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Family Planning

Exciting but uncertain time

What are the risks to my future child?

What is the safety of the pregnancy for me?




Family Planning

Chat to your GP or haematologist when you are thinking about starting a family

Often helpful to see a genetic counsellor or geneticist







Inheritance: von Willebrand disease

INHERITANCE OF TYPES 1, ZA, 2B, AND 2M VWD*
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INHERITANCE OF TYPE 2N AND TYPE 3 VWD
(ALSO IN SOME TYPE 1 AND 2A VWD)**
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symptoms symptoms
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X-linked recessive inheritance
Understanding
Inheritance:
Haemophilia




Options

IVF and pre-implantation genetic testing

Diagnosis after conception:
o Chorionic villus sampling
° Amniocentesis

Fetal gender determination

Diagnosis after birth




Before
Pregnancy




Pre-implantation genetic
testing

IVF: eggs are collected from the mother after hormone
administration

Fertilised in the laboratory with sperm to create an embryo

Cells collected from developing embryo to test for the
known genetic condition

Flgure 29.1:
The PGD process. The embryo allowed to grow for five days and a few cells are removed from the blastocyst

88 —-t-8— R

/ﬁ Spearm Embryn Embryo biopsy Genetic testing Choose embryo Embryo transfer
and screening

Genetics.edu.au




Pre-implantation genetic testing

Reduces potential stress of conceiving a child naturally with significant bleeding disorder

Can incur significant costs

IVF success rates vary




During
Pregnancy




Chorionic
villus sampling

Transcervical Chorionic
Villus Sampling

Catheter Ultrasound
taking tissue TrpReadest Can be done from 11 weeks
samples : /s gestation
Uterus Ultrasound guided procedure
Placenta Needle or catheter is guided into
the placenta and small sample
Fetus collected

May be done via abdomen or
cervix, depending on placenta
location

Hopkinsmedicine.org



Chorionic villus sampling

Need to have injection of “anti-D” if you are Rhesus negative
Small risk of miscarriage (<1%)

May have mild period-type pain following the procedure

Bleeding risk: check factor levels / von Willebrand levels pre-procedure; may need treatment




Amniocentesis

Collect sample of fluid around the baby (amniotic fluid)

Ultrasound guided procedure
Needle passed through the abdominal wall
Under local anaesthetic

Around 15-30ml is usually collected

Can be performed from 15 weeks

“Late” amniocentesis is also possible




Amniocentesis

Need to have injection of “anti-D” if you are Rhesus negative
Risk of miscarriage less than 1 in 200 (<0.5%)

Small risks of amniotic fluid leakage, infection

Bleeding risk: may need treatment for underlying bleeding disorder prior to procedure




Fetal sex determination for haemophilia

Non invasive prenatal testing (NIPT)— blood test to assess for Y chromosome
o Available from 7-9 weeks gestation

> Also screens for common chromosomal disorders such as Down’s syndrome

Ultrasound
o Most reliable after 16 weeks gestation

If male baby or gender unknown; delivery is approached assuming baby is affected




Prenatal testing

No single “right” option
Prenatal testing guided by your choices: what would you do if results were positive?

It can be helpful for healthcare providers to know gender in potential haemophilia pregnancy to
help guide birth decisions




Bleeding
Disorders &
Pregnancy
Management




Coagulation System & Pregnancy

Increased procoagulants: fibrinogen, factor Il, VII, VIII, X and XII
Increased von Willebrand factor
Fall in natural anticoagulants: protein S

Reduced fibrinolysis (clot breakdown)

Overall effect is a pro-clotting state




However...
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von Willebrand factor, Jedi knight of the bloodstream

Timothy A. Springer

~a

Blood 2014 124:1412-1425




What happens to vVWF in pregnancy?

Normal Pregnancy
160 Approach 2-3 x baseline levels by term
140 - VWEF levels also affected by:
120 4 ** Increasing age
100 - N L .
80 - +* Stress, exercise, inflammation
60 - ** Oestrogen therapy
40 - ¢ Liver disease
2: ] ** Blood group
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What happens in von Willebrand

disease?

¢ FVII:C ;mVWF:Ag,; sVWF:RCo (IU/dL)

Normal Pregnancy

2225583

Increased Clearance
160

Type 1
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Castaman, 2013




Haemophilia in Pregnancy

Haemophilia A: Factor Vlll increases throughout pregnancy, and mild haemophilia A patients
may therefore not require any treatment

Haemophilia B: Factor IX does not change throughout pregnancy

Factor XlI deficiency: Factor XI does not change throughout pregnancy




Antenatal management

Updated Australian consensus statement on
management of inherited bleeding disorders in
pregnancy

Scott Dunkley’, Julie A Curtin”?, Anthony ) Marren®, Robert P Heavener”, Simon McRae®, Jennifer L Curnow®

At first visit:
o Check vVWF antigen and activity levels

o Check factor levels

Recheck in third trimester (32-34 weeks) or
prior to any invasive procedures

Targeting FVIIlI, vVWF antigen & activity levels
above 50% Management of Inherited Bleeding

Disorders in Pregnancy

Green-top Guideline No. 71 (joint with UKHCDO)

April 2017
] I




How can we manage labour and birth safely?




Patient blood
management

Patient Blood Management .
Guidelines: Module 5 1. Optimise blood volume and red cell mass

- Treat iron deficiency!!

Obstetrics
and Maternlt\l 2. Minimise blood loss

- Active management of the third stage of labour

3. Optimise tolerance of anaemia




Place of Birth

Joint specialist haematology and obstetrician input throughout pregnancy

Obstetric unit with facilities capable of caring for high risk infant

Haemophilia treatment centre




Treatment prior to birth

Pre-delivery treatment may not be required for mild bleeding disorders which improve in
pregnancy
° Eg mild type 1 von Willebrand disease, mild haemophilia A

Factor and / or von Willebrand activity levels above 50% are usually considered acceptable for
birth




DL Q075245153

DDAVP’
Injection

DDAVP e

acetate

4|.|g.fml

FHE INJECTHN USE Oy

1N Cochrane e
s/o? Library

Cochrane Database of Systematic Reviews

Desmopressin acetate (DDAVP) for preventing and treating
acute bleeds during pregnancy in women with congenital
bleeding disorders (Review)




DL Q075245153

DDAVP’
Injection

Treatment - DDAVP depopresi

4|.|g.fml

Desmopressin — synthetic ADH

FHE INJECTHN USE Oy

Used for mild haemophilia A and some types of vWD el

Causes release of VWF and FVIII from storage sites

Increases levels 2 to 6 fold

Caution with fluid overload and low sodium levels

Vasomotor symptoms: facial flushing, high heart rate, low blood pressure




VWF concentrate - Biostate

Contains von Willebrand factor and FVIII (2.4 : 1)
Targeting factor /vVWF activity level above 50%

Treatment may be required both prior to birth and for

. . ] KEEP OUT OF REACH OF CHILDREN ‘
several days post-birth; longer if Caesarean birth Biostate®
:;?:::iﬂ::iu KEEP OUT OF REACH OF CHILDREN
Monitor VWF and FVIII levels to guide ongoing treatment g ey = Biostate® S ———

needs Biostate®
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BLOODD SERVICE

CSL Behring




Haemophilia in Pregnancy

Recombinant factor replacement for 3 days post vaginal delivery, 5 days post Caesarean section

3 Pre-procedural administration of clotting factor products in women with factor levels below reference interval* :2:6:13:1416,17.24

Timing of Further dose required for
treatment before Duration of factor epidural/spinal catheter
Disorder Product procedure’ treatment after delivery removal?
Haemophilia A Recombinant factor VIli 0-2 hours > 3 days or = 5 days” (daily Yes, if prior dose > 8 hours ago

or twice daily)

Haemophilia B Recombinant factor IX 0-2 hours > 3 days or = 5 days” (daily) Yes, if prior dose > 8 hours ago

Dunkley et al, Med J Aust 2019




Other factor replacement

Factor Xl deficiency: factor Xl replacement or fresh frozen plasma

Rare coagulation deficiencies: specific factor replacement or fresh frozen plasma

Platelet disorders: HLA-matched platelets transfused at delivery




>

Levels following birth

250 - \VWF:RCo treated VWD
- \VVWF:RCo untreated VWD

200 —VWERCo No VWD Levels begin to fall by day 3

Approach baseline by week 1

Reach baseline by week 3

VWF:RCo IU dL’

10 0 10 20 30
Days postpartum




Tranexamic Acid

Decreases risk of delayed bleeding; safe in lactation

1g orally or intravenously prior to delivery

May be given in addition to Biostate / DDAVP, or as a sole therapy

May be given for several weeks postpartum

Can also consider hormonal treatment to manage postpartum bleeding (eg Mirena IUD)




What about blood clot prevention?

If thromboprophylaxis is indicated, low-molecular-weight heparin (LMWH) may be given to
inpatients with adequate correction of VWF:RCo and factor VIl levels. When pharmacological
thromboprophylaxis is contraindicated, mechanical methods should be employed.

Thromboprophylaxis is sometimes indicated if women have other risk factors for venous thromboembolism. While
WWEF and factor VIl levels are maintained in the normal range, women may be considered for prophylactic LMWH if
indicated. Heparin should be avoided if VWF level or factor VIII level is less than 0.5 iu/ml.

Tranexamic acid during pregnancy— no statistically significant increased risk of thrombosis
(retrospective study of 2100 patients, Lindoff, Thromb Haemost 1993)

WOMAN trial — no increased risk of thrombosis
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—— BEINGAN ——
ANAESTHET'ST What about the
—— ISEASY — epidural??

IT'S LIKE RIDING A BIKE

EXCEPT THE BIKE IS ON FIRE
EVERYTHING IS ON FIRE
AND YOU'RE IN HELL

—




Guideline recommendations

Factor VIII, factor IX and Maintain normal levels for Maintain normal levels for
von Willebrand activity the duration of catheter 12 hours after removal
levels in the normal range placement, and for (mild bleeding disorder) or
(>50 IU/dL) prior to catheter removal 24 hours after removal
epidural catheter insertion (moderate to severe

bleeding disorder)
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What about the baby?




Neonatal considerations

Haemophilia: 0.8 to 2.3% risk of intracranial haemorrhage

Increased risk with instrumental delivery

Lower risk with mild type 1 vWD

Intracranial haemorrhage overall rare invWD but atraumatic precautions recommended

Mode of delivery should be based on obstetric indications

Leebeek, Blood 2020




Neonatal management in labour

In at-risk babies: delivery in a specialist centre with close liaison with neonatology

- Avoid external cephalic version (ECV)
- Vacuum extraction (Kiwi / Ventouse) is contraindicated

- Avoid midcavity forceps, fetal scalp electrodes

- Early Caesarean if prolonged second stage of labour or fetal distress




Neonatal Considerations

Oral vitamin K

Consider cranial ultrasound for type 3vWD babies and moderate-severe haemophilia

Cord blood sampling for neonate (may miss type 1vWD, mild haemophilia B)




Postpartum
Haemorrhage




Postpartum haemorrhage

Defined as blood loss >500ml

Severe PPH >1000ml




PPH Causes

Tone Trauma Tissue Coagulopathy
Prolonged labour Operative delivery | Retained placental Pre-eclampsia
tissue
Precipitate labour Cervical / vaginal HELLP Syndrome
lacerations

Abnormal placentation

Dysfunctional labour Placental abruption

Morbidly adherent FDIU>4/52

Grand Multiparity placenta

. Amniotic Fluid Embolism
Multiple pregnancy

Polyhydramnios Sepsis

. Bleeding disorders
Macrosomia

Drugs (aspirin / heparin
Abnormalities: fibroids gs (asp P )

Intrauterine infection

Uterine relaxing agents such
as Magnesium sulphate /
general anaesthetic/
tocolytics (terbutaline)




Randomised double-blind placebo controlled trial
20,060 women with clinically diagnosed PPH

193 hospitals in 23 countries

PPH and TXA

1g tranexamic acid, second dose after 30 minutes if bleeding
continues (or if bleeding stopped and restarted within 24
hours)




TXA reduces death from PPH
TRANEXAMIC ACID

A drug that reduces bleeding
Results from the WOMAN trial

i
)

Source: The WOMAN trial (2017
Credit: Rebeccah Robinson/LSHTM

The drug reduced
the number of
women bleeding to
death after childbirth
by more than 30%

wiman

werld Maoternal AnlEbwinclytic Triol

20,000 WOMEN
21 COUNTRIES

The drug could save 193 HOSPITALS

1/3

of women who would otherwise
bleed to death after childbirth

An estimated 100,000 women die from
severe bleeding after giving birth every year

The drug reduced
the need for urgent £2
surgery to control ($2'5)

bleeding by more The cost of tranexamic
than 35% acid in most countries




FIGO guidelines 2022

Active management of the third stage of labour (uterotonics + controlled cord traction) to
prevent postpartum haemorrhage

If excessive bleeding occurs:
IV oxytocin + uterine massage --> additional uterotonics

Early IV tranexamic acid (<3 hours) + second dose if bleeding continues after 30 min
Uterine balloon tamponade if unresponsive to uterotonics

If unresponsive to above: uterine artery embolization or surgical intervention
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