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Guidelines for the use of RhD Immunoglobulin in pregnant women (formerly Anti-D)
Effective: October 2015
RhD Immunoglobulin (formerly Anti-D)

Summary/Guideline recommendations

This guideline provides direction to WA maternity service providers, emergency departments and general practitioners regarding the use of Rhesus Immunoglobulin (RhD Immunoglobulin, formerly Anti-D). 
RhD Immunoglobulin is used as a prophylactic treatment and or treatment for potential sensitising events for Rh negative women who are pregnant or recently pregnant (up to 10 days post pregnancy cessation) 

Background/Overview

All pregnant women should be typed for ABO and RhD as early as possible during each pregnancy. All Rh negative women who are pregnant or recently pregnant (up to 10 days post pregnancy cessation), should be provided with information both verbal and written on their rhesus status and RhD Immunoglobulin. For successful immunophrophylaxis RhD immunoglobulin should be administered as soon as possible after the sensitising event, but ideally within 72 hours. If RhD immunoglobulin has not been offered within 72 hours, a dose given within 10 days may provide protection. RhD immunoglobulin is a blood product and the minimum requirement is for informed consent to be documented in the woman’s medical record.
Indications

· RhD immunoglobulin is indicated for the prevention of RhD sensitisation in RhD negative women

Contraindications

· In the obstetric setting RhD immunoglobulin should NOT be given to:

· An RhD positive woman

· An RhD negative woman with preformed anti-D antibodies

Note: RhD immunoglobulin must not be given to the baby 

Antepartum Sensitising Events

Sensitising events in the first trimester (women up to and including their 12th week of pregnancy)

A dose of 250 International Units (IU) CSL RhD immunoglobulin should be offered to every RhD negative woman with no preformed anti-D antibodies to ensure adequate protection against immunisation with the following indications:
· Threatened, incomplete/complete and missed miscarriage (including any vaginal bleeding)
· Termination of pregnancy

· Ectopic pregnancy

· Chorionic villus sampling

· If the gestational age is not known with certainty and the possibility exists that the gestational age is 13 weeks or more, then a larger dose (625 IU) should be given
· For a multiple pregnancy a CSL 625IU dose of RhD immunoglobulin should be given

· For recurrent bleeds in an ongoing pregnancy, this dose will be effective for a period of 6 weeks up to and including 12 weeks gestation. However a subsequent miscarriage or a procedure requiring instrumentation of the uterus requires an additional dose of RhD immunoglobulin irrespective of when the first dose was given

· A Kleihauer/Flow cytometry test is NOT required in the first trimester as one CSL 250 IU dose will be sufficient for single pregnancies (as the total blood volume of the fetus is less than 2.5mL)

Sensitising events beyond the first trimester (women 13 weeks or greater gestation).
A dose of 625 IU CSL RhD immunoglobulin should be offered to every RhD negative woman with no preformed anti-D antibodies to ensure adequate protection against immunisation for the following indications: 
· Amniocentesis and cordocentesis

· Ectopic pregnancy
· Fetal death
· Threatened, incomplete or spontaneous miscarriage or termination of pregnancy
· Abdominal trauma considered sufficient to cause Fetomaternal Haemorrhage (FMH) e.g. a motor vehicle accident
· Antepartum haemorrhage (revealed or concealed)
· External cephalic version (successful or unsuccessful)

· The magnitude of FMH following a sensitising event (including birth) should be assessed by a Kleihauer/Flow cytometry test performed at least 15 minutes after the event, to ensure an adequate dose of RhD immunoglobulin is offered as more than one dose may be required. Following birth, the test should be taken within two hours. 
· In exceptional circumstances, Kleihauer/Flow cytometry tests may be collected up to 72 hours after the event, but this increases the risk that any additional doses of RhD immunoglobulin needed for large FMH will not be administered within the required 72 hours

· A negative Kleihauer/Flow cytometry test indicates that one dose (625IU) of RhD immunoglobulin is sufficient
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Antepartum Prophylaxis 

· RhD immunoglobulin 625 IU should be administered at 28 and 34 weeks gestation to all RhD negative women who have no preformed anti-D antibodies.

·  If RhD immunoglobulin has been given for a potentially sensitising event, antepartum prophylaxis should still be administered. 

· It is essential that women are screened again for pre-existent anti-D before the prophylaxis is given at 28 weeks and that the blood sample is taken before administration of the RhD immunoglobulin. The result of the test does not need to be available before administration of the RhD Immunoglobulin as the dose is not dependent on the result.

· If it is not possible to administer prophylactic doses at 28 and 34 weeks, it is acceptable for doses to be administered within two weeks of recommended timing
Postpartum Prophylaxis

For every RhD negative woman following delivery of an RhD positive baby. 

· One dose of 625 IU should be offered to every RhD negative woman giving birth except when the baby is RhD negative 

· RhD immunoglobulin should not be given to women with pre-existing anti-D antibodies, except where this is known to be due to the presence of antenatally administered RhD immunoglobulin
· The Kleihauer/Flow cytometry test will indicate whether additional doses are required

· In rare instances where massive FMH has occurred (e.g. >5ml) advice regarding administration of additional doses should be obtained from the on call haematologist

Note: There is some evidence to suggest that intramuscular administration of RhD immunoglobulin may be associated with an increased risk of lack of efficacy in patients with a BMI≥30. Particular consideration should be given to factors which may impact on the adequacy of the injection, including the site of administration and the length of the needle used. Please see the below link showing recommendations from an expert panel consensus group convened by the Australian Red Cross Blood Service and the National Blood Authority who, having assessed the available evidence, considered that the data are currently insufficient to support a change to clinical and laboratory practice at the present time. 
Summary of dosing recommendation’s for RhD negative pregnant women 

	Event
	RhD Immunoglobulin Dose

	First trimester sensitising events
	250IU

	Second and third trimester sensitising events
	625IU

	Sensitising events in multiple pregnancies: all trimesters
	625IU

	Routine prophylaxis at 28-30 and 34-36 weeks 
	625IU

	Postpartum (Birth of a Rh Positive baby)
	625IU**


**The dose is dependent on the result of the fetomaternal (FMH) screen (administer one vial 625 IU whilst awaiting result of FMH screen). A postpartum FMH screen is considered optimal care and should be performed routinely after 15 minutes following birth and within two hours of placental separation or birth.
RhD IMMUNOGLOBULIN STATUS IN PREGNANT WOMEN: CARE PATHWAY
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Fetal Maternal Haemorrhages in Australia;


99% of FMHs are less than 5mL of red blood cells


50% of FMHs are less than 0.05mL 


0.6% of FMHs may be higher than 30mL











NOTE: If RhD Immunoglobulin has not been administered within 72 hours of either a sensitising event or birth a dose offered within 9-10 days may still provide protection





Blood tests for all pregnant women should include typing for ABO, Rhesus (RhD) status and an antibody screen 





No





RhD negative status


Antibody positive





Antibody Positive 





To identify significance of red cell antibodies further tests should be performed as well as a clinical assessment that includes a transfusion history and any recent administration of RhD Immunoglobulin





Confirmed TRUE preformed antibodies present





Yes





If TRUE preformed antibodies present RhD Immunoglobulin is not required





RhD positive status





RhD immunoglobulin not required





Prophylaxis        Pathway





28 Weeks


Take blood for antibody screen first


Then give prophylactic dose of RhD Immunoglobulin 625IU


Note: You do not need to wait for the blood result to come back before giving RhD Immunoglobulin 





34 Weeks


Give 2nd prophylactic dose of RhD Immunoglobulin 625IU


Note: An antibody screen does not need to be done prior to this dose of RhD Immunoglobulin





Birth


(≤ 72 hours after birth)


Give 625IU RhD Immunoglobulin if baby is RhD positive


Note: Additional doses of RhD Immunoglobulin should be given if indicated by FMH results





Sensitising Events                (≤ 72 hours after sensitising event)





1st Trimester


(<12 weeks gestation)


Give 250IU RhD Immunoglobulin for single pregnancy 


Give 625IU RhD Immunoglobulin for multiple pregnancy











2nd and 3rd Trimester


(≥12 week’s gestation)


Give 625IU if greater or equal to 12 weeks gestation


Note: Additional doses of RhD Immunoglobulin should be given if indicated by feto-maternal haemorrhage (FMH) results





RhD negative status


Antibody negative
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