
Is the patient a candidate for
IVIG? (Previous IUFD, previous

IUT @ <24w, titer ≥512 for D, 
≥64 for K)

Fetus will
inherit the
offending

antigen

Obtain Baseline Titer

CLINICALLY SIGNIFICANT RBC ANTIBODY IDENTIFIED

What is the paternal antigen
zygosity? (DNA analysis for RhD,
serology for other antigens; do

not run paternal antibody screen)

Consider
IVIG (1g/kg

weekly)
starting by

12w

Fetus cannot
inherit antigen. No

risk of HDFN;
routine

management.Is cffDNA NIPT
available for the

antigen?2

Deliver
at Term

Fetus is at risk
for HDFN

Fetus is antigen
negative. No risk of

HDFN; routine
management.

Non-critical titers
(<16; <4 for K) (and
never been critical

in the past)

Critical titers (≥16; ≥4
for K) and/or

previously affected
fetus/neonate; titer

<512 (<64 for K)

Titer ≥512 (≥64 for
K) or history of

IUT <24w or fetal
loss to HDFN

Begin MCA
Dopplers weekly at
16w or once titers

reach critical

Conduct amniocentesis
or proceed as if antigen

positive

Run cffDNA at or
after 10w

No MCA Dopplers
needed unless titers
reach critical. Repeat
titers every 4 weeks

until 24w; then every 2
weeks.

Begin MCA Dopplers
weekly at 15w 

Begin antenatal testing
at 32w (continue MCA

Dopplers at physician’s
discretion)

Delivery by
37-38w

regardless
of titer5

Test cord blood for DAT, hg,
bili, retic. See Neonatal HDFN
Care Guide in Excellent Care

Checklists (left).

What is the peak
MCA Doppler

velocity?

Perform
cordocentesis
to determine

fetal hct

Perform IUT3,4

 Repeat IUTs as
necessary

through 35w

Repeat
cordocentesis

in 1-2 weeks

Repeat weekly MCA
Dopplers as scheduled
(re-scan in 24-48hrs if

approaching 1.5)

Begin antenatal
testing at 32w

(continue MCA
Dopplers as
scheduled)

 Limitations include limited time to initiate appropriate care, uncertain paternity,
partner unavailable, or partner not covered by health insurance
1

 In the U.S., cffDNA for RhD is available through BillionToOne and Natera; K, C, c, E,
and Fya available through BillionToOne beginning at 10w. Other countries available
on Additional Reading by Topic page of AHF website.

2

 Antenatal corticosteroids can falsely lower MoM values for 48-72 hours after
administration; do not change IUT plan based on MoM during this time.
3

 Expert consensus suggests IUT be done by an experienced operator who
conducts approximately 10 or more procedures per year.
4

 Physicians may elect for earlier delivery as needed.5

cffDNA=cell free fetal DNA; HDFN=hemolytic disease of the fetus and newborn; IUFD=intrauterine
fetal demise; IUT=intrauterine transfusion; IVIG = intravenous immune globulin; MCA = middle
cerebral artery; MoM = multiples of the median; NIPT = noninvasive prenatal testing 

Father is antigen positive
HOMOZYGOUS

Father is antigen NEGATIVE and
paternity is assured

Father is HETEROZYGOUS
for the antigen or other

limitations1

Stop IVIG
(if applicable)

Clinically significant RBC antibodies

For other rare antibodies, consult ACOG
Practice Bulletin 192

Dia, Dib (Diego blood group)
Lua, Lub (Lutheran blood group)
Mta, Vw, Mur, Hil, Hut (MSSs blood group)
M, N, S, s, U, Mia (MNSs blood group)
Jka, Jkb, Jk3 (Kidd blood group)
Fya, Fyb, Fy3 (Duffy blood group)
D, E, C, c (Rh blood group)
K, k (Kell blood group)

ALLOIMMUNIZATION IN PREGNANCY
CLINICAL DECISION TREE

Citations available in AHF’s Letter to Providers above.
This is not an exhaustive guideline. Refer to AHF website for more resources. 

YesPositive result

QUESTIONPROCEDURETEST

DECISION POINT END DECISION POINT

KEY

No

Negative result

Begin antenatal
testing at 32w

MoM <1.5 MoM ≥1.5

Fetal hct ≤30 Fetal hct >30

Yes No

Letter to Providers The Allo Podcast Excellent Care Checklists

Stop IVIG 
(if applicable)


