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Introduction
Fetal anemia is a major problem and cause of neonatal morbidities 

and mortalities. Fetal anemia can be detected reliably by noninvasive 
measurements of the Middle Cerebral Artery Peak Systolic Velocity 
(MCA-PSV) [1]. Rodeck et al. performed the first Intrauterine blood 
Transfusion (IUT) using the intraperitoneal technique. In the 1980s, 
this technique was replaced by intravascular IUT [2]. This procedure 
is currently performed through single or repeated direct intravascular 
injections of red blood cells from an Rh-negative donor through the 
intrahepatic umbilical vein or the umbilical cord at its placental insertion 
[3]. Although the use of anti-D prophylaxis has dramatically reduced 
the need for IUT, the procedure continues to be an essential modality 
for the treatment of severe fetal anemia from a variety of causes [2]. 
Because of improvements in obstetric and neonatal management, the 
perinatal survival rate for babies treated with IUT for alloimmune fetal 
anemia exceeds 90% [1]. This improved survival rate has resulted in 
increased attention to the short- and long-term outcomes in surviving 
children. Information regarding the adverse effects of IUT on detailed 
neonatal outcome is limited [4]. Outcomes have been reported to be 
dependent on many factors, including the primary cause and severity 
of fetal anemia, the severity and reversibility of hydrops at the time of 
diagnosis, and the time when the therapy was initiated [5-7]. Long-
term follow up studies have revealed normal neurologic outcomes 
in 95% of cases [6]. This article reports on the detailed outcomes of 
neonates treated with IUT.

Materials and Methods
Participants 

This prospective study was conducted at Jordan University 
Hospital, a tertiary referral center, from March 2004 to February 2011. 
All newborns that underwent successful intravascular transfusion 
therapy (via the intrahepatic vein or free umbilical vein in the cord) 
for fetal anemia (hemoglobin level<10 g/dl) during the study period 
were included. The diagnosis of fetal anemia was based on serial 
measurements of the MCA-PSV followed by determination of 
fetal hematocrit by cordocentesis. IUT was initiated when the fetal 
Hemoglobin (Hb) level fell below 1.5 multiples of the median [8]. 
Pancuronium or atracurium was used for all fetuses. One course of 
antenatal corticosteroids was administered to all women after 24 weeks 
of gestation. All babies and their mothers were treated by the same 
staff physicians and underwent standard follow-up examinations. All 
participant mothers received complete information on the purpose of 
the study. Informed consent was obtained from each baby’s guardian 
after approval of the study protocol by the institutional human ethical 
committee and the deanship of scientific research at the University 
of Jordan. This study was conducted according to principles of the 
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 Abstract 
Background and objectives:  Intrauterine blood transfusion (IUT) performed for fetal anemia may be associated 

with adverse neonatal outcomes. This study aimed to describe the clinical outcome of surviving neonates treated 
with IUT in an area where detailed outcome on neonatal data is limited. 

Patients and methods: This prospective study included all living newborns treated with IUT at our institution 
between March 2004 and February 2011. During this period, 30 newborns with a mean gestation age of 35 weeks 
(range: 25-37 weeks) were admitted with various respiratory, hematological and gastrointestinal morbidities. 

Results: The survival rate on discharge was 93%. Severe fetal anemia (72.2%) was significantly associated 
with a low reticulocyte count at birth and the need for respiratory support after birth (P<0.05). The number of IUTs 
was significantly correlated with the duration of admission (P=0.034) and the presence of hyporegenerative late 
anemia (P=0.007), but not with other neonatal outcomes or with a low reticulocyte count at birth. Use of intravenous 
immunoglobulin was significantly associated with an increased rate of top-up transfusion for late anemia and a 
decreased duration of admission, with no additional positive effects. 

Conclusion: This study provides evidence on the types of potential neonatal morbidities after IUT therapy 
and their risk factors, and could be useful to clinicians treating fetuses with intrauterine transfusions and also for 
counseling parents.
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Helsinki Declaration. Patients received erythropoietin was excluded 

Definitions 

Gestational Age (GA) was determined according to the last 
menstrual period and confirmed by fetal ultrasound in the first trimester. 
Severe fetal anemia was defined as a cord blood Hb level of less than 5.5 
gm/dl and an MCA-PSV<0.55 multiples of the median for a given GA. 
Non severe fetal anemia (mild to moderate) was defined as a cord blood 
Hb level between 5.5 and 10 gm/dl and an MCA-PSV<0.84 multiples 
of the median (mild) or <0.65 multiples of the median (moderate) for 
a given GA. Hydrops was defined as the presence of accumulated fluid 
in at least one fetal body cavity (mainly ascites), along with fetal skin 
edema. 

Planned delivery was defined as a planned elective cesarean section 
without labor or a planned induced vaginal delivery or cesarean section 
due to failed planned induction. Unplanned delivery was defined 
as spontaneous vaginal delivery or urgent cesarean section due to 
maternal or fetal causes.

Vigorous resuscitation at birth was defined as the need for positive 
pressure ventilation by bag and mask and/or intubation because of an 
absence of breathing, labored irregular breathing, gasping baby, and/or 
a heart rate<100 beats/min. 

Need for respiratory support after birth was defined as the need for 
oxygen for more than 24 h via nasal cannula, continuous positive air-
way pressure, and/or mechanical ventilation. Late anemia was defined 
as Hb<10 g/dl with an onset between 2 and 6 weeks of life; it was 
considered hyporegenerative late anemia if it was associated with low 
reticulocyte counts (<1%) [9]. A top-up transfusion was defined as a 
blood transfusion in the first 4 months of life. Top-up blood transfusion 
(20 ml/kg) was performed if Hb<8.0 g⁄dl (or Hb<10 g⁄dl in the presence 
of clinical symptoms of neonatal anemia). 

Phototherapy, Intravenous Immune Globulin (IVIG), and exchange 
transfusion were performed according to the American Academy of 
Pediatrics 2004 guidelines [10]. Intensive phototherapy was provided 
by Mediprema all-around phototherapy and/or a special blue light 
source (LullabyTM, at a distance of 30-40 cm from the baby with regular 
changes of position). Neurodevelopmental delay was defined as the 
presence of at least one of the following: cerebral palsy, cognitive delay, 
deafness, or blindness.

Family characteristics

Data were collected regarding patients’ history of previous 
intrauterine fetal death, siblings with neonatal death, or siblings who 
needed phototherapy, Exchange Transfusion (ET), or top-up blood 
transfusion.

Fetal characteristics

The following fetal data were recorded: GA at which IUTs were 
administered, number of IUTs, fetal Hemoglobin concentration (HB/
hematocrit) as diagnosed by MCA-PSV and cordocentesis before and 
after IUT, severity of fetal anemia, and evidence of ascites and hydrops.

Neonatal outcomes 

Delivery room: Data were collected on the immediate delivery 
outcome, including mode of delivery, birth weight, gender, GA, Apgar 
scores at 1 and 5 min, GA percentile, and baby condition at birth, including 
the presence of shock and the need for vigorous resuscitation at birth.

Immediate post-birth: Immediately post-birth, several variables 
were recorded: umbilical cord results at birth (including Hb, mean 
corpuscular volume, reticulocyte count, and baby blood group and 
Rh), direct Coomb’s test, total serum bilirubin, Neonatal Intensive Care 
Unit (NICU) admission, and the presence of hepatomegaly (liver >4 cm 
below right costal edge and span >5 cm) and/or splenomegaly (spleen 
tip>2 cm below costal edge).

Neonatal morbidity during hospitalization: Data were collected 
on each baby’s condition during neonatal hospitalization, including 
the following factors: Thrombocytopenia and Neutropenia in the 
first 24 h of life, the need for phototherapy/exchange transfusion, the 
use of IVIG (administered as 2 doses of 1 g/kg administered over 
4 h, initiated in the first 12 h of life and repeated once after 12 h if 
the bilirubin level continued to rise despite intensive phototherapy 
or was within 2-3 mg/dl of the threshold for exchange transfusion), 
hospitalization course (including the need for ongoing respiratory 
support), echocardiogram findings, presence and duration of cholestasis, 
duration of hospitalization, and death. 

Late anemia: The presence and duration of hyporegenerative late 
anemia were recorded. 

Neurodevelopmental outcome at 12 months: A final physical and 
Neurodevelopmental examination was performed at 12 months of age, 
searching for any signs of Neurodevelopmental delay. Brain computed 
tomography (CT) scan and/or brain Magnetic Resonance Imaging 
(MRI) were performed if a Neurodevelopmental delay was detected 
(n=9).

Statistical analysis: Statistical analysis was performed using the 
Statistical Package for Social Sciences (SPSS, version 17). A P-value 
of less than 0.05 was regarded as statistically significant. Maternal 
and neonatal characteristics and outcomes were examined, and data 
are presented as raw frequencies and adjusted odds ratios with 95% 
confidence intervals. 

Results
Participants

The study included 19 mothers and 30 babies (including 2 sets of 
twins) with a median GA of 35 weeks (range 25+3-37+6 weeks). Of the 
neonates, 60% were female, 90% had appropriate birth weight for GA 
(n=27), and 60% were born at ≥ 35 weeks. The median birth weight was 
2575 ± 550 g.

Family characteristics
A history of a previously affected fetus/sibling in patients’ families 

was identified in 89.3% of the cases. The main cause of fetal anemia was 
Rhesus type D isoimmunization in 26 patients (86.7%), an unknown 
cause in 3 patients (10%), and Rhesus type D/C isoimmunization 
in 1 patient (3.3%). Among the 19 mothers with Rhesus type D 
isoimmunization, 11 mothers did not receive anti-D prophylaxis after 
the first pregnancy/abortion (including 2 mothers whose blood group 
was not tested and 1 mother who had an incorrect blood group listed at 
the time of admission). Previous intrauterine fetal deaths were reported 
in 12 cases (40%), siblings with neonatal deaths in 14 cases (46.7%), 
siblings who needed exchange after birth in 13 cases (43.3%), siblings 
who needed phototherapy after birth in 27 cases (90%), and siblings 
who needed blood top-up transfusion in 16 cases (53.3%).

Fetal characteristics

Eighty IUTs were performed, with a median number of 3 per fetus 

from the study (Number=4)
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(range: 1-4). The earliest therapy was initiated at the age of 21 weeks 
(median: 25 weeks, range: 21-33 weeks). There was a progressive 
increase in the mean time interval between the IUTs: The mean time 
interval between the second and the third IUT was 4 weeks, compared 
to 3 weeks between the first and second IUTs. The median fetal Hb 
levels (as diagnosed by cordocentesis) before the first, second, and third 
IUTs were 5.1, 7.3, and 7 g/dl, respectively. Hemoglobin increased in 
the fetus by an average of 16 g/dl after each IUT (range: 9-22 g/dl). 
Severe fetal anemia occurred in 18 cases (60%). 

Nine neonates (30%) showed evidence of isolated fetal ascites at 
the start of IUT, and 2 neonates had hydrops, including ascites with 
skin edema and plural and pericardial effusion. All cases of ascites and 
hydrops resolved completely after IUT and before delivery. Among the 
18 fetuses with severe anemia, evidence of ascites/hydrops was present 
in 8 fetuses (44.4%). 

Neonatal outcomes

The overall survival rate to discharge was 93.3%. Two mortalities 
were encountered, one secondary to proven late-onset sepsis and the 
other secondary to complications of congenital diaphragmatic hernia 
which was not detected antenatally and thought to be congenital heart 
disease. Neonatal mortality was not correlated with the severity of fetal 
anemia, presence of ascites and or hydrops, number of IUTs, GA at first 
IUT, GA at delivery, birth weight, or Hb at birth (P>0.05).

Delivery room: Cesarean section was the mode of delivery in 
22 babies (73%). The median and mean gestational ages for planned 
delivery and unplanned delivery were 36 weeks and 35 weeks (range: 26-
37 weeks), respectively. Vigorous resuscitation and respiratory support 

after delivery were required in 32% and 56.7% of cases, respectively. 
Unknown cause of fetal anemia, decreasing GA, low birth weight, 
and unplanned delivery were significantly associated with vigorous 
resuscitation (P<0.05) (Table 1). 

Immediate post-birth: There was no significant correlation 
between low reticulocyte count at birth and the number of IUTs 
or the neonatal outcome variables, including late anemia, number 
of top-up transfusions, duration of admission, death, presence of 
Thrombocytopenia, Neutropenia, hepato- and/or splenomegaly, and 
cholestasis (P>0.05) (Table 2). The mean corpuscular volume at birth 
was lower than normal (mean of 81 fl). Baby blood group at birth was 
O negative in 21 cases (70%), mixed O negative with type A or B in 
5 cases (16.7%), and baby’s own blood group in 4 cases (13.3%). The 
mean time of blood group conversion in 14 babies was 70 days (range: 
35-157 days). 

Neonatal morbidity during hospitalization: All babies were 
admitted to the NICU with morbidities including respiratory, 
gastrointestinal, and hematologic problems (Table 3), either at delivery 
or later on during hospitalization. The most common morbidity 
was hyperbilirubinemia. Most of the neonates (93.3%) received 
phototherapy, 60% were given IVIG, and 7% required ET’s.

The severity of fetal anemia was significantly correlated with the 
need for respiratory support and low reticulocyte levels at birth, with 
no significant differences in the other neonatal outcomes between 
the severe anemia and non-severe anemia groups (Table 4). A higher 
number of IUTs (>2) was only significantly correlated with the duration 
of admission and occurrences of hyporegenerative late anemia, but did 

Needed vigorous resuscitation Needed respiratory support
Total N (%) P Value OR 95%CI N (%) P value OR 95% CI

Known cause of fetal anemia <0.05 3.9 2.01, 7.3 >0.05 1.9 1.34, 2.77
Yes 27 7 (25.9) 14 (51.9)
No 3 3 (100) 3 (100)

Severity of fatal anemia 1 1 0.21, 4.7 <.05 5.2 1.06, 25.3
Mild-Moderate 12 4 (33.3) 4 (33.3)

Severe 18 6 (33.3) 13 (72.2)
GA at delivery <0.05 8.5 1.45, 49.53 >.05 3.8 0.64, 23.05

<35 weeks 9 6 (66.7) 7 (77.8)
>35 weeks 21 4 (19) 10 (47.6)

Birth weight (kg) >0.05 2.3 0.48, 11.1 >0.05 1.6 0.34, 7.2
<2.5 11 5 (45.5) 7 (63.6)
≥ 2.5 19 5 (26.3) 10 (52.6)

IUT number >0.05 2.2 0.48, 11.1 >0.05 2.9 0.59, 14.72
≤ 2 11 5 (45.5) 8 (72.7)
>2 19 5 (26.3) 9 (47.4)

Mode of delivery <0.05. 0.11 0.01, 0.61 >0.05 0.34 0.069, 1.68
Planned 19 3 (15.8) 9 (47.4)

Unplanned 11 7 (63.6) 8 (72.7)
Anemia (Hb<13 g/dl) at birth >0.05 1.5 0.32, 7.5 >0.05 2.3 0.46, 11.69

Yes 10 4 (40) 7 (70)
No 20 6 (30) 10 (50)

Ascites/Hydrops >0.05 2.3 0.49, 11.2 >0.05 1.57 0.34, 7.2
Yes 11 5 (45.5) 7 (63.6)
No 19 5 (26.3) 10 (52.6)

Spontaneous preterm labor <0.05 0.18 0.03, 1.01 >0.05 0.33 0.055, 2.027
Yes 8 5 (62.5) 6 (75)
No 22 5 (22.7) 11 (50)

OR: Odd Ratio;  IVIG: Intravenous Immune Globulin; GA: Gestation Age; HB: Hemoglobin; IUT: Intrauterine Transfusion

Table 1: Correlation between fetal and neonatal characteristics and the need for vigorous resuscitation and respiratory support after delivery.
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not appear to be significantly correlated with the increased requirement 
of erythrocyte transfusions and other neonatal outcomes (Table 4) 
(P>0.05).

The presence of hepato- and/or splenomegaly at birth was 
significantly associated with an increased rate of cholestasis (P<0.05, 
CI 0.016, 1.02). Two out of six patients had very high Ferritin level at 
the time of diagnosis of cholestasis. However, there was no correlation 
between the occurrence of cholestasis and the number of IUTs (Table 
4) (P=0.85, CI 0.126, 5.50). 

Late anemia: Two-thirds of the patients developed late 
hyporegenerative anemia within a mean duration of 69 days. Top-up 
transfusion was required in 80% of babies until the Hb was normalized 
at 3 to 21 weeks of post-natal age. The first top-up transfusion was 
administered at a mean age of 19 days. Fifteen neonates received a 
second top-up transfusion. The average time between the first and 
second transfusion was 14 days. The use of IVIG was significantly 
correlated with a higher rate of top-up transfusions for late anemia and 
a longer duration of NICU admission (P<0.05) (Table 5). 

Neurodevelopmental outcome at 12 months

Out of 28 discharged babies, 25 babies were followed until the 
age of 12 months. Three (12%) had abnormal neurodevelopment. 
Patient I developed spastic hemiplegic cerebral palsy and bilateral 

blindness due to Retinopathy of Prematurity (ROP), and MRI revealed 
periventricular leukomalacia. Patient II had bilateral blindness due to 
ROP with normal brain imaging. Patient III had delayed speech, and 
MRI showed callosum hypoplasia. These babies had severe fetal anemia 
and were born by urgent cesarean section due to spontaneous preterm 
labor or IUT complications at GAs of 26, 29, and 34 weeks, respectively. 
All needed active vigorous resuscitation at birth.

Discussion
Despite the proven role of anti-D prophylaxis in decreasing 

the incidence of hemolytic diseases, maternal Rhesus type D 
isoimmunization still occurs. The reported percentage of the Rh 
D-negative phenotype in Jordan was 12.8% [11]. The unfavorable fetal 
and neonatal outcomes that were observed in this study could have 
been avoided by implementing preventive measures including a good 
screening program for maternal blood group, red-blood-cell antibody 
identification at the time of admission, and administration of anti-D 
prophylaxis at the appropriate time.

This study reported a high rate of survival until discharge (93.3%) 
compared with those reported by Altunyurt et al. [4], Papantoniou et 
al. [12] and Weisz et al. [13] (73.5%, 83%_and 87%, respectively). This 
survival rate was not correlated with prenatal factors including the 
severity of fetal anemia, ascites, or hydrops; GA at first IUT; or GA at 

Mode of delivery
  Planed, n (%) 19/(63.3)
   Planned elective cesarean section 13 (43.3)
   Planned induced vaginal delivery 6 (20)
  Unplanned, n (%) 11 (36.7)
   Spontaneous vaginal delivery 2 (6.7)
   Urgent cesarean 9 (30)
Gestational age at birth (weeks)
 ≤ 32 wk, n (%) 2 (6.7)
> 32-34 wk, n (%) 7 (23.3)
35-36 wk, n (%) 16 (53.3)
≥ 37 wk, n (%) 5 (16.7)
Condition at birth
  Neonates with shock at birth,   n (%) 4 (14.3)
  Neonates requiring intubation at birth, n (%) 3 (10.7)
  Neonates requiring positive pressure ventilation at birth, n (%) 10 (32.3)
  Median Apgar score at 1 min ± SD 8 ± 1.4
  Median Apgar score at 5 min ± SD    9 ± 0.8
  Number of babies with Apgar score less than 7 at 5 min, n (%) 1 (3.3)
Admission to the neonatal intensive care unit, n (%) 30 (100)
Median duration of neonatal intensive care unit (day)[ range] 8 [2-68]
Lab value at birth
Median hemoglobin level at birth (g/dL) ± SD 15 ± 2.9
Anemia at birth (Hb<13 g/dL),      n (%) 10 (33.3)
Median bilirubin level at birth (mg/dL) ± SD 5 ± 2.3
Reticulocyte count at birth<1%, n (%) 18 (60)
Median of Mean corpuscular volume at birth*± S D 82 ± 13.1
Mean platelet count at birth ± SD 222 ± 82
Thrombocytopenia (platelet count<150), n (%) 7 (23.3)
Median duration of thrombocytopenia (day) 12
Neutropenia (neutrophil count<1500), n (%) 2 (6.7)
Mean Duration of Neutropenia (day) ± SD 16.8 ± 22.9
Median Duration of Neutropenia (day)range 2 (2-51)
Positive Direct Coombs test, n (%)

Table 2: Delivery room outcomes and neonatal intensive care admission 
laboratory data for 30 baby.

Treatment modalities
Number of neonates requiring exchange transfusion therapy#, n (%) 2 (6.7)
Number of neonates requiring phototherapy, n (%) 28(93.3)
Peak maximum total bilirubin, mg/dl 19
Number of neonates requiring IVIG, n (%) 18 (60)
Gastrointestinal morbidities
Babies with gastrointestinal morbidities
Number of neonates with direct hyperbilirubinemia (>20% of total 
bilirubin), n (%)

6 (20)

Mean duration of direct hyperbilirubinemia days (n=5)  (range) 56.2 (2-225)
Spontaneous splenic tear after urgent unplanned cesarean section,   
n (%)

1 (3.3)

Number of neonates with hepatosplenomegaly at birth, n (%) 4 (13.3)
Number of neonates with isolated splenomegaly at birth, n (%) 1 (3.3)
Number of babies with persistent high liver enzyme levels at age 
12 months* n (%)

2 (6.7)

Babies with respiratory morbidities
Requiring ongoing respiratory support, n (%)** 17 (56.7)
Respiratory distress syndrome, n (%) 3 (10)
Transient tachypnea of newborn, n (%) 4 (13.3)
Pneumothorax, n (%) 1 (3.3)
Requiring oxygen support >1 day, n (%) 14 (46.7)
Chronic lung disease, (%)*** 1 (3.3)
����������
Myocardial dysfunction, n (%) 1 (8.3)
Mean duration of NICU admission, (range) 14 (2-68)
Retinopathy of prematurity Grade III or IV, n (%) 2 (6.7)
Periventricular leukomalacia, n (%) 1 (3.3)
Absent corpus callosum, n (%) 1 (3.3)
Death before discharge, n (%) 2 (6.7)

#had exchange transfusion in the first day of life
*Had high Ferritin level at birth (one had resolved high liver enzymes and the other 
had persistent high liver enzymes)
**The need for respiratory support was defined as the need for oxygen for more 
than 24 h via nasal cannula and/or continuous positive airway pressure and/or 
mechanical ventilation.
***Required oxygen at ≥ 36 weeks GA.

Table 3: Course of hospitalization and types of morbidities for 30 babies.
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delivery; this result is consistent with the findings of Altunyurt et al. [4]. 
Possible explanations for the high survival rate in our study include the 
presence of good prognostic factors in the cohort [5,7,14], including 
initiation of treatment after 20 weeks of gestation, Rh D negative status 
as the most common cause of fetal anemia, and reversal of all cases of 
fetal hydrops or ascites with adequate IUT treatment.

Regarding the need for vigorous resuscitation at birth, this study’s 
findings emphasize the importance of the anticipation of vigorous 
neonatal resuscitation in those babies with risk factors, including 
unplanned delivery due to IUT complications, spontaneous preterm 
labor leading to preterm delivery and a low-birth-weight neonate 

[15], fetal anemia of unknown cause, and the presence of associated 
exacerbating congenital abnormality (congenital diaphragmatic hernia 
in our case).

Our finding of no significant association between a low reticulocyte 
count at birth and the number of IUTs is consistent with the findings 
of Altunyurt et al. [4]. However, contrary to the previous studies 

reticulocyte count at birth and the need for top-up transfusions.

Our observed correlation between the severity of fetal anemia and 
the need for respiratory support can be explained by a delay in lung 

  Severity of fetal anemia   Number of IUTs 
  Severe None severe   ≤ 2 >2   
  n (%) n (%)   n (%) n (%)   
 Total P Value OR  95%CI P value OR 95%CI

Death    0.8 1.4 0.11, 17.09   0.9 0.85 0.068, 10.6
    Yes 3 2 (66.7) 1 (33.3)    1 (33.3) 2 (66.7)    
    No 27 16 (59.3) 11 (40.7)    10 (37) 17 (63)    

Appropriate for GA   0.8 0.72 0.059, 9.04   0.9 1.18 0.094, 14.67
    Yes 27 16 (59.3) 11 (40.7)    10 (37) 17 (63)    
    No 3 2 (66.7) 1 (33.3)    1 (33.3) 2 (66.7)    

Duration of hospitalization    0.55 0.64 0.145, 2.78   0.034 0.162 0.027, 0.961
   ≤ 7 days 13 7 (53.8) 6 (46.2)    2 (15.4) 11 (84.6)    
    > 7days 17 11 (64.7) 6 (35.3)    9 (52.9) 8 (47.1)    

Low reticulocyte count at 
birth (<1%)

  0.015 7 1.36, 35.9   0.21 0.38 0.083, 1.78

    Yes 18 14 (77.8) 4 (22.2)    5 (27.8) 13 (72.2)    
    No 12 4 (33.3) 8 (66.7)    6 (50) 6 (50)    

Thrombocytopenia   0.75 1.2 0.276, 5.87   0.45 1.8 0.39, 8.35
    Yes 11 7 (63.6) 4 (36.4)    5 (45.5) 6 (54.5)    
    No 19 11 (57.9) 8 (42.1)    6 (31.6) 13 (68.4)    

Neutropenia    0.046 1.9 1.32, 2.80   0.39 0.37 0.036, 3.86
    Yes 5 5 (100) 0    1 (20) 4 (80)    
    No 25 13 (52) 12 (48)    10 (40) 15 (60)    

Cholestasis    0.57 0.6 0.099, 3.63   0.85 0.833 0.126, 5.50
    Yes 6 3 (50) 3 (50)    2 (33.3) 4 (66.7)    
    No 24 15 (62.5) 9 (37.5)    9 (27.5) 15 (62.5)    

Hepatomegaly and/or 
splenomegaly at birth

  0.51 2.2 0.21, 24.08   0.6 0.53 0.049, 5.86

    Yes 4 3 (75) 1 (25)    1 (25) 3 (75)    
     No 26 15 (57.7) 11 (42.3)    10 (38.5) 16 (61.5)    

Required vigorous 
resuscitation at birth

   1 1 0.21, 4.71   0.284 2.33 0.48, 11.16

     Yes 10 6 (60) 4 (40)    5 (50) 5 (50)    
      No 20 12 (60) 8 (40)    6 (30) 14 (70)    

Required respiratory 
support

   0.035 5.2 1.06, 25.3   0.17 2.9 0.59, 14.72

    Yes 17 13 (76.5) 4 (23.5)    8 (47.1) 9 (52.9)    
    No 13 5 (38.5) 8 (61.5)    3 (23.1) 10 (76.9)    

Hyporegenerative late 
anemia

   0.4 1.9 0.39, 8.69   0.007 0.16 0.019, 0.611

   Yes 20 13 (65) 7 (35)    4 (20) 16 (80)    
   No 10 5 (60) 5 (60)    7 (70) 3 (30)    

Need for top-up transfusion    0.136 0.25 0.037, 1.66   0.08 4.85 0.71, 32.87
    Yes 24 16 (66.7) 8 (33.3)    7 (29.2) 17 (70.8)    
    No 6 2 (33.3) 4 (66.7)    4 (66.7) 2 (33.3)    

Delayed development*   0.25     0.53   
    Yes 3 3 (100) 0    2 (66.7) 1 (33.3)    
   No 25 14 (56) 11 (44)    8(32) 17 (68)    

*Odds ratio and 95% CI could not be calculated. 

Table 4: Correlation between the severity of fetal anemia and the number of intrauterine transfusions with neonatal outcome.

conclusions [4,16,17], this study showed no association between a low 
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maturity in patients with Rhesus type D isoimmunization, as described 

between the severity of fetal anemia and the use of mechanical 
ventilation for respiratory distress syndrome [13]. 

In this study, only a small number of newborns required ET (6.8%); 
this is less than that reported by McGlone et al. [15] (20%), Weisz et al. 
[13] (47%) and Altunyurt et al. [4] (36%). Possible explanations include 
the implementation of the restrictive American Academy of Pediatrics 
criteria for ET in combination with the use of IVIG [10], the use of 
intensive phototherapy, the postponing of delivery to more than 35 
weeks in two-thirds of the patients to allow for maturation of pulmonary 
and hepatic enzymes, and the frequent use of postnatal high-dose 
multiple IVIG in patients with Rhesus type D isoimmunization (60%).

The cause of late anemia has previously been explained by the 
presence of ongoing hemolysis [19], suppression of erythropoiesis 
[9,20], late anemia of hemolytic disease [21], and possibly the presence 
of anti-D antibodies in the bone marrow that destroy erythroid 
precursors [9]. In accord with the results of a previous study [22], 
hypo generative late anemia in our cohort was significantly correlated 
with the need for more than 2 IUTs. Several previous studies [23-25] 
have reported that the use of IVIG with alloimmunization decreases 
the duration of hospitalization, the need for ET, and the need for 
phototherapy However; other recent studies (high quality RCT) have 
shown that the use of IVIG has no effect on the rate of ET. The low rate 
of ET in this study is similar to recent studies without IVIG. There is no 
high-level evidence showing a clear benefit of IVIG [26,27]. 

This study shows that the use of multiple high doses of IVIG was 
significantly associated with an increased need for top-up transfusion for 
late anemia and with an increased duration of hospitalization (P<0.05). 
One possible explanation would be the presence of more severe disease 
in the group that received IVIG. However, in our study and some 
previous observations [27,28], IVIG was shown to have no positive 
effect on other neonatal outcomes. We would like to stress, however, 
that the use of high-dose IVIG was recently recommended to be used 
cautiously due to an increased incidence of NEC [29], which we did not 
note in our group of patients. This indicates the need to investigate the 
role of other alternative modalities, including intensive phototherapy, 
limited use of IVIG, and recombinant human erythropoietin [22]. The 

reported rate of Neurodevelopmental impairment is higher compared 
to a recent large cohort study [6].

This study was limited by several factors, including the small 
number of patients, the wide range of gestational age (26 weeks to 
term), the inclusion of 1 patient with congenital diaphragmatic hernia 
and the long-term follow-up in this series was incomplete as it did not 
include psychomotor assessments with standardized developmental 
tests (such as Bayley test, Griffith test or WISC or WIPPS etc). The true 
rate of Neurodevelopmental outcome might be higher than 12% after 
complete assessments. In addition, follow-up until age of 12 months is 
not long enough to determine with accuracy the long-term outcome. 
A longer time period is required at least until school age or at the 
very least 2 years or age. However, these results should provide useful 
information to health-care providers in planning the care of affected 
mothers and their babies.

Our findings emphasize the importance of the anticipation of 
vigorous resuscitation neonatal resuscitation in high-risk patients. 
Severe fetal anemia is associated with an increased need for respiratory 
support, and the need for more than 2 IUTs is significantly associated 
with the occurrence of hyporegenerative late anemia. Low reticulocyte 
count at birth is not associated with adverse postnatal effects. The use of 
multiple high-doses IVIG is significantly associated with an increased 
need for top-up transfusion for late anemia, with no positive effects on 
the other neonatal outcomes. It is important to implement preventive 
measures to decrease the risk of alloimmunization, including 
administration of anti-D prophylaxis at the appropriate time and a 
routine red-cell antibody screening program with each pregnancy.

Acknowledgments 

We thank Miss Suha Saryo for data collection and SPSS data entry, and we 
thank Miss Lina Al Jaberi for editing the manuscript. 

Funding

Deanship of Scientific Research academic grant, University of Jordan (number 
1/2010-2011.

References 

1. Oepkes D, Seaward PG, Vandenbussche FP, Windrim R, Kingdom J, et al. 
(2006) Doppler ultrasonography versus amniocentesis to predict fetal anemia. 
N Engl J Med 355: 156-164. 

2. Rodeck CH, Kemp JR, Holman CA, Whitmore DN, Karnicki J, et al. (1981) 
Direct intravascular fetal blood transfusion by fetoscopy in severe Rhesus 
isoimmunisation. Lancet 1: 625-627. 

3. Oepkes D, Adama van Scheltema P (2007) Intrauterine fetal transfusions in 
the management of fetal anemia and fetal thrombocytopenia. Semin Fetal 
Neonatal Med 12: 432-438. 

4. Altunyurt S, Okyay E, Saatli B, Canbahishov T, Demir N, et al. (2012) Neonatal 
outcome of fetuses receiving intrauterine transfusion for severe hydrops 
complicated by Rhesus hemolytic disease. International Journal of Gynecology 
& Obstetrics 117: 153-156. 

5. van Kamp IL, Klumper FJ, Bakkum RS, Oepkes D, Meerman RH, et al. (2001) 
The severity of immune fetal hydrops is predictive of fetal outcome after 
intrauterine treatment. Am J Obstet Gynecol 185: 668-673. 

7. van Kamp IL, Klumper FJ, Meerman RH, Oepkes D, Scherjon SA, et al. (2004) 
Treatment of fetal anemia due to red-cell alloimmunization with intrauterine 
transfusions in the Netherlands, 1988-1999. Acta Obstet Gynecol Scand 83: 
731-737. 

8. Mari G, Deter RL, Carpenter RL, Rahman F, Zimmerman R, et al. (2000) 
Noninvasive diagnosis by Doppler ultrasonography of fetal anemia due 

  Baby received IVIG after 
birth

 

 Total IVIG, n (%) No IVIG, n (%) P value 95% CI
Required top-up 

transfusion
   0.015 0.008, 838

  No 6 1 (16.7) 5 (83.3)   
  Yes 24 17 (70.8) 7 (29.2)   

Hyporegenerative 
late anemia 

   NS  

  No 10 6 (60) 4 (40)   
  Yes 20 12 (60) 8 (40)   

Required 
exchange 

transfusion

   NS  

  No 28 16 (57.1) 12 (42.9)   
  Yes 2 2 (100) 0   

Duration of 
hospitalization

   0.035 1.068, 25.309

≤ 7 days 13 5 (38.5) 8 (61.5)   
  >7 days 17 13 (76.5) 4 (23.5)   

Table 5: Correlation between the use of IVIG during the neonatal period and the 
presence of adverse outcome.

by Naeye [18]. However, Weisz et al. [13] reported no correlation 

6. Lindenburg IT, Smits-Wintjens VE, van Klink JM, Verduin E, van Kamp IL, et al. 
(2012) Long-term neurodevelopmental outcome after intrauterine transfusion 
for hemolytic disease of the fetus/newborn; the LOTUS study. Am J Obstet 
Gynecol  206: 141.e1-e8. 

http://www.ncbi.nlm.nih.gov/pubmed/16837679
http://www.ncbi.nlm.nih.gov/pubmed/6110859
http://www.ncbi.nlm.nih.gov/pubmed/17706475
http://www.unboundmedicine.com/medline/citation/22342051/Neonatal_outcome_of_fetuses_receiving_intrauterine_transfusion_for_severe_hydrops_complicated_by_Rhesus_hemolytic_disease_
http://www.ncbi.nlm.nih.gov/pubmed/11568796
http://www.musaeduca.cl/site/lib/revistas/Febrero2012/Long-termneurodevelopmentaloutcomeafterintrauterinetransfusionforhemolyticdiseaseofthefetusnewborntheLOTUSstudy.pdf
http://www.ncbi.nlm.nih.gov/pubmed/15255845
http://www.ncbi.nlm.nih.gov/pubmed/10620643


Citation: Badran EF, Al-lawama M, Masri A, Al-Amouri I, Kazaleh FA (2013) Fetal Intrauterine Transfusion Therapy: Neonatal Outcomes. J Blood 
Lymph 3: 112. doi:10.4172/2165-7831.1000112

Page 7 of 7

Volume 3 • Issue 1 • 1000112
J Blood Lymph
ISSN: 2165-7831 JBL, an open access journal 

to maternal red-cell alloimmunization. Collaborative Group for Doppler 
Assessment of the Blood Velocity in Anemic Fetuses. N Engl J Med 342: 9-14. 

9. Moise KJ (2002) Management of rhesus alloimmunization in pregnancy.
Obstetrics and Gynecology 112: 164-176. 

10. American Academy of Pediatrics Subcommittee on Hyperbilirubinemia (2004)
Management of hyperbilirubinemia in the newborn infant 35 or more weeks of
gestation. Pediatrics 114: 297-316. 

12. Papantoniou N, Sifakis S, Antsaklis A (2013) Therapeutic management of fetal
anemia: review of standard practice and alternative treatment options. J Perinat 
Med 41: 71-82. 

13. Weisz B, Rosenbaum O, Chayen B, Peltz R, Feldman B, et al. (2009) Outcome 
of severely anaemic fetuses treated by intrauterine transfusions. Arch Dis Child 
Fetal Neonatal Ed 94: F201-204. 

14. Schumacher B, Moise KJ Jr (1996) Fetal transfusion for red blood cell
alloimmunization in pregnancy. Obstet Gynecol 88: 137-150. 

15. McGlone L, Simpson JH, Scott-Lang C, Cameron AD, Brennand J (2011) Short-
term outcomes following intrauterine transfusion in Scotland. Arch Dis Child
Fetal Neonatal Ed 96: F69-70. 

16. De Boer IP, Zeestraten EC, Lopriore E, van Kamp IL, Kanhai HH, et al. (2008)
Pediatric outcome in Rhesus hemolytic disease treated with and without
intrauterine transfusion. Am J Obstet Gynecol 198: 54. 

17. Farrant B, Battin M, Roberts A (2001) Outcome of infants receiving in-utero
transfusions for haemolytic disease. N Z Med J 114: 400-403. 

18. Naeye RL (1975) Fetal lung and kidney maturation in abnormal pregnancies.
Arch Pathol 99: 533-535. 

19. Donato H, Bacciedoni V, García C, Schvartzman G, Vain N (2009) [Recombinant 
erythropoietin as treatment for hyporegenerative anemia following hemolytic
disease of the newborn]. Arch Argent Pediatr 107: 119-125. 

20. Scaradavou A, Inglis S, Peterson P, Dunne J, Chervenak F, et al. (1993)
Suppression of erythropoiesis by intrauterine transfusions in hemolytic disease 
of the newborn: use of erythropoietin to treat the late anemia. J Pediatr 123:
279-284. 

21. Greenough A (1999) Rhesus disease: postnatal management and outcome.
Eur J Pediatr 158: 689-693. 

22. Zuppa AA, Alighieri G, Calabrese V, Visintini F, Cota F, et al. (2010) Recombinant 
human erythropoietin in the prevention of late anemia in intrauterine transfused 
neonates with Rh-isoimmunization. J Pediatr Hematol Oncol 32: e95-101. 

23. Elalfy MS, Elbarbary NS, Abaza HW (2011) Early intravenous immunoglobin
(two-dose regimen) in the management of severe Rh hemolytic disease of
newborn--a prospective randomized controlled trial. Eur J Pediatr 170: 461-
467. 

24. Gottstein R, Cooke RW (2003) Systematic review of intravenous immunoglobulin 
in haemolytic disease of the newborn. Arch Dis Child Fetal Neonatal Ed 88: F6-
10. 

25. Monpoux F, Dageville C, Maillotte AM, De Smet S, Casagrande F, et al. (2009) 
[High-dose intravenous immunoglobulin therapy and neonatal jaundice due to
red blood cell alloimmunization]. Arch Pediatr 16: 1289-1294. 

26. Santos MC, Sá C, Gomes SC Jr, Camacho LA, Moreira ME (2013) The efficacy 
of the use of intravenous human immunoglobulin in Brazilian newborns with
rhesus hemolytic disease: a randomized double-blind trial. Transfusion 53:
777-782. 

27. Smits-Wintjens VE, Walther FJ, Rath ME, Lindenburg IT, te Pas AB, et al.
(2011) Intravenous immunoglobulin in neonates with rhesus hemolytic disease: 
a randomized controlled trial. Pediatrics 127: 680-686. 

28. Voto LS, Sexer H, Ferreiro G, Tavosnanska J, Orti J, et al. (1995) Neonatal
administration of high-dose intravenous immunoglobulin in rhesus hemolytic
disease. J Perinat Med 23: 443-451. 

29. Figueras-Aloy J, Rodríguez-Miguélez JM, Iriondo-Sanz M, Salvia-Roiges MD,
Botet-Mussons F, et al. (2010) Intravenous immunoglobulin and necrotizing
enterocolitis in newborns with hemolytic disease. Pediatrics 125: 139-144.

11. Jabal AA, Shubeilat T (2003) The Frequency of Rhesus Phenotypes at King
Hussein Medical Center. JRMS serial on the Internet.

http://www.ncbi.nlm.nih.gov/pubmed/10620643
http://www.researchgate.net/publication/5260835_Management_of_rhesus_alloimmunization_in_pregnancy
http://www.ncbi.nlm.nih.gov/pubmed/15231951
http://www.jrms.gov.jo/Portals/1/Journal/2003/pdf%20june%202003/THE%20FREQUENCY%20OF%20RHESUS%20PHENOTYPES.pdf
http://www.ncbi.nlm.nih.gov/pubmed/23093258
http://www.ncbi.nlm.nih.gov/pubmed/19000998
http://www.ncbi.nlm.nih.gov/pubmed/8684747
http://www.ncbi.nlm.nih.gov/pubmed/19395394
http://www.ncbi.nlm.nih.gov/pubmed/18166305
http://www.ncbi.nlm.nih.gov/pubmed/11665927
http://www.ncbi.nlm.nih.gov/pubmed/1242651
http://www.ncbi.nlm.nih.gov/pubmed/19452083
http://www.ncbi.nlm.nih.gov/pubmed/8345428
http://www.ncbi.nlm.nih.gov/pubmed/10485296
http://www.ncbi.nlm.nih.gov/pubmed/20216236
http://www.ncbi.nlm.nih.gov/pubmed/20924607
http://www.ncbi.nlm.nih.gov/pubmed/12496219
http://www.ncbi.nlm.nih.gov/pubmed/19586760
http://www.ncbi.nlm.nih.gov/pubmed/22882285
http://www.ncbi.nlm.nih.gov/pubmed/21422084
http://www.ncbi.nlm.nih.gov/pubmed/8904473
http://www.ncbi.nlm.nih.gov/pubmed/19948572

	Title
	Corresponding author
	Abstract
	Keywords
	Abbreviations
	Introduction
	Materials and Methods
	Participants
	Definitions
	Family characteristics
	Fetal characteristics
	Neonatal outcomes

	Results
	Participants
	Family characteristics
	Fetal characteristics
	Neonatal outcomes
	Neurodevelopmental outcome at 12 months

	Discussion
	Acknowledgments
	Funding
	Table 1
	Table 2
	Table 3
	Table 4
	Table 5
	References



