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KAZUISTIKA:

32leta zena
- stav po operaci A-V kanalu v détsvi a po MVR
(St Jude no 25)

- Rok 2010 — trombolyza (rt-PA) - mean gradient
na MVR 32 mmHg pri1 terapit Warfarinem s INR
2,01

- V dalsim prubéhu opakované ECHO s detekei
gradientu na MVR 16/9-19/10 mmHg , EF LK
40% pr11 diftizni hypokineze, pacientka
asymptomaticka



Rok 2015 — gravidita
- antikoagulacni schéma v téhotenstvi:

- aplikace Fraxiparinu 2x denneé , kontroly antiXa
kazdy tyden s u¢innymi hodnotami (1,45-1,59
U/ml)

- 14. tyden gravidity — nahle vznikla klidova
dusnost

- ECHO - gradient na MVR 53/34 mmHg



- umelé preruseni tehotenstvi pacientka odmitla
- nefrakciovany heparin bez efektu

- aplikace trombolyzy (rtPA), kontrolni gradient
na MVR 16/11 mmHg

- z gynekologického hlediska bez komplikaci

- v 17. tydnu gravidity pacientka propusténa do
domaci péce s doporucenim aplikace Fraxiparinu
2x denne



Dalsi prubéh:

- kazdy tyden kontroly antiXA s tu¢innymi
hodnotami (1,28-1,63 U/ml)

- 20. tyden gravidity exitus letalis — nahla
necakana smrt



7ZAVER PATOLOGA:

32-leta zena v 6. mésici tehotenstvi,

s nebakterialni trombotickou endokarditidou
umeélé mitralni chlopne, s postencefalomalatickou
pseudocystou pravostrannych stredovych jader
mozku, s krvacenim do délohy pr1 castecném
odlouceni placenty, umira na selhani srdce.









Antikoagulace a gravidita

. LMWH a UFH — neprechazeji placentou, neprestupuji
ani do materskeho mileka

« Warfarin — prochazi placentou a je teratogenni —
facialni hypoplasie, chondrodysplasie, anomalie CNS
(zcela raritni), zvysené riziko potratu

Do materského mléka prestupuje Warfarin jen ve
formé inaktivnhich metabolitu

. Alteplaza — neprestupuje do placenty, ale je mozné
riziko subplacentalniho krvaceni a nasledne ohrozeni
plodu



2018 - Cardiovascular Diseases during Pregnancy (Management of) Guidelines ESC Clinical Practice Guidelines

(warfarin <5 mg/day or phomeoumonquldayormocmrotémqlday)

[ Woman with mechanical valve and LOW dose VKA ]
who contemplates pregnancy: Pre-pregnancy counselling - Continue VKA antagonist until pregnant

.

PREGNANT




2018 - Cardiovascular Diseases during Pregnancy (Management of) Guidelines ESC Clinical Practice Guidelines

(warfarin >5 mg/day or phenprocoumon >3 mg/day or acenocoumarol >2 mg/day)
who contemplates pregnancy: Pre-pregnancy counselling - Continue VKA antagonist until pregnant

.

PREGNANT

,

" In-hospital change |
tot.v.wmzzxmm OR
_ (w. )

,

(" In-hospital change from |
LMWH/UFH to VKA (l1a).
When on target INR, monitor
_ INR at feast 2-weekly

[ Woman with mechanical valve and HIGH dose VKA




2015 - Data of the European Society of Cardiology Registry of
Pregnancy and Cardiac Disease (ROPAC)

Prospektivni observacni celosvétovy registr tehotnych Zen s mechanickou chlopenni
nahradou — celkem 212 ucastniki

- 58% téhotnych zen s mechan. chlopenni nahradou mélo graviditu bez vyznamnych
komplikaci a porodilo zdravé dité

- 10 zen meélo trombus na mechan. chlopenni nahradé — ani jedna z nich neméla
warfarin a az 5 zen meélo tuto nebezpecénou komplikaci v prvnim trimestru gravidity

- dva novorozenci byli narozeni s VSV, dalsi dva novorozenci meli hydrocephalus —
matky uzivaly v 1. trimestru Warfarin

- uzivani Warfarinu v 1. trimestru bylo asociované s vyssim vyskytem potrata ( 29%
zen antikoagulovanych warfarinem verzus 9% zen antikoagulovanych heparinem)



« Neexistuje optimalni antikoagulacni
schéma pro tehotné zeny s mechanickou
chlopenni nahradou

o Zvazit u zen v reprodukcnim veku s
vyznamnou chlopenni vadou doCasnhou
chlopenni bioprotéezu



Dekuji za pozornost.



The guidelines do not, however, override the
individual responsibility of health professionals
to make appropriate decisions in the
circumstances of the individual patients, in
consultation with that patient, and, where
appropriate and necessary, the patient’s
guardian or carer.



7ZAVER KLINIKA:

- fatalni srdec¢ni selhani?

- fatalni tromboza mechanické mitralni
nahrady?

- jina pricina umrti? Gynekolog pricina smrti ?



MANAGEMENT ANTIKOAGULACNI LECBY V
GRAVIDITE

2021 ESC/EACTS Guidelines for the management of valvular
heart disease

In Patients Requiring <5 Mg/Day Warfarin, Oral
Anticoagulants Throughout Pregnancy And A Change To UFH
Before Delivery Is Favoured.

In Patients Requiring Higher Doses, Switching To LMWH
During The First Trimester With Strict Anti-Xa Monitoring
(Therapeutic Range 0.8-1.2 IU/MlI, Aortic Valve Prosthesis; And
1.0-1.2 TU/MI, Mitral And Right Sided Valve Prosthesis) And
The Use Of Oral Anticoagulants Afterwards Is Favoured With
A Change To UFH Before Delivery



MANAGEMENT ANTIKOAGULACNI LECBY V
GRAVIDITE

Gravidita

Hyperkoagulacni stav — elevace plazmatickych
hladin fibrinogenu, faktoru VII, VIII , X a
plazminogenu, zvysena adhezivita trombocytu



2. a 3. trimester (14. az 35. tyden gravidity)
— Warfarin

Porod:

- v 36. tydni se prechazi na LMWH/UFH za
kontroly antiXA/APTT

- je preferovany porod sekeci



Kojeni:
- LMWH ani UFH nejsou vylucovany do
materského mléka

- Warfarin je do materského mléka vylucovany jen
ve formé 1naktivnich metabolita



 Fibrinolyza:

Alteplaza — neprestupuje do placenty, ale
je moznée riziko subplacentalneho krvaceni
a nasledne ohrozeni plodu



MANAGEMENT ANTIKOAGULACNI LECBY PO DOBU
PRVNIHO TRIMESTRU GRAVIDITY

- neexistuje jednoznacny konsenzus

- warfarin prostupuje pres placentu — kongenitalni
anomalie pri terapii Warfarinem:

Facialni hypoplazie
Nasalni hypoplazie
Chondrodysplazie

Anomalie CNS — mikrocefalie, cerebralni atrofie,
hydrocefalus, atrofie optického nervu,
intrakranialni hemoragie — 1% zive narozenych
deti ??



- existuje souvislost mezi davkou Warfarinu a
fetalnimi komplikacemi

Warfarin > 5 mg/den — zvysené riziko komplikaci,
predevsim potratu



- studie Chan

- studie australska 32 gravidit

- Elkaym



Medical therapy is recommended in pregnant women with regurgicant lesions when symproms oCcur.

Mechanical valves

OACs are recommended during the second and third trimesters until the 36th week.

Change of anticoagulation regimen during pregrancy should be implemented in hospical.

F delivery starts while on OACs, caesarean delivery is indicared.

QAC should be discontinued and dose-adjusted UFH (a PTT 22* conerol) or adjusted-dose LMWH (trger anti-Xa level 46 hours
post-dose 0.8-1.2 WimL) starved at the 36th week of gestation.

In pregnant women managed with LMVWH, the post-dose ant-Xa level should be assessed weekly.

LMVWH should be replaced by intravenous LIFH at least 36 hours before planned delivery. LIFH should be continued uneil 4-6 hours
before planned delivery and restarted 4-& hours after delivery if there are no bleeding complications.

Immediate echocardiography is indicated in women with mechanical valves presenting with dyspnoea andior an embolic event

Contnuation of GACs should be considered during the first trimester if the warfarin dose required for therapeutic anticoagulation is
<5 mg/day (or phenprocoumon <3 mg/day or acenocoumaral <2 mgiday), after patient information and consentc.

Discontinuation of OAC between weeks 6 and 12 and replacement by adjusted-dose UFH (2 PTT 22* control; in high risk patients
applied as intravenous infusion) or LMVWH twice daily (with dose adjustment according to weight and target anti-Xa level 4-6 hours
post-dose 0L8-1.2 LfmL) should be considered in patients with a warfarin dose required of »5 mg/day (or phenprocouman

>3 mg/day or acenocoumarol >2mglday).

Discontnuation of OMCs between weeks 6 and 12 and replacement by UFH or LMVWH under strict dose contred (as described
above) may be considered on an individual basis in patents with warfarin dose required for therapeutic anticoagulation <3 mg/day (or
phenprocoumon <3 mg/day or acenocoumarcl <2 mgiday).

Contnuation of OACs may be considered between weeks 6 and |2 in patients with a warfarin dose required for therapeutic
anticoagulation >5 mglday (or phenprocouman >3 mg/day or acenocoumarol 2 mg/day).

LMYWH should be avoided, unless angi-Xa levels are monitored.




Pregnant Patient With
Mechanical Valve

Bascline warfann
dose >5 mg/d

First trin

Dose-adjusted LMWH >2x/d (target
anth-Xa kevel 0.8 U/mL to 1.2 U/mL
4 to 6 h post dose)

(11a)

sted continuous
of UFH (with an aPTT
least 2% control)

(11a)




