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Pregnancy outcomes 
in women affected by fetal 
alpha‑thalassemia: a case control 
study
Jiangheng Li1,2, Jingli Yan1,2, Yongquan Huang1, Jinlu Wei1, Bingyan Xie1, Maoling Zhu1* & 
Wu Jiang1*

To evaluate the possible associations between fetal α‑thalassemia and risk of adverse pregnancy 
outcomes using a provincial woman‑child health service information database in China. This was a case 
control study (N = 438,747) in which we compared all singleton pregnancies of women with or without 
the α‑thalassemia trait from May 2016 to May 2020, and where women with the trait were further 
allocated to a normal fetal group, a group of fetuses with the α‑thalassemia trait, and a fetal group 
with hemoglobin H (HbH) disease according to the results of fetal DNA analysis. With thalassemic 
women whose fetuses were normal as the reference, fetuses in the HbH disease group showed a 
higher increase in the odds of Apgar scores being < 7 at 1 min (adjusted odds ratio [aOR], 2.79; 1.03–
7.59) and 5 min (aOR, 4.56; 1.07–19.40). With non‑thalassemic women as the reference, these trends 
were more obvious (aOR, 4.83; 2.55–9.16; aOR, 6.24; 2.75–14.18, respectively); whereas the normal 
fetal group was more likely to be diagnosed with postpartum hemorrhage (aOR, 1.66; 1.10–2.50). In 
addition, fetal HbH disease and gestational age were two independent factors influencing low Apgar 
scores, and their combination reflected medium accuracy in Apgar predictions.

Alpha (α)-thalassemia is an autosomal recessive disease that is caused by deletion or mutation of one or both of 
the linked α-globin genes that are present on the short arm of each chromosome 16 (16p13.3)1–3. α-Thalassemia 
is comprised of α+-thalassemia and α0-thalassemia. α+-Thalassemia occurs as a result of deletions (e.g., –α3.7 
and –α4.2) or point mutations (e.g., αCSα and αQSα) in the single α-globin gene; whereas α0-thalassemia, the more 
severe form of α-thalassemia, is usually caused by deletions of larger fragments that involve both linked α-globin 
genes (e.g., –SEA and –THAI)4.

The α+-thalassemia mutation—which occurs at a frequency of 10–25% in tropical areas such as sub-Saharan 
Africa, Mediterranean regions, the Middle East, South Asia, and Southeast Asia—is the most common monogenic 
disease observed  worldwide5,6. Compared to α+-thalassemia, α0-thalassemia is much less common, but spread 
at a high frequency in the Mediterranean basin and particularly in Southeast Asia, including Southern  China7. 
Guangxi province is located in the southern regions of China, in which the prevalence of α-thalassemia is over 
14%, whereas the overall prevalence in China is 7.88%, and this undoubtedly represents the highest prevalence 
of any region in  China8–10. In addition, the –SEA variant is found to be the most common mutation in mainland 
China, accounting for approximately 50% of α-thalassemia in Guangxi  province8,10,11. α-Thalassemia has thus 
become a major public health issue in China, especially in Guangxi province.

The α-thalassemia trait, one form of mild microcytic hypochromic anemia, is usually observed in α+-
thalassemia homozygotes or α0-thalassemia  heterozygotes4. Hemoglobin H (HbH) disease (the compound het-
erozygous condition for α+-thalassemia and α0-thalassemia) can present notable phenotypic variability—vary-
ing from asymptomatic, to severe hemolytic anemia, and even to hydrops fetalis syndrome in utero—and it is 
particularly prevalent in southern  China12. Some investigators have recently suggested that women with the 
α-thalassemia trait or HbH disease exhibit lower hemoglobin (Hb) levels that are significantly associated with 
increased risk for adverse pregnancy outcomes such as preterm birth and low birth weight, when compared with 

OPEN

1Department of Maternity-Child Health and Family Planning Services, Affiliated Nanning Maternal and Child Health 
Hospital of Guangxi Medical University, No. 20 Liwan Road, Qingxiu District, Nanning City 530022, Guangxi Province, 
China. 2These authors contributed equally: Jiangheng Li and Jingli Yan. *email: 3152284326@qq.com; bjbjw@163.com

http://crossmark.crossref.org/dialog/?doi=10.1038/s41598-021-95998-1&domain=pdf


2

Vol:.(1234567890)

Scientific Reports |        (2021) 11:17305  | https://doi.org/10.1038/s41598-021-95998-1

www.nature.com/scientificreports/

women without  thalassemia13–15. However, there are few studies on the influences of fetuses suffering from these 
disease on outcomes of pregnancy.

Our objective was to investigate the possible associations between fetuses with the α-thalassemia trait or 
HbH disease and adverse pregnancy outcomes among women by using a population-based case-control study. 
We posited that this study would provide more comprehensive and accurate risk estimates for both parents with 
α-thalassemia so as to reduce the incidence of adverse pregnancy outcomes.

Methods
Study population. In Guangxi province, information from antenatal, delivery, newborn, and child death 
records for all births in which newborns delivered after 20 weeks of gestation is abstracted from the medical 
records into the Guangxi Woman and Child Health Service Information System, a provincial database adminis-
tered by the Guangxi Health Commission. All information is then inputted by health information management 
professionals who undergo a training program every year. Data quality is maintained by ongoing hospital self-
checks, municipal or provincial-level quality checks, and checks in the data-entry software program.

We conducted a population-based case-control study in which we compared pregnancy outcomes of women 
with and without the α-thalassemia trait, and further allocated women with the trait to a normal fetal group, a 
group with fetuses manifesting the α-thalassemia trait, and a group with fetuses exhibiting HbH disease. Preg-
nant women and their partners were first screened using the red blood cell indices [mean cell volume (MCV) 
and mean cell hemoglobin (MCH)] and hemoglobin electrophoresis. If MCV was < 82 fl, MCH was < 27 pg, 
HbA2 concentration was > 3.5% or < 2.5%, HbF was increased, or abnormal hemoglobin bands occurred, he or 
she would be considered a possible thalassemia carrier and be further characterized by molecular diagnosis as 
described  previously11. Next, couples with same type of thalassemia were recommended to undergo a prenatal 
diagnostic procedure as described  previously4 that would identify thalassemic genotypes of their fetuses. We 
recruited all pregnant women who delivered at Nanning, the capital of Guangxi province, between May 2016 
and May 2020. The inclusion criteria for the study group were as follows: (1) pregnant women diagnosed with 
the α-thalassemia trait without β-thalassemia disease, with their partners also of the same type; (2) thalassemic 
women whose fetuses had non-thalassemia, α-thalassemia trait or HbH disease as identified by invasive prenatal 
diagnosis; (3) singleton pregnancy; and (4) the presence of available data for clinical characteristics and preg-
nancy outcomes. Pregnant women who delivered at Nanning in the same period were recruited as the control 
group. The inclusion criteria for the control group were as follows: (1) neither mother nor partner had thalas-
semia; and (2) singleton pregnancy with available data of clinical characteristics and pregnancy outcome. The 
flow diagram for study participants was shown in Fig. 1. Ethics approval was obtained from the Ethics Committee 
of Affiliated Nanning Maternal and Child Health Hospital of Guangxi Medical University, and all participants 

Pregnant women whose 
newborns delivered after 

20 weeks of gestation
(N=503, 165)

Singleton pregnancy
(N=495, 327)

Twin or multiple pregnancy (N=7, 838)

Neither women nor 
partners had thalassemia 

(N=437, 382)

Women diagnosed with the α-thalassemia trait without β-thalassemia 
disease, with their partners also of the same type (N=1, 365)

Thalassemic women whose fetuses were normal: 446
Thalassemic women whose fetuses had α-thalassemia trait: 708
Thalassemic women whose fetuses had HbH disease: 211

Exclude (N=56, 580)
Women with the other thalassemia: 38, 776
Non-thalassemic women whose partners had 
thalassemia: 15, 608
Missing data on maternal sociodemographic 
characteristics: 1, 321
Missing data on fetal presentation: 875

Figure 1.  Study flow diagram.
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or their legal guardians provided written informed consent. All methods were carried out in accordance with 
relevant guidelines and  regulations4,11,13. Maternal clinical characteristics, pregnancy outcomes—as well as data 
from maternal and fetal genotypes in our study—came from the Guangxi Woman and Child Health Service 
Information System.

Definition and outcomes. The following clinical characteristics were evaluated: maternal age, maternal 
anemia during pregnancy (hemoglobin less than 10 g/dL), number of prenatal visits greater than 10, gestational 
weeks at first visit, gravidity, parity, ethnicity, and residency in Guangxi province. We also assessed the following 
pregnancy outcomes: cesarean delivery, postpartum hemorrhage (the loss of more than 500 mL of blood within 
the first 24 h following childbirth), birth before 34 weeks of gestation, birth before 37 weeks of gestation, fetal 
growth restriction (birth weight less than the 10th percentile of the normal growth curve), low birth weight 
(birth weight less than 2500 g), macrosomia (birth weight not less than 4000 g), Apgar scores at 1 and 5 min less 
than 7, and perinatal death (death in utero after 20 weeks of gestation or within 7 days of birth).

Statistical analysis. We analyzed differences among all four groups or three subgroups according to demo-
graphic variables and prevalence of adverse pregnancy outcomes using χ2 or the Fisher–Freeman–Halton exact 
test. To uncover the potential associations between fetal α-thalassemia and pregnancy outcomes, binary logistic 
regression analyses were performed where we compared each of the study groups with their reference groups. In 
addition, we constructed a binary logistic regression model with backward elimination (Backward Likelihood 
Ratio) to explore any independent factors influencing low Apgar scores. The above statistical analyses were 
performed using SPSS version 17.0 (SPSS, Chicago, IL, USA). We used receiver operating characteristic (ROC) 
curve analysis, as calculated with MedCalc Statistical Software version 15.2.2 (MedCalc Software Bvba, Ostend, 
Belgium), to evaluate the ability of the various factors in predicting low Apgar scores. The data points for the 
ROC curve were derived exclusively from subjects with the α-thalassemia trait. The descriptive data are pre-
sented as numbers (percentages). The measure of association between exposure and outcome was expressed as 
odds ratios (ORs) with 95% confidence intervals (CIs). A value of P < 0.05 was considered statistically significant.

Table 1.  Baseline characteristics of thalassemic women and controls. Data are n (%) unless otherwise 
specified. *Includes two types of heterozygous mutations, –SEA/αα (99.12%) and –THAI/αα (0.88%). †Includes 
two types of heterozygous mutations, –SEA/αα (98.45%) and –THAI/αα (1.55%). ‡There were 184 deletional HbH 
diseases (–/–α) and 27 non-deletional HbH diseases (–/αTα). Deletional HbH diseases comprised –SEA/–α3.7 
(64.67%) and –SEA/–α4.2 (35.33%), while non-deletional HbH diseases comprised –SEA/αCSα (92.59%) and –SEA/
αQSα (7.41%). §Chi-squared test for three subgroups. ║Chi-squared test for all groups.

Characteristics Control group (n = 437,382)

Women with the α-thalassemia trait*

P1
§ (P2

║)Normal fetal group (n = 446)
Fetal group with 
α-thalassemia  trait† (n = 708)

Fetal group with HbH  disease‡ 
(n = 211)

Maternal age (y) 0.100 (.254)

12–19 12,956 (2.96) 11 (2.47) 18 (2.54) 11 (5.21)

20–34 346,994 (79.33) 353 (79.15) 573 (80.93) 155 (73.46)

35–58 77,432 (17.70) 82 (18.39) 117 (16.53) 45 (21.33)

Maternal anemia (Hb < 10 g/
dL) 37,864 (8.66) 68 (15.25) 133 (18.79) 42 (19.91) 0.213 (< .001)

Number of prenatal visits > 10 206,526 (47.22) 245 (54.93) 376 (53.11) 118 (55.92) 0.709 (< .001)

Gestational weeks at first visit 0.051 (.062)

< 13 320,425 (73.26) 317 (71.08) 526 (74.29) 139 (65.88)

13–42 116,957 (26.74) 129 (28.92) 182 (25.71) 72 (34.12)

Gravidity 0.461 (.069)

1 100,526 (22.98) 105 (23.54) 188 (26.55) 57 (27.01)

2–23 336,856 (77.02) 341 (76.46) 520 (73.45) 154 (72.99)

Parity 0.080 (< .001)

Nulliparous 165,076 (37.74) 213 (47.76) 331 (46.75) 117 (55.45)

Parous 272,306 (62.26) 233 (52.24) 377 (53.25) 94 (44.55)

Ethnic group 0.311 (< .001)

Han 228,462 (52.23) 185 (41.48) 323 (45.62) 94 (44.55)

Zhuang 193,659 (44.28) 244 (54.71) 371 (52.40) 111 (52.61)

Others 15,261 (3.49) 17 (3.81) 14 (1.98) 6 (2.84)

Residency in Guangxi province 411,730 (94.14) 442 (99.10) 702 (99.15) 209 (99.05) 0.989 (< .001)
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Results
Clinical characteristics of subjects. Nearly all of pregnant women were Chinese nationals residing in 
Guangxi province. As depicted in Table 1, there were no statistical differences in any baseline characteristic of 
thalassemic women among the three subgroups. Four groups were comparable in terms of maternal age, gesta-
tional weeks at first visit and gravidity, but maternal anemia, parity, ethnic group, residency in Guangxi prov-
ince, and the number of prenatal visits were statistically different. The rate of maternal anemia was significantly 
higher in the normal fetal group, fetal group with the α-thalassemia trait, and the fetal group with HbH disease 
compared with the control group. In addition, we noted higher percentages of nulliparity, Zhuang ethnicity, 
residency in Guangxi province, and the number of prenatal visits > 10 among thalassemic women relative to 
controls.

Maternal and neonatal outcomes. As shown in Table 2, a larger proportion of fetuses with HbH disease 
were likely to show low Apgar scores compared with the normal fetal group, but cesarean delivery, postpartum 
hemorrhage, birth before 34 or 37 weeks of gestation, fetal growth restriction, low birth weight, macrosomia, and 
perinatal death were not statistically different among the three subgroups. Compared with the control group, the 
proportion with low Apgar scores was also significantly larger among fetuses with HbH disease. Interestingly, 
the rate of postpartum hemorrhage was mildly higher in the normal fetal group compared with the controls. 
Although there was no statistical difference in the rate of low birth weight among the four groups, there was a 
statistical difference between the control group and the group of fetuses with HbH disease (P = 0.012). The differ-
ences in the proportions with respect to cesarean delivery, birth before 34 or 37 weeks of gestation, fetal growth 
restriction, macrosomia, and perinatal death were not statistically different among the four groups.

Fetal α‑thalassemia was associated with adverse pregnancy outcomes. All variables with regard 
to pregnancy outcome that were found to possess P values < 0.05 for all four groups using the Chi-squared test 
were entered into the logistic models. As depicted in Table 3, the associations did not change markedly after 

Table 2.  Comparison of pregnancy outcomes among the four groups. Data are n (%) unless otherwise 
specified. *Chi-squared or Fisher–Freeman–Halton exact test for three subgroups. †Chi-squared or Fisher–
Freeman–Halton exact test for all groups.

Outcome Control group (n = 437,382)

Women with α-thalassemia trait

P1* (P2
†)Normal fetal group (n = 446)

Fetal group with α-thalassemia 
trait (n = 708)

Fetal group with HbH disease 
(n = 211)

Cesarean delivery 127,851 (29.23) 137 (30.72) 208 (29.38) 63 (29.86) 0.889 (.914)

Postpartum hemorrhage 14,232 (3.25) 24 (5.38) 30 (4.24) 9 (4.27) 0.643 (.026)

Birth before 34 weeks of 
gestation 5221 (1.19) 8 (1.79) 6 (0.85) 4 (1.90) 0.283 (.398)

Birth before 37 weeks of 
gestation 25,205 (5.76) 25 (5.61) 48 (6.78) 17 (8.06) 0.477 (.333)

Fetal growth restriction 9198 (2.10) 7 (1.57) 15 (2.12) 6 (2.84) 0.551 (.758)

Low birth weight 22,695 (5.19) 23 (5.16) 40 (5.65) 19 (9.00) 0.129 (.088)

Macrosomia 12,986 (2.97) 13 (2.91) 27 (3.81) 6 (2.84) 0.640 (.622)

Apgar score < 7 at 1 min 4034 (0.92) 7 (1.57) 9 (1.27) 10 (4.74) 0.004 (< .001)

Apgar score < 7 at 5 min 1918 (0.44) 3 (0.67) 1 (0.14) 6 (2.84) 0.001 (.001)

Perinatal death 1874 (0.43) 1 (0.22) 1 (0.14) 2 (0.95) 0.147 (.359)

Table 3.  Unconditional binary logistic regression analysis of pregnancy outcomes with thalassemic women 
whose fetuses were normal as the reference group. *Adjusted for maternal age, gravidity, parity, ethnic group, 
gestational weeks at first visit, number of prenatal visits, residency in Guangxi province or fetal sex.

Outcome Unadjusted OR 95% CI P value aOR* 95% CI P

Postpartum hemorrhage

Fetal group with α-thalassemia trait 0.78 0.45–1.35 0.371 0.80 0.46–1.39 0.426

Fetal group with HbH disease 0.78 0.36–1.72 0.542 0.76 0.34–1.68 0.496

Apgar score < 7 at 1 min

Fetal group with α-thalassemia trait 0.81 0.30–2.18 0.674 0.79 0.29–2.17 0.649

Fetal group with HbH disease 3.12 1.17–8.32 0.023 2.79 1.03–7.59 0.044

Apgar score < 7 at 5 min

Fetal group with α-thalassemia trait 0.21 0.02–2.01 0.176 0.20 0.02–1.95 0.262

Fetal group with HbH disease 4.32 1.07–17.45 0.040 4.56 1.07–19.40 0.040
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adjusting for maternal age, gravidity, parity, ethnic group, gestational weeks at first visit, number of prenatal vis-
its, residency in Guangxi province, or fetal sex in the binary regression analyses compared with crude regression 
analyses. The final binary logistic regression models demonstrated that compared with the normal fetal group, 
fetuses with HbH disease showed a 179% increase in the odds of an Apgar score < 7 at 1 min (4.74% vs 1.57%; 
adjusted odds ratio [aOR], 2.79; 1.03–7.59), and a 356% increase in the odds of an Apgar score < 7 at 5 min 
(2.84% vs 0.67%; aOR, 4.56; 1.07–19.40), whereas fetuses with the α-thalassemia trait did not change. These 
results suggested that fetuses with HbH disease instead of the α-thalassemia trait were likely to have an increased 
risk for low Apgar scores.

With the control group as the reference, fetuses with HbH disease were at an obviously higher risk of an 
Apgar score being < 7 at 1 min (4.74% vs 0.92%; aOR, 4.83; 2.55–9.16) and an Apgar score < 7 at 5 min (2.84% vs 
0.44%; aOR, 6.24; 2.75–14.18), as shown in Table 4. Notably, the odds of postpartum hemorrhage were slightly 
increased in the normal fetal group (aOR, 1.66; 1.10–2.50) compared with the control group.

Low Apgar scores and associated factors. To identify the potential factors influencing low Apgar 
scores, we used binary logistic regression with backward elimination (Backward Likelihood Ratio) to analyze the 
thalassemic women, where only fetal α-thalassemia and gestational age were included in the model. As displayed 
in Table 5, fetal HbH disease was positively associated with an Apgar score < 7 at 1 min (OR, 3.37; 1.16–9.78) 
and an Apgar score < 7 at 5 min (OR, 4.50; 1.00–20.23). Gestational age was negatively correlated with an Apgar 
score < 7 at 1 min (OR, 0.63; 0.54–0.73) and an Apgar score < 7 at 5 min (OR, 0.65; 0.53–0.80). Therefore, fetal 
HbH disease and gestational age were two independent factors that influenced low Apgar scores.

Diagnostic value of single indicator and combination in predicting low Apgar scores. The 
results of ROC curve analyses showed that gestational age alone had a low accuracy in predicting an Apgar 
score < 7 at 1 min (AUC, 0.692; 0.655–0.727), with a sensitivity of 70.59% and specificity of 52.97%. Gestational 
age of 37 weeks had the best sensitivity (55.56%) and specificity (80.56%) in predicting an Apgar score < 7 at 
5 min (AUC, 0.708; 0.672–0.743), where the P value was very close to the level of significance (Table 6; Fig. 2). 
When fetal HbH disease and gestational age were combined in the prediction of an Apgar score < 7 at 1 min and 
an Apgar score < 7 at 5 min, the AUC values were 0.760 (0.725–0.792) and 0.769 (0.735–0.801), respectively; 
the sensitivity values were 76.47% and 77.78%, respectively; and the specificity values were 70.47% and 71.45%, 
respectively. Combining fetal HbH disease and gestational age produced a medium accuracy in predicting an 
Apgar score < 7 at 1 or 5 min, although the AUC values were not significantly higher than those for gestational 
age alone (P = 0.076, P = 0.232, respectively).

Table 4.  Unconditional binary logistic regression analysis of pregnancy outcomes with women without 
thalassemia as the reference group. *Adjusted for maternal age, gravidity, parity, ethnic group, gestational 
weeks at first visit, number of prenatal visits, residency in Guangxi province or fetal sex.

Outcome Unadjusted OR 95% CI P value aOR* 95% CI P

Postpartum hemorrhage

Normal fetal group 1.69 1.12–2.55 0.012 1.66 1.10–2.50 0.016

Fetal group with α-thalassemia trait 1.32 0.91–1.90 0.142 1.32 0.91–1.90 0.142

Fetal group with HbH disease 1.32 0.68–2.58 0.409 1.29 0.66–2.52 0.456

Apgar score < 7 at 1 min

Normal fetal group 1.71 0.81–3.62 0.158 1.70 0.81–3.61 0.163

Fetal group with α-thalassemia trait 1.38 0.72–2.67 0.334 1.36 0.70–2.62 0.364

Fetal group with HbH disease 5.34 2.83–10.09 < 0.001 4.83 2.55–9.16 < 0.001

Apgar score < 7 at 5 min

Normal fetal group 1.54 0.50–4.81 0.453 1.59 0.51–4.96 0.425

Fetal group with α-thalassemia trait 0.32 0.05–2.29 0.258 0.33 0.05–2.32 0.262

Fetal group with HbH disease 6.65 2.95–14.98 < 0.001 6.24 2.75–14.18 < 0.001

Table 5.  Binary logistic regression with backward elimination (Backward Likelihood Ratio), of factors 
associated with low Apgar score among thalassemic women. *Lower limit of 95% confidence interval for odds 
ratio = 1.000024. †P = 0.049996.

Factors

Apgar score < 7 at 1 min Apgar score < 7 at 5 min

OR 95% CI P OR 95% CI P

Fetus with α-thalassemia trait (vs normal) 0.98 0.34–2.81 0.970 0.26 0.03–2.59 0.250

Fetus with HbH disease (vs normal) 3.37 1.16–9.78 0.025 4.50 1.00*–20.23 0.050†

Gestational age 0.63 0.54–0.73 < 0.001 0.65 0.53–0.80 < 0.001
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Discussion
In this study, we demonstrated that fetal HbH disease was associated with increased odds for low Apgar scores, 
and that combining fetal HbH disease with gestational age could to some extent provide a predictor for low Apgar 
scores. In addition, thalassemic women whose fetuses were normal may have increased their risk for postpar-
tum hemorrhage. However, α-thalassemia trait in fetuses was not associated with adverse pregnancy outcomes.

The influence of thalassemia in women on pregnancy outcome is well  documented13–17, whereas the effect 
of thalassemia in the fetus on pregnancy outcome has been largely overlooked. Biochemical characterization 
has shown that Hb F (α2γ2) is formed by combining the α-globin and γ-globin gene products to constitute the 
major hemoglobin component of fetal red blood cells that predominates throughout most of  gestation1,2; however, 
Hb A (α2β2), the other hemoglobin form that is comprised of α-globin and β-globin, accounts for the minority 
during the fetal period due to little expression of the β-gene1,2. In addition, the red blood cell indices such as 
Hb, MCV, MCH, and mean cell hemoglobin concentration (MCHC) are significantly different between normal 
fetuses and fetuses with α-thalassemia disease, but not between unaffected and affected fetuses with homozygous 
β-thalassemia  disease18,19. For the above reasons, we assumed that fetuses afflicted with α-thalassemia instead of 
β-thalassemia might exert a significant impact on maternal and especially fetal outcomes of pregnancy. In this 
study, we were able to determine the influence of fetuses with α-thalassemia and its combination with maternal 
α-thalassemia on pregnancy outcomes, and this distinguishes ours from other  studies13,15,20. Therefore, this 
study provided a more precise risk estimate of adverse pregnancy outcomes for both parents with α-thalassemia.

The percentage of individuals of Zhuang ethnicity was higher in thalassemic women compared with controls, 
implying that the Zhuang seem to show a genetic predisposition to α-thalassemia—probably due to a founder 
effect event initiated by genetic drift, isolated living conditions, and religious customs such as endogamous 
 marriage9. Guangxi province is the region where most of the Zhuang live, and in this study, we found a higher 
percentage of residency in Guangxi province among thalassemic women relative to controls, which indirectly 
indicated a higher prevalence there. Thalassemic women had a higher number of prenatal visits > 10 because they 
needed to undergo more medical examinations to ensure that they were healthy enough to give birth to healthy 
babies. Additionally, higher incidences of anemia and nulliparity were found in thalassemic women, which was 
consistent with previous  investigations15,16,20.

Some investigators who evaluated pregnancy outcome of women with HbH disease found a higher rate of 
low birth  weight13,21. However, it was unclear whether fetuses with HbH disease had a direct effect on low birth 
weight. Interestingly, we observed no significant difference in the rate of low birth weight among the four groups, 

Table 6.  The sensitivity and specificity of gestational age alone and its combination with fetal HbH disease 
in the prediction of an Apgar score < 7 at 1 or 5 min among thalassemic women. AUC, area under the curve. 
*Gestational age. †Fetus with HbH disease + Gestational age.

State variable Test variable Cutoff value Sensitivity (%) Specificity (%) P AUC 95% CI

Apgar score < 7 at 1 min
X1* (week) 38 70.59 52.97 0.013 0.692 0.655–0.727

X2† – 76.47 70.47 < 0.001 0.760 0.725–0.792

Apgar score < 7 at 5 min
X1* (week) 37 55.56 80.56 0.068 0.708 0.672–0.743

X2† – 77.78 71.45 0.020 0.769 0.735–0.801

Figure 2.  The receiver operating characteristics curves of gestational age alone and its combination with fetal 
HbH disease in predicting an Apgar score < 7 at 1 (A) or 5 (B) minutes among thalassemic women.
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but the rate achieved statistical difference between non-thalassemic women and thalassemic women whose 
fetuses had HbH disease. Although the rate of low birth weight between the normal fetal group and the group 
of fetuses with HbH disease was not statistically significant (P = 0.060), it showed a tendency to increase. Thus, 
the relationship between fetal HbH disease and low birth weight requires further study.

Postpartum hemorrhage is the leading direct cause of maternal death worldwide, particularly in developing 
countries, including  China22,23, and comparable rates of postpartum hemorrhage between thalassemic and non-
thalassemic women have been found in previous  studies13,20. Unlike the previous reports, however, we herein 
uncovered a higher rate of postpartum hemorrhage among thalassemic women whose fetuses were normal 
compared with controls. We postulated that the significant differences in red blood cell indices (e.g., Hb, MCV, 
and MCH) between mother and fetus—caused by maternal thalassemia—may be a potential cause for postpar-
tum hemorrhage in the thalassemic women whose fetuses were normal. However, this hypothesis needs to be 
confirmed by further cohort studies.

Low Apgar scores have been associated with an increased risk of adverse pregnancy outcomes, mental retar-
dation, and infant  mortality24–27. In contrast with previous  studies13,21, we uncovered a relationship between 
HbH disease and low Apgar scores, where fetuses with HbH disease were more likely to show lower Apgar 
scores compared with the normal fetal group. It was noteworthy that this trend was more obvious when non-
thalassemic women were used as the reference. In the fetal period, a large excess of γ-chains instead of β-chains 
are produced and form γ4 tetramers (Hb Bart’s) in fetuses with HbH  disease12; however, the oxygen affinity of 
these homotetramers is too high to effectively deliver oxygen to tissues, increasing the odds of perinatal asphyxia. 
We hypothesized that the lower levels of Hb in maternal and particularly fetal blood (initiated by both showing 
α-thalassemia)13,15,18,28, may contribute to low Apgar scores.

Consistent with the previous  study29, we herein found a significant negative association between gestational 
age and low Apgar scores among thalassemic women. However, we noted that predicting low Apgar scores based 
on gestational age alone was less accurate using a ROC curve. Intriguingly, when gestational age was combined 
with fetal HbH disease, we demonstrated a slightly better predictive value for low Apgar scores.

Several limitations to our study were also present. First, this study lacked data on fetal red blood cell indices 
(e.g., Hb, MCV, and MCH), because the technique for collecting fetal blood samples was invasive, and a large 
number of pregnant women showed a reduced willingness to support this work. This made it impossible for us 
to directly assess the impact of fetal anemia on pregnancy outcome. Second, our study—which was based on a 
multi-institutional database—was prone to possess investigational bias because it was difficult to standardize 
the measuring instruments used by different hospitals, although eligibility criteria were formulated to minimize 
this. Third, a small portion of the clinical data was absent or missing owing to retrospective collection, and may 
have affected our analytical results. Therefore, a prospective study will in the future contribute to confirming 
the results of our investigation.

Conclusion
Our investigation conclusively demonstrated that the pregnancy outcomes of thalassemic women whose fetuses 
had the α-thalassemia trait were favorable. However, it was notable that a higher incidence of postpartum hem-
orrhage was found among thalassemic women with normal fetuses. More importantly, fetal HbH disease was 
associated with an increased risk for low Apgar scores. In addition, the combination of gestational age and fetal 
HbH disease presented a medium efficiency for predicting low Apgar scores. Owing to the deficiency in retro-
spective methodology, further prospective studies need to be performed to confirm the relationships between 
fetal α-thalassemia and specific pregnancy outcomes.

Data availability
The data used and analyzed during the current study are available from the corresponding author on reasonable 
request.

Received: 24 January 2021; Accepted: 2 August 2021

References
 1. Taher, A. T., Weatherall, D. J. & Cappellini, M. D. Thalassaemia. Lancet 391, 155–167. https:// doi. org/ 10. 1016/ S0140- 6736(17) 

31822-6 (2018).
 2. Farashi, S. & Harteveld, C. L. Molecular basis of alpha-thalassemia. Blood Cells Mol. Dis. 70, 43–53. https:// doi. org/ 10. 1016/j. bcmd. 

2017. 09. 004 (2018).
 3. He, S. et al. Characterization of Hb Bart’s hydrops fetalis caused by – –(SEA) and a large novel alpha(0)-thalassemia deletion. 

Hemoglobin 42, 61–64. https:// doi. org/ 10. 1080/ 03630 269. 2018. 14341 98 (2018).
 4. Lai, K. et al. Invasive prenatal diagnosis of alpha-thalassemia to control Hb Bart’s hydrops fetalis syndrome: 15 years of experience. 

Arch. Gynecol. Obstet. 298, 307–311. https:// doi. org/ 10. 1007/ s00404- 018- 4807-4 (2018).
 5. Williams, T. N. & Weatherall, D. J. World distribution, population genetics, and health burden of the hemoglobinopathies. Cold 

Spring Harb. Perspect. Med. 2, a011692. https:// doi. org/ 10. 1101/ cshpe rspect. a0116 92 (2012).
 6. Weatherall, D. J. The evolving spectrum of the epidemiology of thalassemia. Hematol. Oncol. Clin. North Am. 32, 165–175. https:// 

doi. org/ 10. 1016/j. hoc. 2017. 11. 008 (2018).
 7. Birgens, H. & Ljung, R. The thalassaemia syndromes. Scand. J. Clin. Lab. Invest. 67, 11–26. https:// doi. org/ 10. 1080/ 00365 51060 

10464 17 (2009).
 8. Lai, K., Huang, G., Su, L. & He, Y. The prevalence of thalassemia in mainland China: Evidence from epidemiological surveys. Sci. 

Rep. 7, 920. https:// doi. org/ 10. 1038/ s41598- 017- 00967-2 (2017).
 9. Xiong, F. et al. Molecular epidemiological survey of haemoglobinopathies in the Guangxi Zhuang Autonomous Region of southern 

China. Clin. Genet. 78, 139–148. https:// doi. org/ 10. 1111/j. 1399- 0004. 2010. 01430.x (2010).

https://doi.org/10.1016/S0140-6736(17)31822-6
https://doi.org/10.1016/S0140-6736(17)31822-6
https://doi.org/10.1016/j.bcmd.2017.09.004
https://doi.org/10.1016/j.bcmd.2017.09.004
https://doi.org/10.1080/03630269.2018.1434198
https://doi.org/10.1007/s00404-018-4807-4
https://doi.org/10.1101/cshperspect.a011692
https://doi.org/10.1016/j.hoc.2017.11.008
https://doi.org/10.1016/j.hoc.2017.11.008
https://doi.org/10.1080/00365510601046417
https://doi.org/10.1080/00365510601046417
https://doi.org/10.1038/s41598-017-00967-2
https://doi.org/10.1111/j.1399-0004.2010.01430.x


8

Vol:.(1234567890)

Scientific Reports |        (2021) 11:17305  | https://doi.org/10.1038/s41598-021-95998-1

www.nature.com/scientificreports/

 10. Pan, H. F. et al. Current status of thalassemia in minority populations in Guangxi, China. Clin. Genet. 71, 419–426. https:// doi. 
org/ 10. 1111/j. 1399- 0004. 2007. 00791.x (2007).

 11. He, S. et al. Molecular characterization of alpha- and beta-thalassemia in the Yulin region of Southern China. Gene 655, 61–64. 
https:// doi. org/ 10. 1016/j. gene. 2018. 02. 058 (2018).

 12. Chui, D. H., Fucharoen, S. & Chan, V. Hemoglobin H disease: Not necessarily a benign disorder. Blood 101, 791–800. https:// doi. 
org/ 10. 1182/ blood- 2002- 07- 1975 (2003).

 13. Tongsong, T., Srisupundit, K. & Luewan, S. Outcomes of pregnancies affected by hemoglobin H disease. Int. J. Gynaecol. Obstet. 
104, 206–208. https:// doi. org/ 10. 1016/j. ijgo. 2008. 10. 010 (2009).

 14. Traisrisilp, K., Luewan, S. & Tongsong, T. Pregnancy outcomes in women complicated by thalassemia syndrome at Maharaj Nakorn 
Chiang Mai Hospital. Arch. Gynecol. Obstet. 279, 685–689. https:// doi. org/ 10. 1007/ s00404- 008- 0804-3 (2009).

 15. Pang, T. et al. Outcomes of pregnancy among women with alpha-thalassemia minor: A retrospective study of Pingguo county in 
Guangxi Zhuang Autonomous Region. Zhonghua Liu Xing Bing Xue Za Zhi 38, 1620–1623. https:// doi. org/ 10. 3760/ cma.j. issn. 
0254- 6450. 2017. 12. 007 (2017).

 16. Sheiner, E., Levy, A., Yerushalmi, R. & Katz, M. Beta-thalassemia minor during pregnancy. Obstet. Gynecol. 103, 1273–1277. https:// 
doi. org/ 10. 1097/ 01. AOG. 00001 26575. 34482. fb (2004).

 17. Charoenboon, C., Jatavan, P., Traisrisilp, K. & Tongsong, T. Pregnancy outcomes among women with beta-thalassemia trait. Arch. 
Gynecol. Obstet. 293, 771–774. https:// doi. org/ 10. 1007/ s00404- 015- 3908-6 (2016).

 18. Srisupundit, K., Piyamongkol, W. & Tongsong, T. Comparison of red blood cell hematology among normal, alpha-thalassemia-1 
trait, and hemoglobin Bart’s fetuses at mid-pregnancy. Am. J. Hematol. 83, 908–910. https:// doi. org/ 10. 1002/ ajh. 21287 (2008).

 19. Srisupundit, K. et al. Fetal red blood cell hematology at mid-pregnancy among fetuses at risk of homozygous beta-thalassemia 
disease. J. Pediatr. Hematol. Oncol. 35, 628–630. https:// doi. org/ 10. 1097/ MPH. 0b013 e3182 a2717a (2013).

 20. Hanprasertpong, T. et al. Pregnancy outcomes amongst thalassemia traits. Arch. Gynecol. Obstet. 288, 1051–1054. https:// doi. org/ 
10. 1007/ s00404- 013- 2886-9 (2013).

 21. Tantiweerawong, N., Jaovisidha, A. & Israngura Na Ayudhya, N. Pregnancy outcome of hemoglobin H disease. Int. J. Gynaecol. 
Obstet. 90, 236–237. https:// doi. org/ 10. 1016/j. ijgo. 2005. 04. 012 (2005).

 22. Say, L. et al. Global causes of maternal death: A WHO systematic analysis. Lancet Glob. Health 2, e323–e333. https:// doi. org/ 10. 
1016/ S2214- 109X(14) 70227-X (2014).

 23. Zhao, Z. et al. Pregnancy-related ICU admissions from 2008 to 2016 in China: A first multicenter report. Crit. Care Med. 46, 
e1002–e1009. https:// doi. org/ 10. 1097/ CCM. 00000 00000 003355 (2018).

 24. Odd, D. E., Rasmussen, F., Gunnell, D., Lewis, G. & Whitelaw, A. A cohort study of low Apgar scores and cognitive outcomes. 
Arch. Dis. Child Fetal Neonatal Ed. 93, F115-120. https:// doi. org/ 10. 1136/ adc. 2007. 123745 (2008).

 25. Chen, H. Y., Blackwell, S. C. & Chauhan, S. P. Association between Apgar score at 5 minutes and adverse outcomes among low-risk 
pregnancies. J. Matern. Fetal Neonatal Med. https:// doi. org/ 10. 1080/ 14767 058. 2020. 17547 89 (2020).

 26. Thorngren-Jerneck, K. & Herbst, A. Low 5-minute Apgar score: A population-based register study of 1 million term births. Obstet. 
Gynecol. 98, 65–70. https:// doi. org/ 10. 1016/ s0029- 7844(01) 01370-9 (2001).

 27. Viau, A. C. et al. First- and fifth-minute Apgar scores of 0–3 and infant mortality: A population-based study in Sao Paulo State of 
Brazil. J. Perinat. Med. 43, 619–625. https:// doi. org/ 10. 1515/ jpm- 2014- 0100 (2015).

 28. O’Donnell, A., Raiko, A., Clegg, J. B., Weatherall, D. J. & Allen, S. J. Alpha+ -thalassaemia and pregnancy in a malaria endemic 
region of Papua New Guinea. Br. J. Haematol. 135, 235–241. https:// doi. org/ 10. 1111/j. 1365- 2141. 2006. 06274.x (2006).

 29. Odintsova, V. V. et al. Pre- and perinatal characteristics associated with Apgar scores in a review and in a new study of Dutch twins. 
Twin Res. Hum. Genet. 22, 164–176. https:// doi. org/ 10. 1017/ thg. 2019. 24 (2019).

Acknowledgements
This work was supported by grants from the Key Research and Development Program of Nanning municipal 
Science and Technology Department, China (Nos. 20183038 and 20193097). The funders had no involvement 
in the study design, information collection, data analysis and interpretation, and preparation of the manuscript. 
We thank LetPub (www. letpub. com) for its linguistic assistance during the preparation of this manuscript.

Author contributions
M.L.Z., W.J. and J.H.L. contributed to the protocol design. J.L.Y., J.L.W. and B.Y.X. collected data. J.H.L. and 
Y.Q.H. analyzed data. J.H.L., J.L.Y. and Y.Q.H. contributed to the interpretation of data. J.H.L. drafted the manu-
script and J.L.Y. proofread the manuscript. M.L.Z. and W.J. revised the final version and are guarantors of this 
manuscript. J.H.L. and J.L.Y. contributed equally to this article. M.L.Z. and W.J. also contributed equally to this 
article. All authors reviewed and approved the final manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Correspondence and requests for materials should be addressed to M.L.Z. or W.J.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

© The Author(s) 2021

https://doi.org/10.1111/j.1399-0004.2007.00791.x
https://doi.org/10.1111/j.1399-0004.2007.00791.x
https://doi.org/10.1016/j.gene.2018.02.058
https://doi.org/10.1182/blood-2002-07-1975
https://doi.org/10.1182/blood-2002-07-1975
https://doi.org/10.1016/j.ijgo.2008.10.010
https://doi.org/10.1007/s00404-008-0804-3
https://doi.org/10.3760/cma.j.issn.0254-6450.2017.12.007
https://doi.org/10.3760/cma.j.issn.0254-6450.2017.12.007
https://doi.org/10.1097/01.AOG.0000126575.34482.fb
https://doi.org/10.1097/01.AOG.0000126575.34482.fb
https://doi.org/10.1007/s00404-015-3908-6
https://doi.org/10.1002/ajh.21287
https://doi.org/10.1097/MPH.0b013e3182a2717a
https://doi.org/10.1007/s00404-013-2886-9
https://doi.org/10.1007/s00404-013-2886-9
https://doi.org/10.1016/j.ijgo.2005.04.012
https://doi.org/10.1016/S2214-109X(14)70227-X
https://doi.org/10.1016/S2214-109X(14)70227-X
https://doi.org/10.1097/CCM.0000000000003355
https://doi.org/10.1136/adc.2007.123745
https://doi.org/10.1080/14767058.2020.1754789
https://doi.org/10.1016/s0029-7844(01)01370-9
https://doi.org/10.1515/jpm-2014-0100
https://doi.org/10.1111/j.1365-2141.2006.06274.x
https://doi.org/10.1017/thg.2019.24
http://www.letpub.com
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Pregnancy outcomes in women affected by fetal alpha-thalassemia: a case control study
	Methods
	Study population. 
	Definition and outcomes. 
	Statistical analysis. 

	Results
	Clinical characteristics of subjects. 
	Maternal and neonatal outcomes. 
	Fetal α-thalassemia was associated with adverse pregnancy outcomes. 
	Low Apgar scores and associated factors. 
	Diagnostic value of single indicator and combination in predicting low Apgar scores. 

	Discussion
	Conclusion
	References
	Acknowledgements


