
case as to what the etiological initial events are concerned at least in humans. Once
established many of the auto-immune diseases display a number of auto-antibod-
ies some of which may be specific but which have a doubtful pathogenic role.
Most of the human autoimmune diseases develop on a predisposing genetic back-
ground. Among these genetic markers those of the HLA system are best known
(1). Genes and their products implicated in inflammation (2) have also been linked

*  Service d’Immunologie-Allergologie, CHL, Luxembourg
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Dr. Frangois Hentges

Service d’Immunologie-Allergologie
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to autoimmune diseases and their clinical course. There is however need for addi-
tional external or internal triggering factors to get the immune and then autoim-

mune process started. These triggering factors can be infectious (3), toxic (4), or
even cancerous (5).

In man it is sometimes possible to pinpoint triggering events. Drug induced lupus
erythematosus is one such situation (6). There are also case reports ofimyositis and
dermatomyositis apparently triggered by infections with Borrelia burgdorferi
(7,8) or Toxoplasma gondii (9,10,11,12,13). The detailed study ofisuch cases en-
ables us to witness and perhaps permits us to understand how the immune system
shifts from a ,,normal* anti-infectious response to an auto-immune response. In-
herent to these insights are important diagnostic and therapeutic issues regarding
these autoimmune pathologies. We report the case of a patient who developed an
acute dermatomyositis-like syndrome after an infection by Toxoplasma gondii.
Toxoplasma treatment induced regression of dermatomyositis symptoms but was
followed by a prolonged period of symptomatic hypereosinophilia before clinical
remission was achieved.

Case report

End of August and increasingly during the month of September 2002 a 58 year old
woman started having erythematous, scaly, oval macules on the skin of the fore-
head and the temporal regions. She developed scaly erythema around the base of;
the fingernails and oedema of the eyelids. The patient complained of intense
fatigue and generalised limb weakness.

For chronic asthma, associated with clinically rather uneventful pansinusitis and
polyposis, she was using since 15 years inhaled steroids. Over the years blood test
quite regularly showed slight eosinophilia (500 - 600 G/1). Total IgE were normal.
No specific IgE were detected to common respiratory allergens. Skin prick tests
to a panel ofirespiratory and food allergens gave no hint for an IgE mediated sen-
sitisation. In April and again in May 2002 the patient had received two courses ofi
oral steroids in tapering doses because of worsening ofithe asthmatic condition
due to a change in the basic inhaled steroid regimen.

Her dermatologist’s suspicion for dermatomyositis was strengthened when blood
tests (October 10 and 14) showed an increase in muscle enzymes CPK 399 Ul /I
(N 24-170 UI/1) and aldolase 12 Ul/l (N<7.6 Ul/l). Eosinophils were at 545G /1.
A search for anti-nuclear antibodies, a serology for Borrelia burgdorferi were

negative. Serology for Toxoplasma showed IgM at 0.82 Ul/ml (N 0-0.6 Ul/ml)
and IgG at 1207 Ul/ml (N 0-8 Ul/ml).

Further Investigations.

A skin biopsy performed on the left temporal region was compatible with the

diagnosis of lupus erythematosus. Direct immuno-fluorescence however was not
conclusive.
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A muscle biopsy was performed in the vastus lateralis (20.11.2002)

On histological analysis some muscle fibres were enlarged, some atrophic, flat-
tened, or rounded up as compared to the usual polygonal fibres. Some basophilic
regeneration was observed. A mononuclear infiltrate was present in the intersti-
tium, partly also in a perivascular localisation, partly in endomysial streaks. Some
atrophic fibres were infiltrated by mononuclear cells.

Immunohistochemistry showed mainly CD3 positive lymphocytes of which about
20-30 % were CD8 positive T cells. They were located in the endomysium and
partially also in the sarcoplasma of degenerated muscle fibres. Some B lympho-
cytes were detected. Monocyte - Macrophages were present in greater number
(besides the lymphocytes) in the interstitium and also in some degenerative mus-
cle fibres. The findings were in favour of a diagnosis of polymyositis.

At that time CPK had increased to 960 Ul/l. Search for ANA, anti DNA was
negative.

EMG showed a myopathic pattern. ECG was normal. Cardiac Ultrasound was
normal.

A further staging was performed on December 10 (see table I):

Skin lesions on the forehead had improved under local steroid treatment. However
the skin lesions around the fingernails, the general fatigue and muscle weakness
persisted. In parallel to her skin and muscle problems the patient experienced quite
unexpectedly an improvement of her asthmatic symptoms. This enabled her to
decrease the dosage of the inhaled steroid regimen.

Blood analysis showed increased muscle enzymes: CPK were at 638 U/,
aldolases at 36 Ul/I. Eosinophils were normal at 420 G/1. Blood sedimentation rate
was at 49/102. For the first time there were humoral signs of what could be con-
sidered an auto-immune reaction. ANA were slightly positive 1:320. Tests for
rheumatoid factors were positive: 361 U/l for IgM anti human IgG (N<50) and
481 U/l for IgM anti-rabbit IgG (N<50). Factor ViIII R: Ag (Von Willebrand Fac-
tor) was markedly elevated at 582 % (N 50-200 %) giving evidence of vascular in-
volvement. Serology definitely confirmed a recent infection with Toxoplasma
gondii. IgM antibodies were increased to 1.667 Ul/ml and IgG to 3840 1U/ml.
The etiological workup of dermatomyositis was completed by a CT scan of the
thorax which was normal. A gastroscopy was performed which showed glandu-
locystic polyposis. Mammography showed fibro-adenoma with calcifications.
Tumour markers: CEA, CA19-9, CA-125, Alpha-Foetoprotein were normal,
CA15-3 was borderline, but later returned to normal values.

Treatment and subsequent clinical and biological changes

The patient was treated with daraprim 50 mg /day and adiazine 4 x 1000 mg/day
for 5 weeks. Three weeks after the start of the treatment the patient felt improved.
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—  Table I. Summary of clinical and biological data over a period of 16 months.

4!

May Jul. Aug. Sept. Oct. Nov. Dec. Jan. Feb. Mar. May Jun. Sept.

Asthma ++ + + + + + ++ ++ ++ ++ +
Skin Temple

Forearm

Eyelid

Gottron
Adenopathy _+
Asthenia ——
Muscleweakness _L—
Edema Face — —

Mucosa — —
CPK 454 960 678 441 435 80 88 |108| 103 uin
Eosinophils 500-600 431 420 350 [2210{6500 350 2890(1040 600 G/
Toxo 1gM 0.82 1.667 | 1.141 - - Ul/ml
Toxo 1gG 1267 3840 | 5714 15390 4027 | UlUml
Factor VIII 582 308 |312 363 164| 206 %
RF 361 131 un
ANA 1/320 1/640 |1/1280 1/1280 /| 171640 | Ul/ml
DNA 42 41 1280
Total 1gG 18 16.4 144 15.7 G/
T4 N 0.84 1.04 1094 1.02 1.32 ng/dl
TSH N 3.15 39879 8 2.8 mU/l
Biopsy Skin | Muscle
Steroids Inhaled

Pulse

Oral

L-Thyroxinc
Anti-toxo treat,




She was markedly less tired and regained strength in her arms and legs. A blood
test on January the 7th showed CPK at 441 Ul/l. Eosinophil counts was normal at
350 G /1. ANA were at 1/640, rheumatoid factor IgM against human IgG was at
131. Factor VIII was at 308 %. Serology for toxoplasmosis showed IgM at 1.14
and IgG at 5714 Ul/ml.

By the end of January the patient who at that moment felt much better and whose
skin lesions had markedly cleared, experienced a mild conjunctivitis complicated
a couple of days later by a haemorrhage of the left conjunctiva. The next days the
patient experienced bouts of: pharyngeal discomfort and epigastric pain. She
noticed an oedematous swelling of the cheeks and a left cervical adenopathy.

Blood tests performed 4 days later showed an increase ofi CPK enzymes from al-
most normal to 501 Ul/ml. Eosinophils increased to 2000 K/1. Factor VIII was at
312 %. IgM anti-human IgG rheumatoid factor was negativ. ANA were at 1/1280,
anti-DNA were slightly positive 42 Ul//ml (N <30) Thyroid function was normal.
IgM against Toxoplasma had become negative, IgG were at 5390 Ul/ml.

A second course of anti-Toxoplasma treatment was decided and given from Febru-
ary the 14th until March the 22nd. Ten days after beginning the second course of
anti-Toxoplasma treatment and 2 days after an episode of digestive discomfort ac-
companied by vomiting, the patient experienced facial oedema and swelling ofithe
sublingual tissues. CPK were almost normal at 200 UI/l. Eosinophils were at 650
G/1; ANA stayed unchanged at 1/12 80 and anti-DNA at 61. Thyroid function was
impaired with T4 at 0,98ng/dl (N 0.97-1.72) and TSH at 7,9 mU/I (N 0.27-4) Af:
ter a bolus of high dose steroids (120 mg methylprednisolone/24 hours tapered
within 5 days) the patient rapidly improved, CPK completely normalized and
stayed normal from then onwards. Eosinophils were at 200 G/1.

At the end ofithe anti-Toxoplasma treatment and because of persistent biological
signs of thyroid insufficiency the patient received a supplement of 50 gammas of'
L-thyroxin /day with normalization of the TSH values. At the end March and at
the beginning of: July the patients whose chronic asthma was treated with bu-
denoside and salmeterol 2 times 2 inhalations /day needed an additional treat-
ment by low dose oral steroids (methyl prednisolone 8 and then 4 mg /days)
because of a relapse of: facial oedema coming in parallel with an increase of
eosinophils up to 2890 G/I.

From end June on the values of: factor VIII became and stayed definitely normal.

Follow-up in September 2003

The patient is off oral steroids for over 3 months. She has normal CPK for 7
months, normal factor VIII for 4 months. ANA recently deceased to 1/640.
Rheumatoid factors are negative for 8 months and anti-DNA for 5 months.
Eosinophils have decreased to 600 G/1 (pre Toxoplasma values). The patient is free
of cutaneous and muscular symptoms of dermatomyositis. She remains on regu-
lar inhaled steroids and long acting beta agonists for her chronic asthma.
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Summary of the different clinical and biological stages
Pre-toxoplasmosis state
Intrinsic asthma with nasal polyposis and eosinophilia
Toxoplasma infection and dermatomyositis

The patient suffers from important fatigue with signs of muscle weakness and pre-
sents cutaneous manifestations. Acute Toxoplasma infection is documented by
anti-Toxoplasma IgM antibodies and rising IgG antibodies. Muscle enzymes are
elevated and factor VIII is markedly increased. A muscle biopsy performed, shows
evidence of myositis. The baseline asthmatic condition of the patient improves
with a decrease in the amount of inhaled steroids needed.

Toxoplasma treatment and regression of dermatomyositis

Treatment of toxoplasmosis is followed by a decrease and then by a normalisation
of muscle enzymes. Clinically there is a clearing of cutaneous and muscular signs
of dermatomyositis. ANA (Antinuclear antibodies) develop and persist, while
there is a temporary presence of rheumatoid factors and anti DNA antibodies.

Symptomatic hypereosinophilic syndrome

The patient suffers from bouts of cutaneous und mucosal oedema provoked by
marked eosinophilia, she needs oral steroid treatment. The asthmatic symptoms
worsen and reach an importance similar to that of the pre-Toxoplasma period.
Blood analysis shows signs of hypothyroidism.

Clinical normalisation

The clinical signs of hypereosinophilia have settled. Blood tests show the persis-
tence of a slightly increased blood eosinophil count. The values of the vascular
factor VIII have returned to normal. ANA persist at an increased level.

Discussion

Toxoplasmosis is the disease caused by the obligate intracellular protozoan
Toxoplasma gondii (14). Most commonly the infection by this organism is asymp-
tomatic. During the acute stage of infection Toxoplasma trophozoites may invade
all mammalian cells. Tissue cysts are formed within host cells and may contain
thousands of organisms. They may persist as a latent infection in virtually every
organ but especially in skeletal muscle, heart muscle and the central nervous sys-
tem. Clinical manifestations in the immunocompetent individual are lym-
phadenopathy fever, myalgias, arthralgias, maculopapular rash. Rare presenta-
tions are pneumonitis, myocarditis, pericarditis, hepatitis, encephalitis or menin-
goencephalitis. The importance of the cellular immune response in controlling the
Toxoplasma infection is evidenced by the cerebral toxoplasmosis developing in
HIV infected persons becoming immunodeficient. Acute Toxoplasma infection
was documented in our patient by the observation of specific 1gM and IgG anti-
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bodies by October the 14th. IgM and IgG antibodies peaked during the months of:
December and January. By February IgM antibodies had become negative. IgG
antibodies stayed about at the same level over the next 9 months.

Besides the criteria of muscle weakness, EMG findings, muscle enzyme increase,
specific histology on muscle biopsy, dermatomyositis is defined by characteristic
skin lesions. Our patient had typical (15) scaly erythematous skin lesions over
the distal interphalangeal joints, extending to the periungueal skin. She also
had erythematous scaly rashes over the temple skin and transiently also an oede-
matous swelling of the upper eyelids.

Muscle histology was in favour of polymyositis with endomysial infiltration of
mononuclear greatly CD8 positive T cells, partially also found in the sarcoplasma
of degenerated muscle fibres. There were also signs ofithe dermatomyositis type,
namely the perivascular mononuclear infiltration and the presence of B cells. Vas-
cular involvement (a hallmark of dermatomyositis) was further documented by a
marked increase in factor VIII. ANA could only be detected 3 weeks later. In con-
clusion on can say that while the muscle biopsy performed quite early showed
mainly characteristics in favour of a cellular mediated polymyositis there were
other histological as well biological elements pleading for a vascular involvement
characteristic of dermatomyositis.

Antinuclear antibodies first observed on December 10 increased to 1/1280 by
February 10 and have remained at that titre over the next 6 months. The fluores-
cent nuclear pattern was granular, with staining of mitoses. The search for
rheumatoid factor was positive during 2 months (December and January) Anti-
bodies against double stranded DNA became positive thereafter for 2 months
(February to March)

The patient fulfils all 5 criteria (4 needed) for dermatomyositis. (Symmetrical
muscle weakness, characteristic EMG, elevated muscle enzymes, chronic inflam-
mation in muscle biopsy, characteristic skin rash) (16,17 )

As soon as a second serological test confirmed the diagnosis of toxoplasmosis
(December 10) specific treatment for Toxoplasma (adiazine and daraprime) was
started. No steroids no azathioprine had been given at that time point for der-
matomyositis. This is at variance with refs 1, 2, 3 where Toxoplasma treatment was
given to patients already treated with steroids and sometimes additionally with
azathioprine for a prolonged period. Over a three week s time the patient improved
markedly as to what fatigue, muscle weakness and skin lesions were concerned.
Muscle enzymes decreased to almost normal values. The transient and moderate
rise in CPK preceded and followed by episodes to cutaneous and mucosal oedema.
The insidious hypothyroidism was most likely provoked by a rise in eosinophils.
This hypereosinophilia might be interpreted as linked to a Th-2 anti parasitic re-
action. The subsequent relapses of this hypereosinophilia accompanied by clini-
cal manifestations was possibly favoured by the tendency to produce increased
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number of eosinophils this patient has shown for years in the context of her in-
trinsic asthma.

This case report illustrates how acute Toxoplasmosis can trigger the development
of dermatomyositis an auto-immune disease. It also shows how specific anti-
Toxoplasma treatment can stop the clinical activity of the dermatomyositic
process. The persistence of ANA after regression of dermatomyositis can be seen
as the souvenir of a past auto-immune process, as anti-Toxoplasma IgG are the
souvenir of a past Toxoplasma infection.

Dermatomyositis is a rare presentation of toxoplasmosis. Whether this is only a
matter of chance, or happens under facilitating conditions, or in a host with a spe-
cial immune profile is not known. It is noteworthy that our patient had received 2-
3 months before the clinical symptoms of dermatomyositis appeared, two courses
of oral steroids. It has also to be noted that this patients had a special pre-existing
immune profile as evidenced by her intrinsic asthma and her general tendency to
increased eosinophil production.

Whereas toxoplasmosis, a frequent infection, is rarely complicated by dermato-
myositis, dermatomyositis (an uncommon disease) possibly not so rarely follows
Toxoplasma infection (18). Given the effectiveness ofianti-Toxoplasma treatment
in comparison to the severity and duration of the treatment for dermatomyositis it
is mandatory to exclude an acute Toxoplasma infection in each new case of der-
matomyositis. In an inconclusive situation a trial of anti-Toxoplasma treatment
seems a worthwhile approach.

Figure 1. CPK evolution
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Flgure 2. Toxo Ig evolution
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Figure 3. ANA evolution
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Compte rendu du Cycle de Formation

«Prise en charge de la douleur
et initiation a la médecine palliative»
Textes parus dans «La Semaine Médicale Luxembourgeoise»

André Heisbourg*

Organisé par le Ministere de la Santé, en collaboration avec I’AMMD et la Société
des Sciences Médicales, le Cycle de Formation «Prise en charge de la douleur et
initiation a la médecine palliative» connait un franc succes aupres des profession-
nels de la santé au Luxembourg. En effet, lors de I'ouverture de la premiere
des huit matinées de conférences prévues, le samedi 10 janvier 2004 au CHL, le
Dr: D. HANSEN-KOENIG, Directeur de la Santé, a annoncé que plus de 110 mé-
decins et une quinzaine de paramédicaux s’y étaient inscrits.

Introduction aux soins palliatifs:
passage du curatif au palliatif; qualité en fin de vie

Exposé du Dr Bernard Thill
Unité de Soins Palliatifs, Hopital de la Ville d’Esch /Alzette
14 février 2004

Pour introduire cette bréve série d’articles, il nous parait opportun de rapporter
en premier lieu I’exposé du Dr Bernard THILL, pionnier des soins palliatifs dans
notre pays et fondateur en 1994 de la premiére Unité de Soins Palliatifs (USP)
du Grand-Duché de Luxembourg, a I’Hdpital de la Ville d’Esch-sur-Alzette.
Hasard du calendrier ou non, les auditeurs étaient satisfaits d’apprendre que
quelques jours plus tdt, et au terme de plusieurs années de discussions, le Conseil
du Gouvernement avait définitivement adopté le projet de loi sur les Soins
Palliatifs. Ce projet consacre le droit des patients aux soins palliatifs, et introduit
la possibilité pour toute personne majeure de faire connaitre moyennant une
«directive anticipée» son refus de tout traitement qui n’apporte ni guérison, ni
amélioration, ni soulagement. Cette déclaration écrite, a faire enregistrer aupres
du Ministére de la Santé, est révocable a tout moment.

Le Dr Thill a mis en exergue, au début de son exposé riche en enseignements
pratiques et empreint d’une grande humanité, la notion de respect du patient, de
ses convictions, de ses aspirations et de sa dignité.

Dr méd.19, rue Pierre Anen, L-5813 Fentange
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1. Historique:

Les premiers hospices qui remontent aux débuts du christianisme avaient pour
vocation I’accueil des démunis: il ne s’agissait pas encore de soigner des personnes
en fin de vie, mais de fournir abri, vétements et nourriture aux indigents. Lexemple
de ce type d’établissements gérés par les ordres religieux est 1’Hotel-Dieu de Paris
fondé en 829. Quant a la médecine proprement dite, les conceptions anatomiques,
physiologiques et thérapeutiques de Galien (129-199), médecin de I’empereur
Marc-Auréle, ont prévalu jusque vers I’année 1500. Toutefois, les premiers véri-
tables établissements de soins, lieux ou I’on tentait de guérir des malades, étaient
apparus au XI¢-XII¢ siécle (St. Bartholomew’s Hospital, fondé a Londres en 1123),
tandis que les premiéres écoles et facultés de médecine étaient créées en Europe: a
Salerne au X¢ siécle (enseignement basé sur les préceptes hippocratiques, mais
également ’apport de la médecine arabe); puis a Montpellier en 1220, et 4 Paris en
1256. Ce n’est que du temps de Descartes (1596-1650), avec la notion de dualité
du corps et de I’ame, que la médecine vit régresser I’influence de I’Eglise et de la
théologie au profit de I’esprit scientifique. Mais I’approche rationnelle et scienti-
fique des maladies favorisait la marginalisation des mourants ...

Aprés la Réforme, la vocation des hospices change; certains deviennent des au-
berges pour les mourants: En 1842 a Lyon, Jeanne Garnier fonde 1’Hospice des
Dames du Calvaire; en 1879 le Our Lady’s Hospice est créé a Dublin, puis le St.
Luke’s Home for the Dying Poor ouvre ses portes a Londres en 1893. C’est 1a que
I’administration réguliére de morphine est mise en ceuvre pour la premiére fois.
Dans les années 1930 apparaissent les premiers cocktails analgésiques, notam-
ment au Brompton Hospital.

A partir de 1950, les progrés rapides de la pharmacologie permettent 1’essor ma-
jeur de la médecine palliative proprement dite. Dans I’histoire de celle-ci, trois
grands noms émergent:

o celui d’Elisabeth KUEBLER-ROSS, qui a partir de 1960 a publié plusieurs
ouvrages fondamentaux sur ’accompagnement des mourants (Living with
Death and Dying ...);

« celui de Colin M. PARKS, qui a beaucoup écrit sur le travail de deuil normal et
pathologique;

« et celui de Cicely SAUNDERS, fondatrice en 1967 de la premiére Unité de
Soins Palliatifs (USP) au célébre St. Christopher’s Hospice a Londres, qui reste
la plus importante unité de ce genre au monde, et ou se poursuivent des
recherches sur de nouveaux analgésiques.

D’autres USP sont fondées peu aprés, a Montréal en 1975, a Paris en 1987. Au
Luxembourg, la Fondation Omega-90 voit le jour en 1990, a I’initiative de
I’ Amiperas, de la Caritas, et de la Croix-Rouge. L'année 1984 est marquée par la
dépénalisation de I’euthanasie aux Pays-Bas, a défaut d’autres possibilités de sou-
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lager la souffrance en fin de vie. Mais depuis 1996, le développement des S.P. a
fait régresser le nombre de demandes d’euthanasie active aux Pays-Bas. Enfin, au
Luxembourg, la premi¢re U.S.P. a vu le jour a Esch-sur-Alzette en 1994, suivie
bientot par celle du CHL; plusieurs équipes mobiles prennent en charge les soins
palliatifs au domicile des patients.

2. Définitions:

L OMS définit les soins palliatifs comme étant «... I’ensemble des soins actifs glo-
baux apportés aux patients dont la maladie ne répond plus a la thérapie curative et
pour lesquels sont primordiaux: le contrdle de la douleur et d’autres symptomes,
ainsi qu’une assistance psychique, morale, familiale et sociale. Les soins palliatifs
ne visent plus la guérison du patient, mais bien I’assurance d’une qualité de vie
optimale pour lui-méme et ses proches». Caccompagnement des proches exige
souvent davantage de temps et d’efforts que I’accompagnement du patient, mais il
est essentiel pour prévenir des réactions dépressives. Le Dr Thill a tenu a citer un
autre grand propagateur des soins palliatifs, le Professeur René Schaerer (ancien
chef: du Service d’Oncologie du CHR de Grenoble): «Lorsqu’on ne peut plus
influencer le cours d’une maladie incurable, le malade n’en continue pas moins de
demeurer un €tre vivant qui présente des symptomes sources de souffrances. Le
traitement qui s’adresse a cette souffrance-1a est palliatif en ce sens qu’il ne traite
pas la maladie mais le malade, et ne prétend pas guérir, mais soulager.»

Pour le Dr Thill, les soins palliatifs doivent étre intégrés dans 1’ensemble des
traitements médicaux, chirurgicaux et autres. Les traitements curatifs et palliatifs
ne doivent pas s’exclure mutuellement: les soins palliatifs ne sont pas toujours des
soins de fin de vie! En effet, ils visent la qualité de vie, ce qui est important dans
tous les cas, que le patient soit curable ou incurable. Selon ’OMS, ce qui carac-
térise le passage du curatif au palliatif c’est qu’au fur et 4 mesure que la maladie
evolue de fagon péjorative, les traitements destinés a promouvoir soulagement et
confort prennent de plus en plus de place et finiront a la phase terminale par sup-
planter les traitements agressifs a visée curative.

Les travaux du Dr Cicely SAUNDERS sont & I’origine de la notion de «douleur
totale»: la douleur comporte quatre volets: 1. la douleur physique, dont il sera
question plus loin; 2. la douleur psychique: c’est en particulier celle abordée par
E. Kiibler-Ross lorsqu’elle a décrit les différentes étapes que parcourt un patient
apres I’annonce d’une mauvaise nouvelle: la premiére étape est celle du déni, du
refus du diagnostic, de la révolte, de I’agressivité; ensuite vient I’étape de la dé-
pression réactionnelle; enfin celle de 1’acceptation, et parfois de la coopération.
Tous les patients ne passent pas par toutes ces étapes; 3. la douleur sociale: c’est
celle ressentie par le patient que personne ne vient voir; ou qui se fait des soucis
pour le devenir de ses proches aprés sa propre disparition; 4. enfin, la douleur
spirituelle: sentiments de culpabilité (qu’ai-je donc fait de mal pour mériter tout
ceci?) C’est a cause du caractére «total» de leur douleur que tous les patients
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devraient pouvoir bénéficier d’une prise en charge globale, par une équipe pluri-
disciplinaire comprenant des médecins, des infirmiéres, des psychologues, des
assistantes sociales, des ergokinésithérapeutes, des représentants des cultes, des
bénévoles qui se réunissent réguliérement pour discuter du cas de chaque patient.

3. La communication avec le patient

Il est essentiel d’informer le patient:

— de la portée d’un diagnostic (pour autant qu’il le souhaite); et

— de I’opportunité de tel examen ou de tel traitement, des raisons du choix, de ses
conséquences et de ses risques.

Cette information ne doit pas se faire en quelques minutes, mais peut s’étendre
sur plusieurs heures, jours, voire semaines. Le patient doit pouvoir, en pleine
connaissance de cause, accepter ou refuser un traitement.

La communication joue un réle dans des situations fort différentes: au moment du
diagnostic initial, d’une récidive, d’un échec thérapeutique, ou lorsqu’il n’y a plus
aucune option thérapeutique. Une bonne communication augmente la compliance
a I’égard du traitement!

Les souhaits du patient sont en général:

— celui d’étre informé de fagon compléte (mais on peut se heurter a des difficul-
tés de compréhension!);

— celui de participer aux décisions.

Le but de la communication est:

— de transmettre les informations de maniére efficace et avec compassion;
— de percevoir les sentiments et les émotions du patient;

— de comprendre les attentes du patient, et d’obtenir sa collaboration.

Les barriéres a la communication peuvent étre:

— le fait du médecin: manque d’expérience, crainte de bouleverser le patient,
remords, contraintes de temps, relations difficiles avec le patient;

— le fait du patient: manque de comprehension, déni du diagnostic et/ou du pro-
nostic, ignorance délibérée de I’information fournie, attentes irréalistes, tradi-
tions culturelles.

Comment annoncer une mauvaise nouvelle? Le Dr Robert BUCKMAN (Toronto)
s’est beaucoup occupé de cette question dans le cadre de I’ASCO, American
Society of Clinical Oncology, et a mis au point le Protocole «S.P1.K.E.S.». La
mauvaise nouvelle, c’est celle qui vient bouleverser les projets d’avenir du patient.
Les conditions dans lesquelles elle est annoncée sont importantes a respecter:

S, pour Setting: ce sont les conditions et circonstances «matérielles» lors de
I’annonce: endroit calme; contact physique avec le patient (p. ex. s’asseoir a sa
hauteur; ne pas hésiter a toucher sa main ...,); acceptation de pauses, de silences.
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P, pour Perception: vérifier ce que le patient sait déja de sa maladie; s’assurer qu’il
a bien compris ce qu’on lui a expliqué; distinguer, avec E. Kiibler-Ross:

 les réactions qui peuvent diminuer son désarroi: extériorisation de son an-
goisse, de sa colére/déni initial/manifestations d’espoir/négociation/expression
de projets;

« et les réactions qui posent davantage de problémes: sentiments de culpabilité /
déni persistant / colere contre les personnes bien portantes, contre 1’équipe soi-
gnante / attentes irréalistes / désespoir profond / tentatives de manipuler les soi-
gnants.

I, pour Invitation: demander au patient s’il veut connaitre les résultats; respecter
le cas échéant son droit a «ne pas savoir».

Mais le souhait de connaitre ou non les résultats peut changer en cours d’évolu-
tion!

K, pour Knowledge: communiquer les faits médicaux objectifs; parler un langage
compréhensible; vérifier si le patient a bien compris; toujours dire la vérité; mais
trouver la bonne fagon et les mots adaptés pour la dire.

E, pour Empathy et Exploration: montrer sa compassion; rester a 1’écoute; ne
jamais dire: «je ne peux plus rien pour vous»; essayer de deviner les espoirs, réa-
listes et non réalistes du patient (et lui dire p.ex. «je ne pourrai pas vous guérir,
mais je peux certainement vous soulager»), vérifier s’il a d’autres questions,
d’autres attentes.

S, pour Summary & Strategy: préparer un plan de traitement avec le patient;

expliquer les différentes options, les indications, les conséquences; inclure les
proches dans toute cette démarche!

Et voici comment un autre pionnier des soins palliatifs, le Dr Maurice ABIVEN
(ancien chef de I"'USP de I’Hépital International de la Cité Universitaire a Paris)
voit I’annonce d’une mauvaise nouvelle: «... Dans cette situation, I’attitude la
plus adaptée du médecin me semble étre ce que j’appellerai une attitude ouverte.
J’entends par la un comportement du médecin vis-a-vis de son patient tel que, dés
le premier contact, celui-ci pergoive que toute demande de sa part recevra une
réponse vraie et honnéte, qu’il n’y aura jamais de mensonge».

«A partir de ce moment, le malade devient le «maitre du jeu», c’est-a-dire que
c’est lui qui posera des questions, au moment ou il le;jugera opportun, quand il en
sentira le besoin. Lexpression «laisser le malade venir a sa vérité» me semble
adaptee. Il faut laisser le malade évoluer progressivement vers I’information dont
il a besoin, sa vérité a lui, en répondant honnétement aux questions qu’il pose, au
moment qu’il a choisi pour les poser. C’est en agissant ainsi que 1’on répond le
mieux a ses besoins, que I’on respecte le mieux sa personnalité dans toute sa com-
plexité. Fournir trop tot une information qui n’est pas demandée peut étre crimi-
nel. La refuser au moment ou elle est sollicitée peut, a I’inverse, étre générateur
d’une grande angoisse ...». Tout est dit ...!
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