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High hemoglobin level is a risk factor 
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Abstract 

Background:  To examine the association of hemoglobin (Hb) levels during gestation with the risk of selected 
adverse pregnancy outcomes such as preterm birth (PTB), low-birth-weight infants (LBW) and small-for-gestational-
age infants (SGA) in Chinese women.

Methods:  This retrospective cohort study was conducted in the Department of Gynecology and Obstetrics at the 
Union Shenzhen Hospital of the Huazhong University of Science and Technology, using routinely collected maternity 
and hospital data on pregnancies (2015–2018). Hb levels were measured during the second (16–18th weeks) and 
third (28–30th weeks) trimesters of pregnancy, and pregnancy outcomes were recorded in the hospital information 
system. Hb levels were categorized into four groups as follows: < 110 g/L, 110–119 g/L, 120–130 g/L, and > 130 g/L. The 
second group (Hb 110–119 g/L) was defined as the reference group. Statistical analysis was performed using multi-
variate logistic regression.

Results:  A total of 1911 singleton mothers were included. After multivariable adjustment, Hb levels > 130 g/L in the 
second trimester increased the risk of LBW (odds ratio [OR], 2.54; 95% confidence interval [CI], 1.12–5.76). In the third 
trimester of gestation, compared with women whose Hb levels between 110 and 119 g/L, women with Hb levels 
> 130 g/L had an increased risk of LBW (OR, 2.20; 95% CI, 1.07–4.51) and SGA (OR, 2.00; 95% CI, 1.05–3.80). When we 
compared the highest and lowest quartiles of changes in the Hb across the second and third trimesters, the adjusted 
ORs were 0.35 (95% CI: 0.18–0.68) for PTB and 0.47 (95% CI: 0.23–0.98) for LBW.

Conclusion:  Maternal Hb > 130 g/L was associated with increased risk of adverse pregnancy outcomes. Reduction of 
the risks of PTB and SGA were observed with the appropriate increase of Hb level during the third trimester.

Keywords:  Hemoglobin, Adverse pregnancy outcomes, Preterm birth, Low–birth–weight infants, Small–for–
gestational–age infants
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Background
The term “adverse pregnancy outcomes” refers to all 
pathological pregnancy and delivery complications, 
which not only significantly affect the physical and men-
tal health of pregnant women and growing fetus but also 
directly threatens the lives of both mothers and new born 
[1]. The association of maternal hemoglobin (Hb) con-
centrations and pregnancy outcomes has been widely 
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recognized by the public [2]. Although many studies 
have explored the relationship between anemia or high 
Hb and pregnancy outcomes, the research results have 
been inconsistent. In both low–income and high–income 
countries, anemia during pregnancy is one of the main 
risk factors for maternal death and adverse birth out-
comes [3, 4]. While a large amount of studies have exten-
sively documented the fact that anemia could cause a 
series of adverse maternal and birth outcomes, such as 
LBW, PTB, SGA, stillbirth, perinatal and neonatal death 
[3–9], a few studies has shown no correlation [10, 11]. It 
is generally accepted that pregnant women with moder-
ate to severe anemia are at higher risk of adverse out-
comes comparing to mild anemia [12, 13].

Compared with anemia, elevated maternal Hb lev-
els are usually considered a predictor of well nutritional 
status and have not received enough attention. In recent 
decades, some studies have found that elevated Hb lev-
els are associated with adverse maternal and infant out-
comes, including gestational diabetes mellitus (GDM), 
PTB, LBW, SGA, and fetal death [2, 5, 8, 14], while a few 
studies has reported that high Hb levels are not associ-
ated with pregnancy outcomes [15]. In the United States, 
Switzerland and other developed countries, a U–shaped 
relationship between Hb concentrations and pregnancy 
outcomes has been found; that is, women with Hb values 
at either extreme have a higher risk of adverse birth out-
comes [8]. However, the data from developing countries 
is relatively limited.

In addition, recent reviews have shown that the rela-
tionship between Hb levels and adverse pregnancy events 
is mainly affected by the time point of Hb determina-
tion [2]. Some studies have shown that anemia in first–
trimester was significantly related to adverse pregnancy 
outcomes [5, 16, 17], while other studies have shown that 
this relationship was more significant in the second or 
third trimesters [18]. Furthermore, there have been few 
studies on the changes of Hb levels between the second 
and third trimester of gestation on maternal and infant 
pregnancy outcomes.

Interestingly, previous studies have only measured Hb 
concentrations at single time points and have few tracked 
changes over time during pregnancy. By collecting blood 
samples across multiple time points, one can assess lon-
gitudinal changes and thereby perform a more robust 
analysis of the correlations between the concentration 
of Hb and the risk of developing adverse pregnancy out-
comes. In this retrospective cohort study, we aimed to 
examine the association of Hb levels in the second and 
third trimesters of pregnancy with adverse pregnancy 
outcomes through the detection of Hb levels at differ-
ent stages of pregnancy in Chinese women and to evalu-
ate the influence of the changes of Hb levels between the 

second and third trimester of gestation on maternal and 
infant pregnancy outcomes.

Methods
Study design and participants
We have not performed a sample size assessment before 
planning the study, and the retrospective study included 
all the pregnant women in the Department of Gynecol-
ogy and Obstetrics at the Union Shenzhen Hospital of the 
Huazhong University of Science and Technology (Shenz-
hen, Guangdong) from January 2015 to December 2018. 
The inclusion criteria of subjects were as follows: 1) reg-
istered and planned to deliver their child at this hospital; 
2) singleton pregnancy; 3) had complete medical records. 
Then a total of 1994 pregnant women were recruited in 
the study. From the time of the first prenatal examina-
tion to the time of delivery, all clinical characteristics and 
biochemical indicators of the participants were recorded 
in the hospital information system. Participants were 
excluded, as they had one of the following conditions: 
smoking or drinking alcohol during pregnancy (n = 4), 
history of liver disease (n = 12), diabetes or hypertension 
(n = 45), kidney disease (n = 5), heart disease (n = 3), and 
twin or multiple pregnancy (n = 14). Finally, a total of 
1911 gravidas were included in the present investigation. 
Informed consent was obtained from all subjects and/or 
their legal guardians, and all procedures were approved 
by the Ethics Committee of the Union Shenzhen Hospital 
of Huazhong University of Science and Technology.

Baseline information and potential confounders
Age (years), education (primary, secondary, college or 
above), conception method (natural or artificial), par-
ity (nulliparity or multipara), history of miscarriage (yes 
or no), multiple or singleton pregnancy and history of 
disease (e.g., liver disease, diabetes or hypertension, kid-
ney disease, heart disease) were obtained through face-
to-face interviews by a well-trained investigator, and 
questionnaires were completed simultaneously. Height 
and weight were measured at 16–18 weeks of pregnancy 
using an electronic scale with the following detailed 
instructions: take off the shoes, stand up straight with the 
shoulders parallel and the body naturally relaxed. Height 
and weight measurements were accurate to 0.1 cm and 
0.1 kg, respectively. The body mass index (BMI) (kg/m2) 
at 16–18 weeks was calculated as weight (kg) divided by 
the square of the height (m2).

Based on the diagnostic criteria of the International 
Association of Diabetes and Pregnancy Study Group 
(IADPSG), all women were screened for GDM during the 
24–28 week of gestation. GDM was diagnosed if the fast-
ing plasma glucose levels reached 5.1 mmol/L or if glu-
cose levels reached 10 mmol/L within 1 h or 8.5 mmol/L 
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within 2 h of an oral glucose tolerance test (OGTT) [19]. 
OGTT was performed using a one-step method during 
the 24–28th week of pregnancy.

Generally speaking, when the Hb level of Chinese preg-
nant women is less than 110 g/L, the treatment method 
will be selected according to the degree of anemia. Mild 
to moderate anemia is mainly treated with oral iron (sup-
plement elemental iron 100 ~ 200 mg/d) and improve the 
structure of dietary; Pregnant women with severe anemia 
are treated with oral iron or injection of iron. All inter-
ventions are carried out under unified guidelines and will 
not affect the results.

Laboratory assays
At 16–18 weeks and 28–30 weeks of pregnancy, fasting 
venous blood samples were collected by a profession-
ally trained investigator. Since the 1990s, serum marker 
screening for fetal Down syndrome was introduced 
into China, and the more commonly adopted program 
is to screen pregnant women for Down syndrome in 
the second-trimester, and a few pregnant women in 
the first-trimester. 95% of samples for down syndrome 
were collected between 15 and 19 weeks gestation. But 
16–18 weeks is the best time for down syndrome screen-
ing, blood routine and urine routine are also required 
simultaneously, and thyroid function, fasting blood glu-
cose, liver function and renal function may be tested. 
Therefore, pregnant women are usually advised to com-
ing to the hospital on an empty stomach and take some 
food so that they can supplement nutrition in time after 
venous blood collection to prevent hypoglycemia. Hb 
levels were measured using an automated colorimetric 
procedure. All laboratory measurements were performed 
with a Hitachi 7600 automatic analyzer (Hitachi, Tokyo, 
Japan).

Assessment of pregnancy outcomes
We followed the definition of the International Classifi-
cation of Diseases, 10th Revision (ICD–10). However, 
ICD-10 codes were occasionally missing or wrong, so we 
combined the information such as gestational age and 
neonatal weight to determine the pregnancy outcomes. 
Inpatient medical charts were reviewed to verify clini-
cal information. PTB was defined as delivery < 37 com-
pleted weeks of gestation (ICD-10 codes was P07.301, 
O60, O60.X01). Low birth weight was defined as a new-
born with a birth weight less than 2500 g (ICD-10 codes 
was P05.051, P07.001) [20]. Infants were defined as SGA 
when their birth weights were below the 10th percentile 
on the growth chart (ICD-10 codes was P05.101) [21]. 
The growth curve was referred to the growth standard 
curves of birth weight, length and head circumference of 
Chinese newborns of different gestation based on 24,375 

newborns with gestational age between 24 to 42 weeks in 
9 cities of China published in 2020 [22].

Statistical analyses
Baseline information is presented as the median (quar-
tiles) for continuous variables and as the proportion (%) 
for categorical variables. Statistical differences between 
groups were tested using Kruskal-Wallis for continuous 
variables and the chi-square test for categorical variables. 
Hb levels were categorized into four groups as follows: 
< 110 g/L, 110–119 g/L, 120–130 g/L, and > 130 g/L. The 
second group (110 g/L ≤ Hb < 119 g/L) was defined as the 
reference group. Odds ratios (ORs) and 95% confidence 
intervals (95% CIs) were calculated by using logistic 
regression models to examine the association of Hb levels 
at gestation with the risk of adverse pregnancy outcomes. 
Two models were included in the present study: Model 1 
was unadjusted; Model 2 was adjusted for age, BMI, edu-
cation, conception method, parity, history of miscarriage 
and GDM. To explore the effect of changes in Hb concen-
tration on pregnancy outcomes, D-value (D-value = Hb 
concentration in the 3rd trimester – Hb concentration 
in the 2nd trimester) were categorized by quartiles and 
logistic regression analysis was performed using the 
lowest quartile as the reference group for all partici-
pants. Furthermore, pregnant women with low Hb levels 
(< 110 g/L) or high Hb levels (> 130 g/L) at 16–18 weeks 
were divided into two groups: changed to 110–129 g/L 
and not according to Hb levels at 28–30 weeks. All anal-
yses were carried out by using SPSS 24.0 (SPSS Inc., 
Chicago, IL, USA), and a two-sided p-value < 0.05 was 
considered statistically significant. Graphic production 
was completed by using R version 3.0.3 (The R Founda-
tion for Statistical Computing, Vienna, Austria).

Results
Baseline characteristics
A total of 1911 singleton pregnant women aged 31.0 
(29.0–34.0) years were included in the study with 108 
cases of PTB, 66 cases of LBW and 86 cases of SGA. As 
presented in Table 1, the differences in BMI, conception 
method, prevalence of GDM, and Hb levels in the second 
and third trimesters of gestation were statistically signif-
icant (p < 0.05) among the four Hb levels. There was no 
significant difference in other indicators.

Association of Hb levels with adverse pregnancy outcomes
The associations of Hb levels in the second trimester with 
adverse pregnancy outcomes are shown in Table  2. The 
second trimester Hb levels were not significantly associ-
ated with PTB or SGA. However, mothers with Hb levels 
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> 130 g/L had a 154% (95% CI, 1.12–5.76) higher risk of 
LBW than those with Hb levels of 110–119 g/L.

The associations of Hb levels in the third trimester 
with adverse pregnancy outcomes are shown in Table 3. 
Compared with those for Hb levels of 110–119 g/L, the 
OR (95% CI) for the risk of LBW at high levels was 2.20 
(1.07–4.51), and the OR (95% CI) of SGA at high levels 
was 2.00 (1.05–3.80).

Association of the changes of Hb levels with adverse 
pregnancy outcomes
The associations of D-value for Hb levels with adverse 
pregnancy outcomes were shown in Table  4. Compared 
with those for D-value in Q1, the OR (95% CI) for the risk 
of PTB in Q4 was 0.35 (0.18–0.68), and the OR (95% CI) 
of LBW at Q4 was 0.47 (0.23–0.98).

Figure 1 showed that women whose Hb < 110 g/L in the 
second trimester changed to 110–129 g/L in the third 
trimester vs not changed (reference) had a reduced risk 
of PTB (OR, 0.21; 95% CI, 0.07–0.62). The same results 

were found in women with Hb levels > 130 g/L in the sec-
ond trimester (OR, 0.14; 95% CI, 0.0–0.83).

Discussion
In this retrospective cohort study, we observed an 
increased risk of LBW in pregnant women with elevated 
Hb levels during the 16–18th weeks of gestation. During 
the 28–30th weeks of gestation, pregnant women with 
higher Hb levels exhibited an increased risk of LBW and 
SGA. In addition, mothers with moderately increased 
Hb levels during the third trimester of pregnancy had a 
reduced risk of PTB and LBW.

High levels of Hb during pregnancy are generally con-
sidered to be caused by failure of the plasma volume to 
expand, which increases maternal blood viscosity [23]. 
Hyperviscosity is negatively affected on the intervil-
lous space, leading to poor maternal-fetal exchange [24]. 
This could directly cause fetal growth disorders through 
the reduction in nutrient transfer or may indirectly lead 
to fetal growth disorders through the release of fetal 

Table 1  Baseline characteristics of mothers and infants by hemoglobin (Hb) levels in the second trimester in this study

Data are presented as the median (quartiles) for continuous variables and as n (%) for categorical variables

Abbreviations: BMI body mass index, GDM gestational diabetes mellitus, LBW low-birth-weight infants, PTB preterm birth, SGA small-for-gestational-age infants

Total Hb levels (g/L) P value

< 110 110–119 120–129 > 130

No. of maternal cases 1911 405 779 583 144

Maternal age (years) 31.0 (29.0, 34.0) 31.0 (28.5, 35.0) 31.0 (29.0, 34.0) 31.0 (29.0, 34.0) 31.0 (29.0, 35.0) 0.874

Age categories 0.278

   < 35 1445 (75.6) 297 (73.3) 592 (76.0) 451 (77.4) 105 (72.9)

   ≥ 35 466 (24.4) 108 (26.7) 187 (24.0) 132 (22.6) 39 (27.1)

BMI (kg/m2) 20.0 (18.4, 21.5) 20.5 (18.9, 21.9) 20.7 (19.1, 22.6) 21.7 (19.7, 23.6) < 0.001

Education 0.493

  Primary 78 (4.1) 20 (4.9) 27 (3.5) 24 (4.1) 7 (4.9)

  Secondary 285 (14.9) 68 (16.8) 122 (15.7) 78 (13.4) 17 (11.8)

  College or above 1548 (81.0) 317 (78.3) 630 (80.9) 481 (82.5) 120 (83.3)

Conception method 0.015

  Natural 1869 (97.8) 383 (94.6) 768 (98.6) 576 (98.8) 142 (98.6)

  Artificial 26 (1.4) 12 (3.0) 7 (0.9) 5 (0.9) 2 (1.2)

Parity 0.113

  Nulliparity 815 (42.6) 180 (44.4) 314 (40.3) 257 (44.1) 64 (44.4)

  Multipara 1096 (57.4) 225 (55.5) 465 (59.7) 326 (55.9) 80 (55.6)

History of miscarriage 819 (42.9) 173 (42.7) 340 (43.6) 242 (41.5) 80 (55.6) 0.854

GDM 372 (19.5) 59 (14.6) 154 (19.8) 126 (21.6) 33 (22.9) 0.029

Hemoglobin (g/L)

  2nd trimester 117.0 (111.0, 123.0) 106.0 (102.0, 108.0) 115.0 (112.5, 117.3) 123.5 (121.5, 126.0) 133.0 (131.0, 135.0) < 0.001

  3rd trimester 118 (111.3, 124.3) 110.3 (105.3, 116.0) 117.5 (111.7, 122.5) 122.5 (116.3, 127.3) 128.2 (119.0, 134.5) < 0.001

Adverse maternal and fetal outcomes

  PTB 108 (5.7) 23 (5.7) 44 (5.6) 31 (5.3) 10 (6.9) 0.902

  LBW 66 (3.5) 15 (3.7) 21 (2.7) 21 (3.6) 9 (6.3) 0.184

  SGA 86 (4.5) 24 (5.9) 31 (4.0) 24 (4.1) 7 (4.9) 0.449
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corticosteroids in response to chronic fetal hypoxia [23]. 
Recently, experimental studies have found that Hb levels 
have the ability to bind and inactivate nitric oxide (NO), 
which is an endothelial–derived smooth muscle relaxing 
factor [25]. With the increased hematocrit and decreased 
oxygen level, this ability becomes counterproductive [26]. 
The deactivation of NO then lead to oxidative stress, 
vasoconstriction and placental ischemia [27]. In addition, 
Magnus Centlow, Stefan R. Hansson and M Centlow sug-
gested that fetal Hb at the placental level is overproduced 
and leaks into the maternal circulation, further damag-
ing placental function [28–30]. More than a decade ago, 
both Georg Friedrich von Tempelhoff and Rasmussen 
found a negative correlation between Hb levels in the 
second trimester of pregnancy and birth weight [11]. In 
a recent study of 31,906 Australian pregnant women, 
Deborah A. Randall showed that pregnant women with 
a high concentration of Hb (≥ 140 g/L) had higher inci-
dence of adverse events such as PTB and very low birth 
weight [31]. Similarly, Justiina Ronkainen et  al. recently 
confirmed that high Hb levels (above the 90th percen-
tile) in late pregnancy were associated with an increased 
risk of SGA (OR 1.60, 95% CI [1.26, 2.02]) in two Finn-
ish birth cohorts [18]. In contrast, a population–based 
study in Chinese by A. Ren et al. reported that high Hb 

levels play no role in adverse pregnancy outcomes [15]. 
These findings from previous studies are inconsistent and 
there are few studies on the association between high 
Hb and adverse pregnancy outcomes among Chinese 
women. Previous studies have demonstrated that ethnic-
ity potentially modifies the relationship between Hb and 
pregnancy outcomes [32]. We extended these findings 
in a relatively large cohort of pregnant Chinese women 
and observed that women with high Hb levels during 
the 16–18th week of pregnancy exhibited a 154% higher 
risk of LBW and during the 28–30th week of pregnancy 
exhibited a 120 and 100% higher risk of LBW and SGA, 
respectively. The heterogeneous nature of the results 
reported in previous studies may be due to variations in 
study design, sample size, the time points of Hb determi-
nation, the level of grading, or other confounding factors.

It has long been noted that anemia is a risk factor for 
various adverse maternal, fetal and neonatal outcomes. 
Low Hb levels could limit the oxygen circulation in the 
body, resulting in oxidative stress or chronic hypoxia, 
which could then cause adverse maternal and infant 
outcomes [16]. The WHO defines the Hb threshold for 
maternal anemia as follows: 100 to 110 g/L for mild ane-
mia, 70 to 100 g/L for moderate, and 70 g/L for severe. 
But in the second trimester of pregnancy, the threshold 

Table 2  ORs (95% CIs) for adverse pregnancy outcomes 
according to the hemoglobin (Hb) levels at the second trimester

Model 1: without adjustment

Model 2: adjustment for age, BMI, education, conception method, parity and 
history of miscarriage and GDM

Abbreviations: PTB preterm birth, LBW low-birth-weight infants, SGA small-for-
gestational-age infants

Hb levels (g/L)

< 110 110–119 120–129 > 130

PTB

  Case/N 23/405 44/779 31/583 10/144

  Model 1 1.01 (0.60, 
1.69)

1 0.94 (0.59, 
1.51)

1.25 (0.61, 2.54)

  Model 2 1.05 (0.62, 
1.77)

1 0.95 (0.59, 
1.54)

1.25 (0.61, 2.58)

LBW

  Case/N 15/405 21/779 21/583 9/144

  Model 1 1.39 (0.71, 
2.72)

1 1.35 (0.73, 
2.49)

2.41 (1.08, 5.37)

  Model 2 1.29 (0.65, 
2.57)

1 1.39 (0.75, 
2.59)

2.54 (1.12, 5.76)

SGA

  Case/N 24/405 31/779 24/583 7/144

  Model 1 1.52 (0.88, 
2.63)

1 1.04 (0.60, 
1.79)

1.23 (0.53, 2.86)

  Model 2 1.37 (0.78, 
2.39)

1 1.08 (0.63, 
3.40)

1.45 (0.62, 3.40)

Table 3  ORs (95% CIs) for adverse pregnancy outcomes 
according to hemoglobin (Hb) levels at the third trimester

Model 1: without adjustment

Model 2: adjustment for age, BMI, education, conception method, parity, history 
of miscarriage and GDM

Abbreviations: PTB preterm birth, LBW low-birth-weight infants, SGA small-for-
gestational-age infants

Hb levels (g/L)

< 110 110–119 120–129 > 130

PTB

  Case/N 29/392 37/698 25/609 17/212

  Model 1 1.43 (0.86, 
2.36)

1 0.77 (0.46, 
1.29)

1.56 (0.86, 2.83)

  Model 2 1.51 (0.91, 
2.51)

1 0.79 (0.47, 
1.34)

1.64 (0.89, 3.01)

LBW

  Case/N 16/392 22/698 15/609 6/212

  Model 1 1.31 (0.68, 
2.52)

1 0.78 (0.40, 
1.51)

2.01 (0.99, 4.07)

  Model 2 1.40 (0.72, 
2.72)

1 0.82 (0.42, 
1.60)

2.20 (1.07, 4.51)

SGA

  Case/N 18/392 29/698 23/609 16/212

  Model 1 1.11 (0.61, 
2.03)

1 0.91 (0.52, 
1.58)

1.88 (1.01, 3.54)

  Model 2 1.11 (0.60, 
2.03)

1 0.94 (0.53, 
1.65)

2.00 (1.05, 3.80)
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of anemia was reduced to 105 g/L. A meta-analysis by 
Naoko Kozuki et al. suggested that mild anemia showed 
no significant relationship with SGA and that both the 
< 90 categories were associated with a 53% increase in 
the risk of SGA (OR = 1.53, 95% CI: 1.24–1.87) [13]. In 
another investigation, pregnant women with mild anemia 
with Hb concentrations of 8–10.9 g/L had no increased 
risk of PTB and LBW [12]. The majority of the pregnant 
women with Hb < 110 g/L in the second trimester were 
diagnosed with mild anemia, and there were few cases 
of moderate or severe anemia, which may be one of the 
reasons why low levels of Hb category in this study were 
not associated with adverse pregnancy outcomes. With 
the plasma volume increase during pregnancy, the Hb 
concentration continues to fall until the second trimester, 
then increases slightly around the 30th week. Therefore, 
measurements taken during or after the second trimester 
of pregnancy are likely to weaken the link between low 
Hb and adverse maternal and infant outcomes, which 
may be another reason for the current results.

One interesting finding from this study was that an 
elevated Hb concentration during the third trimester 
led to a decreased risk of developing PTB and SGA in 
a dose-dependent manner. These results highlight the 
importance of tracking Hb concentrations across the 
whole duration of pregnancy. Further analysis found 
that women with Hb levels < 110 g/L in the second tri-
mester changed to 110–129 g/L vs not changed in the 
third trimester had a 79% reduced risk of PTB. The pos-
sible mechanism is that the increase of Hb levels in the 
third trimester reduces the risk of infections, result-
ing in the decrease of production of corticotrophin 

releasing hormone (CRH), elevated concentrations 
of which have been identified as a major risk factor 
of preterm birth. Another possible reason is that the 
improvement of low Hb levels during pregnancy alle-
viates the hypoxia and stress response caused by low 
Hb, thereby reducing the CRH released by the placenta 
and the secretion of cortisol associated with PTB [33]. 
We also found that women with Hb levels > 130 g/L 
in the second trimester had an 79% lower risk of PTB 
than women with no change in Hb levels in the third 
trimester. However, clinicians do not take steps to cor-
rect high hemoglobin levels in healthy women and this 
occurs usually by expansion of the plasma volume. Fur-
ther longitudinal studies with larger sample sizes are 
needed to validate our findings. Although the specific 
guidelines varied in different countries, routine blood 
tests are generally recommended at each trimester of 
pregnancy. In China, to prevent iron deficiency ane-
mia in pregnant women routine iron supplementation 
is usually started at the third month of pregnancy and 
blood tests are repeated every 8–12 weeks. Due to its 
low cost and relatively easy determination, hemoglobin 
concentration is often used as an alternative indicator 
of iron deficiency anemia. During the second trimes-
ter of pregnancy, the plasma expands further and the 
iron requirement increases. At this time, it is particu-
larly important to recheck the blood routine to deter-
mine the hemoglobin concentration so that the next 
treatment plan can be made. Our findings may support 
shortening follow–up intervals and increasing follow-
up times and timely adjustment of treatment plans 
based on changes in Hb levels in pregnant women at 

Table 4  ORs (95% CIs) for adverse pregnancy outcomes according to the quartiles of D-value for hemoglobin (Hb) levels

Model 1: without adjustment

Model 2: adjustment for age, BMI, education, conception method, parity, history of miscarriage and GDM

Abbreviations: PTB preterm birth, LBW low-birth-weight infants, SGA small-for-gestational-age infants

D-value for Hb levels (g/L) P trend

Q1 (<−4.49) Q2 (−4.48–1.67) Q3 (1.68–7.17) Q4 (> 7.18)

PTB

  Case/N 35/478 31/484 29/475 13/474

  Model 1 1 0.87 (0.53, 1.43) 0.82 (0.49, 1.37) 0.36 (0.19, 0.68) 0.003

  Model 2 1 0.87 (0.53, 1.44) 0.80 (0.48, 1.35) 0.35 (0.18, 0.68) 0.003

LBW

  Case/N 23/478 13/484 18/475 12/474

  Model 1 1 0.55 (0.27, 1.09) 0.78 (0.42, 1.46) 0.52 (0.25, 1.05) 0.127

  Model 2 1 0.54 (0.27, 1.09) 0.79 (0.42, 1.49) 0.47 (0.23, 0.98) 0.089

SGA

  Case/N 17/478 20/484 25/475 24/474

  Model 1 1 1.17 (0.61, 2.26) 1.51 (0.80, 2.83) 1.45 (0.77, 2.73) 0.184

  Model 2 1 1.16 (0.60, 2.26) 1.45 (0.77, 2.74) 1.27 (0.66, 2.43) 0.371
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different times to minimize the risk of preterm delivery 
or altered fetal development.

Although our study comprehensively explored the 
association between maternal Hb concentrations and the 
risk of adverse pregnancy outcomes in a relatively large 
sample size, some limitations in this study remain. First, 
the small size of the subgroup of women aged > 35 years 
and with BMI > 24 kg/m2 limited the statistical power. 
Second, the analytic cohort was from China, which may 
limit the generalizability of the study results. Finally, 
although we accounted for known confounders, some 
unmeasured or unknown residual confounders remained 
(either unmeasured or unknown).

Conclusions
High levels of Hb in the second and third trimesters of 
pregnancy increase the risk of adverse pregnancy out-
comes. Reduction of the risks of PTB and SGA were 
observed with the appropriate increase of Hb level after 
the second trimester. Active treatment could help to 
reduce some adverse maternal and infant events, when 
abnormal Hb levels are found during mid-term preg-
nancy examinations.

Abbreviations
BMI: Body mass index; CRH: Corticotrophin releasing hormone; GDM: Gesta-
tional diabetes mellitus; Hb: Hemoglobin; LBW: Low–birth–weight infants; NO: 

Fig. 1  The risk of women whose Hb in the second trimester changed to 110–129 g/L in the third trimester vs not changed. Legends. The model 
was adjusted for age, prepregnancy BMI, education, conception method, number of pregnancies, parity, history of miscarriage and gestational 
diabetes
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Nitric oxide; OR: Odds ratio; 95% CIs: 95% confidence intervals; SGA: Small–
for–gestational–age infants; PTB: Preterm birth.

Acknowledgments
We thank the mothers and children who participated in this study and all the 
clinical staff at Union Shenzhen Hospital of Huazhong University of Science 
and Technology for their support and contribution.

Authors’ contributions
Guifang Deng, Zengyou Liu and Lanlan Wu conceived and designed the 
study. Yuanhuan Wei and Ruifang Sun assisted with study design. Lanan Wu 
contributed to statistical analysis and wrote the manuscript. Yao Liu and Heng-
ying Chen provided statistical advice and assisted with data analysis. Guifang 
Deng and Siwen Shen reviewed and edited the manuscript. All authors read 
and approved the final manuscript.

Funding
This study was supported by the Shenzhen Science and Technology Innova-
tion Committee [grant number JCYJ20190809102203602]; the Guangdong 
Basic and Applied Basic Project [grant number 2019A1515110456] and the 
Shenzhen Nanshan District Science and Technology Project [grant number 
2019007]. The funding sources had no involvement in the study design; 
collection, analysis, or interpretation of data; the writing of the report, nor the 
decision to submit the article for publication.

Availability of data and materials
To protect the privacy of pregnant women, the datasets used and/or analyzed 
during the current study are available from the corresponding author on 
reasonable request.

Declarations

Ethics approval and consent to participate
Participants written informed consent forms at the beginning of the study. 
The protocol for this study was approved by the Ethics Committee of the 
Union Shenzhen Hospital of Huazhong University of Science and Technology 
(No. 2019072644) and all methods were performed in accordance with the 
relevant guidelines and regulations (Declaration of Helsinki).

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Clinical Nutrition, Union Shenzhen Hospital of Huazhong 
University of Science and Technology, No. 89 Taoyuan Road, Shenzhen, 
Guangdong 518052, P.R. China. 2 Department of Obstetrics, Union Shenzhen 
Hospital of Huazhong University of Science and Technology, Shenzhen, China. 
3 Injury Prevention Research Center, Shantou University Medical College, 
Shantou, China. 

Received: 9 August 2021   Accepted: 22 March 2022

References
	1.	 Regan AK, Gissler M, Magnus MC, Håberg SE, Ball S, Malacova E, et al. 

Association between interpregnancy interval and adverse birth out-
comes in women with a previous stillbirth: an international cohort study. 
Lancet. 2019;393(10180):1527–35.

	2.	 Young MF, Oaks BM, Tandon S, Martorell R, Dewey KG, Wendt AS. Mater-
nal hemoglobin concentrations across pregnancy and maternal and 
child health: a systematic review and meta-analysis. Ann N Y Acad Sci. 
2019;1450(1):47–68.

	3.	 Rahman MM, Abe SK, Rahman MS, Kanda M, Narita S, Bilano V, et al. 
Maternal anemia and risk of adverse birth and health outcomes in 

low- and middle-income countries: systematic review and meta-analy-
sis. Am J Clin Nutr. 2016;103(2):495–504.

	4.	 Benson CS, Shah A, Stanworth SJ, Frise CJ, Spiby H, Lax SJ, et al. The 
effect of iron deficiency and anaemia on women’s health. Anaesthesia. 
2021;76(Suppl 4):84–95.

	5.	 Scanlon KS, Yip R, Schieve LA, Cogswell ME. High and low hemoglobin 
levels during pregnancy: differential risks for preterm birth and small 
for gestational age. Obstet Gynecol. 2000;96(5 Pt 1):741–8.

	6.	 Ronnenberg AG, Wood RJ, Wang X, Xing H, Chen C, Chen D, et al. 
Preconception hemoglobin and ferritin concentrations are associated 
with pregnancy outcome in a prospective cohort of Chinese women. J 
Nutr. 2004;134(10):2586–91.

	7.	 Parks S, Hoffman MK, Goudar SS, Patel A, Saleem S, Ali SA, et al. Mater-
nal anaemia and maternal, fetal, and neonatal outcomes in a prospec-
tive cohort study in India and Pakistan. BJOG. 2019;126(6):737–43.

	8.	 Dewey KG, Oaks BM. U-shaped curve for risk associated with maternal 
hemoglobin, iron status, or iron supplementation. Am J Clin Nutr. 
2017;106(Suppl 6):1694S–702S.

	9.	 Chu FC, Shaw SW, Lo LM, Hsieh TT, Hung TH. Association between 
maternal anemia at admission for delivery and adverse perinatal out-
comes. J Chin Med Assoc. 2020;83(4):402–7.

	10.	 Hamalainen H. Anaemia in the first but not in the second or third tri-
mester is a risk factor for low birth weight. Clin Nutr. 2003;22(3):271–5.

	11.	 Rasmussen S, Øian P. First- and second-trimester hemoglobin levels. 
Relation to birth weight and gestational age. Acta Obstet Gynecol 
Scand. 1993;72(4):246–51.

	12.	 Sehgal R, Kriplani A, Vanamail P, Maiti L, Kumar N. Assessment and 
comparison of pregnancy outcome among anaemic and non anaemic 
primigravida mothers. Indian J Public Health. 2016;60(3):188–94.

	13.	 Kozuki N, Lee AC, Katz J, Group CHEDMR. Moderate to severe, but not 
mild, maternal Anemia is associated with increased risk of small-for-
gestational-age outcomes. J Nutr. 2012;142(2):358–62.

	14.	 Gao CJ, Huang XM, Chen ZP, Sheng L, Xu J, Li Y, et al. High level of 
hemoglobin during the first trimester of pregnancy associated with 
the risk of gestational diabetes mellitus. Zhonghua Fu Chan Ke Za Zhi. 
2019;54(10):654–9.

	15.	 Ren A, Wang J, Ye RW, Li S, Liu JM, Li Z. Low first-trimester hemoglobin 
and low birth weight, preterm birth and small for gestational age 
newborns. Int J Gynaecol Obstet. 2007;98(2):124–8.

	16.	 Zhang Q, Ananth CV, Zhu L, Smulian JC. Maternal anaemia and preterm 
birth: a prospective cohort study. Int J Epidemiol. 2009;38(5):1380–9.

	17.	 Zhang Q, Ananth CV, Rhoads GG, Zhu L. The impact of maternal 
Anemia on perinatal mortality: a population-based, prospective cohort 
study in China. Ann Epidemiol. 2009;19(11):793–9.

	18.	 Ronkainen J, Lowry E, Heiskala A, Uusitalo I, Koivunen P, Kajantie E, 
et al. Maternal hemoglobin associates with preterm delivery and small 
for gestational age in two Finnish birth cohorts. Eur J Obstet Gynecol 
Reprod Biol. 2019;238:44–8.

	19.	 International Association of D, Pregnancy Study Groups Consensus 
P, Metzger BE, Gabbe SG, Persson B, Buchanan TA, et al. International 
association of diabetes and pregnancy study groups recommenda-
tions on the diagnosis and classification of hyperglycemia in preg-
nancy. Diabetes Care. 2010;33(3):676–82.

	20.	 Glodean DM, Miclea D, Popa AR. Macrosomia. A systematic review of 
recent literature. Roman J Diabetes Nutr Metab Dis. 2018;25(2):187–95.

	21.	 He JR, Xia HM, Liu Y, Xia XY, Mo WJ, Wang P, et al. A new birthweight 
reference in Guangzhou, southern China, and its comparison with the 
global reference. Arch Dis Child. 2014;99(12):1091–7.

	22.	 Capital Institute of P, Coordinating study Group of Nine Cities on the 
Physical G, Development of C. Growth standard curves of birth weight, 
length and head circumference of Chinese newborns of different 
gestation. Zhonghua Er Ke Za Zhi. 2020;58(9):738–46.

	23.	 Heilmann L. Hemorrheologic findings in severe gestosis. Geburtshilfe 
Frauenheilkd. 1987;47(11):764–9.

	24.	 Buchan PC. Rheology of Normal and abnormal pregnancy. Clin Blood 
Rheol. 2019;2:203.

	25.	 Gonzalez DR, Treuer AV. Nitric oxide synthases, S-nitrosylation and 
cardiovascular health: from molecular mechanisms to therapeutic 
opportunities. Mol Med Rep. 2015;11(3):1555–65.



Page 9 of 9Wu et al. BMC Pregnancy and Childbirth          (2022) 22:290 	

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

	26.	 Azarov I, Huang KT, Basu S, Gladwin MT, Hogg N, Kim-Shapiro DB. Nitric 
oxide scavenging by red blood cells as a function of hematocrit and 
oxygenation. J Biol Chem. 2005;280(47):39024–32.

	27.	 Kim-Shapiro DB. Unraveling the reactions of nitric oxide, nitrite, and 
hemoglobin in physiology and therapeutics. Arterioscler Thromb Vasc 
Biol. 2006;26(4):697–705.

	28.	 Centlow M, Carninci P, Nemeth K, Mezey E, Brownstein M, Hansson 
SR. Placental expression profiling in preeclampsia: local overproduc-
tion of hemoglobin may drive pathological changes. Fertil Steril. 
2008;90(5):1834–43.

	29.	 Hansson SR, Nääv Å, Erlandsson L. Oxidative stress in preeclampsia and 
the role of free fetal hemoglobin. Front Physiol. 2015;5(516):516.

	30.	 Centlow M, Junus K, Nystrm H, et al. Perfusion of the human placenta 
with red blood cells and xanthine oxidase mimics Preeclampsiain-vitro. Z 
Geburtshilfe Neonatol. 2009;213(03):89–95.

	31.	 Randall DA, Patterson JA, Gallimore F, Morris JM, McGee TM, Ford JB, et al. 
The association between haemoglobin levels in the first 20 weeks of 
pregnancy and pregnancy outcomes. PLoS One. 2019;14(11):e0225123.

	32.	 Steer P, Alam MA, Wadsworth J, Welch A. Relation between maternal 
haemoglobin concentration and birth weight in different ethnic groups. 
Br Med J. 1995;310(6978):489–91.

	33.	 Haider BA, Olofin I, Wang M, Spiegelman D, Ezzati M, Fawzi WW, et al. 
Anaemia, prenatal iron use, and risk of adverse pregnancy outcomes: 
systematic review and meta-analysis. BMJ. 2013;346:f3443.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


