LUPUS et GROSSESSE



Lupus et grossesse
50% des grossesses ne sont pas

planifiées
En parler avec les patientes jeunes.

Leur prescrire de I'acide folique
(0.8maq/)).



Lupus et grossesse: Key
ISSUes

o Risque de recurrence
@ Devenir obstetrical

a Teratovigilance; quelle médication



Lupus et grossesse




Effet de la Grossesse =>
le Lupus

25% des lupus sont diagnostiqueés
pendant la grossess

25% de risque de récurrence
T du risque de dialyse post-partum

T du nombre de thromboses
veineuses profondes

T de I'hypertension
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Effet du Lupus =>
la Grossesse

Complications in patients active and inactive at conception n
the Hospital Clinic of Barcelona experience (103 pregnancies

in 76 SLE patients)
Complication Active (7)  Inactive (78) P

Preeclampsia 2 (28.5%) 5 (6.4%) <0.05
Flare 3(42.8%) 16 (20.5%) NS

Premature rupture of 2 (28.5%) 5 (6.4%) <0.05
membranes

Intrauterine growth 2 (28.52 6 (7.6%) NS
retardation

Pre-term delivery p 5% 18 (23%) NS
Low birthweight 2 16 (20.5%) NS
Perinatal mortality 5 (6.4%) NS




Préeeclampsie

Incidence globale: 30%

Augmentation du risgue
1.lors de néphrite lupique (37%)

versus(14%) en absence de
nephrite

2.lors d’hypertension associee

3.en presence d'un syndrome des AC
anti-phospholipides

4.lors de ttt avec des hautes doses de
stéroides



Effet du Lupus =>
la Grossesse

T des fausses couches 20 -
30%
T mort in utero 10%

T Prematurite

T des ruptures prematuree des
membranes

T des risque de preeclampsie
* NG R



Effet du Lupus =>
la Grossesse

La présence d'une protéinurie, d'un
syndrome des anticorps
antiphospholipides, d'une
thrombocytopenie et d'une hypertension
Facteurs de mauvais pronostic

obstétrical CONSENSUS
pas de poussée depuis 6
mois avant la conception.



Quand concevolr?

Plus la rémission est de longue durée, mieux

c est!
QreSERE TN rEAfsish

e stabilisation de la fonction
renale

e normalisation du urinaire
sediment

e protéinurie < 1 g/jour



Récurrence en cours de
grossesse

Ettfect of pregnancy on SLE in the Hospital Clinic of Barcelona
experience (103 pregnancies in 76 SLE patients)

Type of tlare Number Percentage

Cutaneous 54.1%
Thrombocytopenia 33.3%
Pericarditis 5 20.8%
Arthritis 5 20.8%
Renal : 16.6%
Any flare '- 23.3%




Diagnostic differentiel
Pousseée lupus avec nephrite et
Preeclampsie

Preeclampsie Poussee lupigue

Complement + 4+
abalsse
Anti-DNA eleves : 4+
Deficit en +4 4o

Anti-thrombine 3

Preeclampsie Poussee lupigue

anemie ++ :
hémolytigue
thrombocytopenie ++ +4

leucopenie - St



Diagnostic differentiel
Pousseée lupus avec nephrite et
Preéeclampsie

Preeclampsie  Poussee lupique

Hematurie + -+
cylindres : -+
elevation de la +- S
creatinine
hypocalciurie ++ +

Transaminases ++ +-



Delay pregnancy until remission
P evaluate lupus activity
s OCP’s safe
-+ Discuss complications-
L PET
L miscarriage
'.af' PTL |
5 ellneate end organ damage-
- ~ nephritis
S ,Jr Haematologlcal

IUGR
IUFD =2
neonatal lupus R
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LIITULO VUl OLL Ul

IUGR

fetus

l Fetal loss
Preterm delivery



LIITULO VUl OLL Ul

fetus

o Abortion - 6-35%

o Stillbirth - 0-22%
Fetal loss |
* Risk factors

— active nephritis

I - previous 1UD

— aPL Ab.
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IUGR

fetus

. 2 @ @ @ A
l Fetal loss
A ——

¢ 17-49%

 Active disease

I —
+ HTN
Preterm delivery VUL R gy

prednisone



Transplacental
effects.Qn.ietus

— presence of anti-Ro (SSA)/anti-La (SSB)
— congenital heart block or cutaneous lupus

» Caused by transplacental passage of these
antibodies

— persist in fetal circulation for few weeks
after delivery
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. Permanentb*@@rkdiated damage to

conductive pathways in heart (in 2"d trim.)

* Myocarditis, pericardial effusion, valvular
regurgitation -> cardiac failure

 Significant morbidity and mortality (20-30%)

e 1:20,000 live bhirths

— 0.6% In SLE

— 7% In presence of anti-Ro
—2X higher in female fetus
—12-16% recurrence risk
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block

* Prevention
— steroids, IVIg, plasmapheresis
— ? success
* Anti-Ro/La present
— need fetal echo./serial US
— cardiac failure/nydrops

— dexamethasone



Cutaneous Iupus

« Appears days-weeks after
birth

e Transient

* Resolves in a few weeks
after delivery

* No Iincreased risk of SLE
In future life
— genetic predisposition

— Increased risk ?




Other manifestations of neonatal lupus

* Thrombocytopenia

— 10-20%, transient

— usually benign, GI hemorrhage
« Hepatomegaly

— 20-40%

— cardiac failure

— extramedullary hematopoiesis

* Less common —
— neurological abnormalities
— anemia



Management of SLE In preghancy

All pregnancies — considered high risk

 Team approach

— obstetrician, internist, rheumatologist,
hematologist and neonatologist

* Monitor maternal disease
* Monitor fetal growth and well being

* Mid-trim. evaluation of placental function



When to treat?

* No symptoms, no treatment
— monitor anti-dsDNA, complement levels

— exceptions: proteinuria, hematuria or
severe thrombocytopenia (<50 K)

« Symptomatic patient - treat



Medications for
e NSAIDs SLE

— Useful for symptom control esp. arthritis
— No terratogenic effects
— LDA Is safe
— High dose - avoid after 30-32 wks
* closure of ductus

* oligohydramnios



viealcations 10r
o Steroids SLE

— No terratogenic effects

« cleft palate in animal studies
— Avoid fluorinated steroids — cross placenta
— Prolonged use

« maternal side effects — GDM, HTN, osteoporosis,
avascular bone necrosis

* PPROM
* [UGR



Medications for

* Hydroxychloroquin (Plaguenil)
— Safe and effective

— No terratogenic effects

— Withdrawal associated with flares

 Avoid stopping In pregnancy
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* Azathioprine (Imuran)

— No terratogenic effects
e ? Inadequate study population, ? IUGR/SGA

— Used In cases with severe disease
— Cyclophosphamide

e terratogenic

« effects on future fertility

— Methotrexate — contraindicated
— Cyclosporin A — safe alternative, ? SGA
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. Sunscreenst r S L E

—2SPF15%
— avoid excessive exposure to sunlight
— prevent cutaneous manifestation

— systemic disease triggered by sunlight

« Calcium + vit. D
— pts on steroids

— osteoporosis prevention
* VIg

— role in management of flares in presence of infection



Pharmacotherapy for concurrent APAS

* Heparin + LDA
— better than LDA — Kutteh et al)

* Prednisone

— Cowchock et al. — similar outcome with heparin
+ LDA vs. prednisone + LDA

— Increased risk of pre-eclampsia, PPROM and
preterm delivery with prednisone



Pharmacotherapy for concurrent APAS

 SLE (no aPL Abs, no previous loss)

— N0 treatment

« SLE + aPL Abs
— LDA

« SLE + APAS/recurrent loss
— LDA + heparin



SLE and
breastfeeding ?

 Hyperprolactinemia
—? cause flares

— role of estrogen/progesterone levels

* Breastfeeding is OK



Medications for SLE and

breastfeeding
» NSAIDS

— safe
— avoid if jaundiced neonate

— avoid high dose aspirin (increased
secretion)

» Steroids and hydroxychloroquin
— safe

* Immunosuppressants
— avolid breastfeeding



Postpartum
goptraception?

— ? cause flares

— risks versus effectiveness of birth control

— low dose pills likely to be safe

— avoid in presence of aPL Abs — DVT/PE risk

 Alternatives — barrier methods, progesterone

 |[UCD - Increased infection risk
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WorseningIbVllesﬂy- raM Mue

Dx- Likely a flare

Referred to rneumatologist for evaluation the next
day

Obstetric care
— FTS/MSS (placental function)
— anatomy scan at 19 wks

— placental evaluation at 22 wks
« morphology/Ut A Dopplers

— anti-Ro/La Ab.
— anticardiolipin Ab. / lupus anticoagulant



Summary

® SLE no longer a contraindication for pregnancy
® Improved understanding of disease
® Judicious use of medications

® Better disease control and good pregnancy
outcomes



Summary

® Patients should not be deprived of
childbearing

® Need for team approach!
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£ 30% patients with structural heart disease

| ere likely if noted In first trimester
eterotaxy syndrome, transposition

r ‘*o structural heart disease, most common
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RISk factors for mortality
— Ventricular rate <65bpm in early pregnancy

— Rapid decrease in ventricular rate in the pregnancy
P "— Development of hydrops
g - — Structural heart disease
e Atnal rate < 120 bpm (?)
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| QT = 121msec

= AOItIC outflow -

Accl = 0.11m/s?

SU+TAV = 0.040m/s
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Effets du Lupus => Foetus
manifestations non cardiaque

Cutaneous neonatal lupus 15 - 25%

4-6 weeks after birth, but may be present at
birth.

Duration 15-20 weeks _
95% of mothers have Anti-Ro_

Liver disease _ 15-25% asymptomatic transient
T LFT & Hepatomegaly__

Haematological NLE | 15%

Thrombopenia & leucopenia in Anti-Ro
mothers,_

Neurologic _ 8% Hydrocephalus in Anti-Ro
mothers_

Yy __ W |




Effets du Lupus =>
Foetusmanifestations cardiaques

Période a risque 16 — 26 sem

AssocCIé au passage transplacentaire
des IgG maternels contre:

Ac anti-SSB/La 48 kD
Ac antlI-SSA/Ro 52 kD
Ac antlI-SSA/Ro 60 kD

L'inflammation ainsi induite conduit a la
fibrose du systeme de conduction
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-+ 1-3% of positive mothers will develop fetal AV-Block .
- —30% of mother have symptomatic lupus _

— 70% of mother are asymptomatic=>
. antlbodles only identified after the diagnosis of AV-Block _

.............



Le coeur feetal maintient son debit
En augmentant son volume d’¢jection
En augmentant sa précharge
Cardiomegalie
Hypertrophie ventriculaire

20% des enfants atteints ont une atteinte cardiaque diffuse

16 — 42% ont CIA, CIV, ductus persistant, valves A-V
dysplasique






' -:,;-‘_V block in < 7 days=> Weekly monitoring !,

H n AV-time >150 ms warrants an immediate
S d scussmn regarding the use of a
amethasone to potentially reverse the {oigalin
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Risque de péjoration de la
nephrite lupique au cours de la
grossesse.

créatinine sérique > 132 mmol/l

clearance a la créatinine <
50ml
Protéinurie > 3g/24h
Déterioration indépendante de la forme
histologique



Retard de croissance

Intrauterin
Incidence 12-32 %

Facteurs de risque:
1. atteinte rénale
2.préeclampsie
3.syndrome des Ac

antiphospholipides



Accouchement

prematuré
Incidence 3-73 %

Facteurs de risque:

maladie en activité
hypertension

syndrome des Ac anti-
phospholipides

preéclampsie

retard de croissance intra-utérin
souffrance foetale

rupture prematuree des

mMmoamhranoace



Lupus néonatal

Incidence: 1/20.000 naissances
Bloc atrioventriculaire foetal/neonatal

| ésions cutanéees

-

. \~\’9\'~
Thrombocytopenie
Anemie

Hépatite

SSA-Ro et SSB La
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Quelle médication pendant la
grossesse

Cyclophosphamide et methotrexate-

1. Tératogene
2. devralt étre évite

Azathioprine-
1. Généralement admis comme sir

2. discussion sur son assoclation avec des retards
de croissance

3. Induit des cassures chromosomiqgues,
disparraissent avec la croissance



Quelle médication pendant la

I3

grossesse

Prednisone-

. sdr

augmente le risque de diabete gestationnel

. fentes décrites dans les études animales

Hydroxychloroguine-
relativement sure , pas d'effet nefaste a long
terme

| a ne pas l'arréter en debut de grossesse,
augmente le risqgue de poussée recurrente



Auto-anticorps et lupus

auto-anticorps | frequence % clinique
antinucléaires 95 non specifique
anti-DNA 70 renal, récurrence
anti-Sm 30 specifique
anti-SSA 10 lupus néonatal
il 5 e atriovebr:?r?culaire
Anticardiolipine 50 thrombose
lupus anticoagulant 26 RCIU, preéclampsie




Sulvi de la grossesse

Obstétricien
Immunologue

Visite en alternance toutes les _2 SETES
Laboratoire

1x/mois
test de I'activite

Tests de la fonction
placentaire 1x/mois



fibrinoid necrosis
_of intexlobular arteriole -

~ 'ex "/ Lupus nephritis

“ o patients with lupus will have renal disease

,;."a'-"

ﬁs te*nt|al for permanent decrease in renal
B \ction and maternal mortality - active lupus
’ ephrltls(8 30%)
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Factors influencing flares



[reatment of flares

10% Very severe
90% severe renal
Mild/moderate CNS

Hospitalization

4-20_ mg Rheumatology
prednisone lv steroids
>= 20 mg prednisone Cyclophosphamide

Imuran, plaque nil plasmapheresis
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ale: male 7:1
iEe 15-50
Non definite

twins concordance



ACR criteria

Malar rash

Discoid rash
Photosensitivity
Oral ulcers
Nonerosive arthritis

Pleuritis or
pericarditis

Renal disorder

Seizures, psychosis

Hematologic disorder

Immunologic disorder

Positive ANA

Fixed erythema over malar areas, sparing nasolabial folds

Erythematous raised patches with keratotic scaling / follicular

Skin rash after exposure t(g) 'é@r%‘aﬁt history or physical exam
Oral or nasopharyngeal, painless, by physical exam

Tenderness, swelling, effusion in 2 or more peripheral joints
Convincing history or physical exam or ECG or other evidence

>(0.5g protein/d or 3+ or cellular casts

Not due to drugs, metabolic derangement, etc.

Hemolytic anemia or leukopenia (<4000 twice) or lymphopenia
(<1500 twice) or thromobocytopenia (<100,000) without other

Anti-dsDNA or anti-Sm %arluasnetlsphospholipid antibodies
(anticardiolipin, lupus anticoagulant, or false positive test for

Not 3%Pgrlilrl1%’uced



Diagnosis

* 4+ criteria for diagnosis
— for classification in studies

» ACR criteria should not be used for
confirmation or exclusion of diagnosis
— ANA + renal biopsy positive = SLE

— Pt with RA (ANA + hemolytic
anemia/thrombocytopenia + proteinuria +

pleurisy) SLE



Other forms of
lupus

« Discoid lupus — only skin, 5% of cases have/develop SLE

« Subacute cutaneous lupus - rash predominates, indicators in
the blood are strongly positive, mild involvement of other organs

* Drug-induced lupus - rare, drugs such as hydralazine,
procainamide; antihistone antibody positive; no renal/CNS
iInvolvement

 Neonatal lupus - transplacental passage of maternal auto-
antibodies (Anti-Ro/La)



Differential Diagnosis

* |Inf. mononucleosis
e HIV
 Endocarditis

» Streptococcal sequelae (rheumatic fever
and PSGN)

« Malignancy - lymphoma and leukemia

* Rosacea
 Antibiotic-induced photosensitivity



Overlap forms

Rheumatoid arthritis
» Scleroderma
* Dermatomyositis
« Sjogren's syndrome
« Systemic vasculitis

* Diagnostic label is less important than the
symptoms and organ systems involved

« Treatment is directed to specific
abnormalities of specific organ systems
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! ulcers

|® disorder psychoses or seizure
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clear antibody T

Ten et al Arth rheum 1982
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