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Maladie inflammatoire Al touchant la gaine de myéline du SNC
(cellules gliales du SNC = oligodendrocytes = protéger les axone:

-
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Demyelination

SNC: cerveau, cervelet, tronc, NC dont idQElleepiniere

= HYypoth ses

A Prédisposition génétique: HDRB1:3x
A EBV symptomatique: 2x
A Latitude géographique (Nord>Sud) ? Vit D
A Pas uniquement génétigue études chez les migrants
A Tabagisme (role chez les femmes ati)0

APAS doéinsuffisance veineuse
(Zamboni)
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Clinically Not active® Relapsing- Not active*®
isolated / remitting /
syndrome \ 80-90%|  disease \
(CIS) Active* ** (RRMS) Active*
| AM®dAdI ane doai de
] : a la marche a 20 ans
10-20a sans traitement
1 @2 6 . Active™ and with progression™*
Progressive accumulation
of disability from onset (PP) Active but without progression
Progressive —
Progressive accumulation disease === Not active but with progression

of disability after initial v
relapsing course (SP) Not active and without progression

(stabl(e disease)
URRENT OPIN
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New 2017 McDonald criteria

Dissemination in space

Presence of at least one lesion in at least two out of four CNS areas:

Periventricular
% Cortical or juxtacortical
Infratentorial®

Spinal cord®

Dissemination in time

A new T2 and/or Gd-enhancing lesion on follow-up MRI, with
reference to a baseline scan, irrespective of the timing of the
baseline MR

Simultaneous presence of asymptomatic Gd-enhancing and
nonenhancing lesions at any time

In patients fulfilling DIS, the presence of OB in CSF could
X demonstrate DIT allowing MS diagnosis
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TABLE 6.7 Common Symptoms and Signs in Chronic

Multiple Sclerosis
P O U S S £ E FUNCTIONAL SYSTEM PERCENT FREQUENCY

MOTOR

Muscle weakness

Spasticity

Reflexes (hyperreflexia, Babinski’s sign,
absent abdominal cutaneous reflexes)

SENSORY
Impairment of vibratory/position sense 48-82
N O Impairment of pain, temperature, 16-72
or touch sense
Pain (moderate to severe) 11-37
Lhermitte’s sign 1-42
CEREBELLAR
Ataxia (limb/gait/truncal) 37-78
Tremor 36-81
Nystagmus (brainstem or cerebellar) 54-73
Dysarthria (brainstem or cerebellar) 29-62
CRANIAL NERVE/BRAINSTEM
Vision affected 27-55
S I G N E L @-I R M I T T E Ocular disturbances 18-39
(excluding nystagmus)

Cranial nervesIV, VIIa.VIII 5-52

a rbuISr signs 9-49

. Vertigo 7-27

| Oabbvomed U C O U

e rsvibat.al es m®dul

Sexual dysfunction 33-59
A Others (sweating and vascular 38-43
PHENOMEIN UHTHOFF

PSYCHIATRIC

D t 855
NSEaT Ol RE d&g:s

Cognitive abnormalities 11-59

MISCELLANEOUS

S Fatigue E 59-85
]

Source: Rowland LP (ed.). 2000. Merri thook of Neurolog
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COMPLI CATI ONS OBSTET

ANON AUGMENTEES pour la plupart: Malformations, AS, GE, PE, DG, HPP, MIU.

A5 grands registres nationaux (et plusieurs petites études récentes...)
Mueller 2002, Dahl 2005, Chen 2009, Kelly 200&lkaner2010

Ad Préma(1)
A+ petit poids (3 et plusieurs autres...) mais pas nécessairement RCIU
Afdr: rechutes en @kte2020)

Ad Anémie (1)
PAS une indication de GARE
Pas une 1 ndicati on do®chos su
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ANESTHESIE & ACCOUCHEMENT
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Dobsoret al.PractNeurol2019;19:1066114.
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The Expanded Disability Status Scale (EDSS)

A AA ST b A SE

Normal  No disability Minimal Moderate  Relatively Disability  Assistance Essentially Restricted Bedridden &

Death

neurological  with only disability disability severe affects required to  restricted to bed or unable to
function minimal disability full daily walk & to wheeichair communicate
signs activities work wheelchair effectively or
eat/swallow
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Fig. 1 Annualized relapse rate in the year before pregnancy, during pregnancy and in the two years after
delivery among 227 women with MS (vertical bars represent means and 95% confidence intervals).
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Study or Subgroup
Airas 2010

Fernandez Liguori 2009
Gulick 2002

Hellwig 1

Hellwig 2

lorio 2009
Langer-Gould 2009
MNelson 1988

Neuteboom 2011
Portaccio 2011

Vukusic 2004
Worthington 1894

Total (95% CI)
Total events

avours B
Events Total
55

79

140

34

171

8

14

96

24

103

137

8

869

avours not-B
Events
3

&
22

14

B

24
35

38

61 147

8
13
29

4

15
15
95
11

198

a7
7

305

Total Weight

4.8%
8.6%
10.8%
6.3%
13.3%
4.0%
4.2%
12.5%
5.4%
13.5%
13.2%
3.5%

100.0%

Heterogeneity: Tau? = 0.31; Chi* = 29.89, df = 11 (P = 0.002); I* = 63%

Test for overall effect: Z

-AA N
O N
A
S

T R
L L Al
S £ E

= 2.83 (P = 0.005)

gds satio

IV, Random, 95% CI

0.90 [0.17, 4.84)
1.84 [0.66, 5.14]
0.30 [0.14, 0.65)
0.17 [0.04, 0.64]
0.31[0.19, 0.52]
0.29 [0.04, 1.94]
0.09 [0.01, 0.54)
1.37 [0.75, 2.49]
0.58 [0.13, 2.71]
0.54 [0.33, 0.89)
0.71 [0.42, 1.20)
0.80 [0.10, 6.35)

0.53 [0.34, 0.82]
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Pregnancy and Famil e
y y o Pregnancy with multiple sclerosis L))
L ® ° Check or
Planning in Multiple .
INTERVIEW AVAILABLE :.a,b,cd : ef e g,*
- ONLINE S. Vukusic , L. Michel®/, S. Leguy*®, C. Lebrun-Frenay

SCle r os I s @Service de neurologie, sclérose en plaques, pathologies de la myéline et neuro-inflammation et centre de recherche,
ressources et compétences sur la sclérose en plaques, hospices civils de Lyon, 69677 Bron, France
®Inserm 1028 et CNRS UMR 5292, observatoire frangais de la sclérose en plaques, centre de recherche

By Annette M. Langer-Gould, MD, PhD en neurosciences de Lyon, 69003 Lyon, France

€ Université de Lyon, université Claude-Bernard Lyon 1, 69000 Lyon, France

4 Eugéne Devic EDMUS Foundation against multiple sclerosis, state-approved foundation, 69677 Bron, France
€Inserm, CIC 1414 [(centre d’investigation clinique de Rennes)], neurology, université Rennes, CHU Rennes, 35000
Rennes, France

fInserm, établissement frangais du sang, unité mixte de recherche (UMR) S1236, university of Rennes, Rennes, France

L an '@9 u I d ’ C200n1ﬂ9u2n53|)?[ mz 9 2 8CRCSEP, CHU de Nice Pasteur 2, Université Nice Céte d’Azur UR2CA URRIS, Nice, France
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Women of childbearing age trying to get pregnant OR not using reliable contraception

Disease activity well controlled on current treatment

(clinicaland MRI)?

YES}

Current Multiple Sclerosis Treatment

Modestly effective

Glatiramer
acetate

Beta

Datain humans; safe
with early first-trimester

No action

needed exposure

Safe to continue to
conception

Strong evidence; no
action required

Strong evidence,
action required
High risk of danger;

immediate action
required

interferons

Teri-
flunomide

Highly
teratogenic;
long half-life

Optimize treatment and
reliable contraception for
6-12 months before
conception

Highly effective

Rituximab/
ocrelizumab

.

Infant B-cell

: depletion
pancytopenia -
with late with 2nd-

pregnancy . . and

Infant

Discontinue before or
at time contraception
Is stopped

Stop treatment and eliminate drug
via chelation before discontinuing
contraception

exposure trimester
Hold infusions while

| exposure
pregnant; discontinue
contraception 24 weeks after
last infusion
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Modestly effective

Low risk of pregnancy relapse

Glatiramer Beta Teri-
acetate interferons flunomide
Discontinue
treatment?
Additional )
maternal Immediate
treatment admission for
or rapid drug
monitoring? elimination
. High-risk
Additional
fetal

R ot Early
obs%gt“rlocvi/a?nto ultrasound for
high risk of malfg;?r{gtrions
malformations S
oreterm GEGH p?cotentlal risk
and low birth jj TOrPISLErM
weight

monitoring?

Additional Screen for
neonatal major and
PRSI s
monitoring? minor
malformations

Legend
Strong evidence; Strong evidence; Highrisk of danger;

no action required actionrequired immediate actionrequired

Current MS treatment

First-trimester exposure to MS treatment

Highly effective

High risk of pregnancy relapse

High-risk
obstetrician
due to
uncertain
risks

Screen for
hyperbilirubin-
emia, liver
dysfunction,
pancytopenia;
if present,
check with
CDC tosee if
infant
vaccination
series needs
to be altered

Low risk of
pregnancy relapse

Rituximab/
ocrelizumab



Women of childbearing age trying to get pregnant OR not using reliable contraception

Disease activity well controlled on current treatment O[ptki)TiZG i ar}d
o e reliable contraception for
(clinical and MRI)? §-12 months before D®but eeT I x
YES} conception

RHYHAUTE EFFI CAGIAMEpaciit aad |IRomMg cou

AAtteinte des sphincters (= atteinte

AR®mi ssion incompl te entre |l es pous
APouss®es fr®quentes en d®but de mx

AO6moi s sur un agentMxaceflWiecd Pou®s me
| ®si @ RM) © |

AcHi g2BuTr denl ®si ons nombreuses et vol



Moaestly

Glatiramer Beta
acetate interferons

>5000 >1200
Data in humans; safe Al d « Ppr-@l ydu R de rechutes.

with early first-trimester
mportant contr!l e de |

exposure |
AGl at i(Camaj olertt er (Re b d h
conception
: il agents modersg es pr ®f ®r ®s,

Legend

No action
needed

N®cessi tent peu de monito
Strong evidence; no . ) . .
action required S®cur i tdlisn e xpwsi ti on acec

Strong evidence,
actionrequired

e e Je e AGar derd jlusqgwoncepti on

immediate action
required

Some risk, magnitude
uncertain; action required

Plausible risk; limited
datain humans




First-trimester exposure to MS treatment

Current MS treatment
Modestly effective Highly effective
” e Low risk of
Low risk of pregnancy relapse Highrisk of pregnancy relapse pregnancy relapse
Glatiramer Beta
acetate interferons ] ]
AlnterfePasisage placentaire i mpr

Discontinue
treatment?

>1200as en G maxposmbmeoh dari abl

Additional
maternal
treatment

AGIl ati:r aPrmesrsage pl acentaire i mpr
pol ypeptide rapidement hydrolys

momtorlng'?
T >500c0as en G maxpomobmeah dari abl

Additional
fetal
monitoring?

AS®curit sien @ en uGi eurs auteur s/
AOk de continuer si b®n®fice pot
ACESSER : proteRXfemm6&sossEASBLE

Additional
neonatal
monitoring?

~ LA ACACA RO RO

Strong evidence; Strongevidence;  High risk of danger; Somerrisk, magnitude | Plausible risk; limited serles needs ‘ series needs
no action required actionrequired immediate action required [glel=lge:lgRe=lelilelaNc=Te(Vi¢=le| BN ET=NiaNalV[ag Ta A to be altered i sl be altered




destly effective

Dimethyl Teri-
fumarate flunomide

Plausible; Highly
uncertain = sigite=t=lallek
riskto fetus [lelal-dsFluglliys

|

Discontinue before or
at time contraception

Is stopped

A Diméthyl fumarate (Tecfiderd : ~ 500 expositions au®l T sans
y du R rapporté (ASnalfq G ectopiques, etc.)
«Peudedonnées, pr ®f ®r abl e de cess
contraception, ou des la G (courte demet 1 h!)

A Teriflunomide(Aubagio): Agent actif de laleflunomide
Inhibiteur de la synthese de la pyrimidine. Tératogene chez les
animaux a doses < que chez les humains. ~ 200 expositions
humaines saysdu R rapporte, idem poureflunomidemais...
Demivie 15 jours mais LONGUE circulagaterohépatique
m®t abol i tes d®tectables 8 mo

ACesser contraception 2 ans

A WashoutCholestyramin® g TID x 11 jours et confirmer
élimination avec 2 dosages teriflunomide<0.02mg/L a
2 sem dointervalle

Stop treatment and eliminate drug

via chelation before discontinuing

contraception



AFi ngo(Gym®ddraabl e t ®%atdeg ne -~
MCM B0, exposi Bseoemaidaas | es
pr ®c ®denXtTl| aCelsnsaeds avant | a G.

ANatal i@TysmabrAmtti®gri e type 1 gG

demmiile] ours. Donnl®&ksom@ssurantes

cesser auledx Res Gagea pl acentaire

ACT2d8*T, dosage dans | e sang de cordon >
dosages plasmatiques maternels (selon iIinterval
| a derni re dose). Thrombop®nie, an®mie (| ®ger
mod®r ®) r d@p Berxtp®@e3*F (U ot
autres comh®saolest) i, f asit oans cons®qUence

APr obiHAnmel R DE RAERBRIONTD
40 lan, pouss®es (graveseg
En G: DansFil reqg addii rmoads u
moi s Npoat . zumab

ACHANGER POUR OEREpt ®@toBE

et attemoi e mvaiit dle | a
contraception. *Neurologuef*

al es.




