Best Practice Guide: Screening and Follow-up for Transfusion-related anti-D
Alloimmunization

In the event that a female of childbearing potential (FCP) receives Rh(D)-positive blood products,
consider these strategies to mitigate risk of morbidity and mortality in subsequent HDFN.
Updated September 2025

Key context:

e Rh(D)-positive LTOWB and RBCs are becoming more commonly used for Rh(D) unknown or
negative status females with life-threatening bleeding. Standardization of screening for
alloimmunization and counseling is needed for those who develop antibodies.

e Rh(D) negative products are always the first choice when available. However, when Rh(D) is not
available or will unreasonably delay resuscitation, use of Rh(D)-positive products may occur.

e Modeling studies project a 0.3% risk of subsequent fetal death due to HDFN in Rh(D)-negative FCP
after receipt of Rh(D)-positive blood products.! A diagnosis of anti-D alloimmunization can only
lead to significant HDFN in a future pregnancy if the female develops critical antibody titers (16 in
most centers) and becomes pregnant with an Rh(D)-positive child.

e HDFN requiring in-utero treatment with intrauterine transfusion occurs in approximately 13-23%
of pregnancies where the fetus is antigen positive and titers are at or above critical values.??
Fetal/neonatal mortality is susceptible to significant management variability (1%-20%, depending
on center).*°

e Severe morbidity and mortality to HDFN is almost entirely preventable with close monitoring and
timely, skilled intervention, best planned in advance with a maternal/fetal expert with a high
volume of HDFN cases (10 or more intrauterine transfusions per year).® At times, this requires out-
of-state travel for the patient and collaboration across specialties, making early diagnosis and
treatment planning critical.
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Clinical considerations:

1. Rh Immunoglobulin (Rhlg) in Rh(D)-negative FCP should not be used if the patient has received
more than a small quantity of Rh(D)-positive RBC/LTOWB during their resuscitation (1-2 units).

2. RhIG should not be used in RhD-negative males or women who are no longer of childbearing
potential regardless of the quantity of RhD-positive RBC/LTOWB transfused.

3. Antibody screening should be conducted at a minimum of 14 weeks to a maximum of 6 months
after exposure to RhD-positive blood products for any FCP. If antibody screening is performed
earlier than 14 weeks from exposure for any reason, repeat antibody screening should be
performed at a minimum of 14 weeks from exposure since antibody testing could be falsely
negative (see algorithm below).

RH(D) POSITIVE TRANSFUSION IN FEMALES
CLINICAL DECISION TREE

Did a female patient who is
Rh(D) negative receive any
Rh(D) positive LTOWB or RBCs?
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Is there
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(anti-D antibody?)

Was the type and screen
drawn at a minimum of 14
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action required
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Refer to local at minimum of 14 |\_|0 fUﬁhe_f
alloimmunization expert* weeks from exposure action required

Is there
alloimmunization
(anti-D antibody?)

*For females who are not considering pregnancy in near future, referral to
pathology/hematology may be considered. For females who may become pregnant
in the near future, consultation with a maternal fetal medicine (MFM) professional is
suggested. Not all MFMs routinely treat HDFN. For specific referral
recommendations, visit the Allo Hope Foundation website. All listed MFMs are
available for virtual consultation.

Follow-up resources for patients:

Two templates are attached for patient follow-up after receipt of Rh(D)-positive blood products.
Template 1 is to be sent after receipt of Rh(D)-positive product when antibody screening has not yet

been conducted. Template 2 is to be sent if the antibody screen is subsequently positive for anti-D
antibodies.



