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A nationwide cohort study 
on growth impairment by cleft lip 
with or without palate
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Byung Chae Cho1 & Kang Young Choi1*

There are very few nationwide studies discussing the height, weight, head circumference, and dental 
screening of children with cleft lip with or without palate (CL/P), with most reports on this subject 
based on a 1900s cohort. This study aimed to characterize CL/P children in the 2000s in terms of 
height, weight, head circumference, and dental screening. This nationwide population-based study 
evaluated the National Health Insurance Service-Infants and Children’s Health Screening (NHIS-
INCHS), specifically the height, weight, and head circumference of millions of children. Dental 
screening data, including the status of each tooth and comprehensive dental judgment, were 
also evaluated. Syndromic and nonsyndromic CL/P children had lower height, weight, and head 
circumference than no CL/P children until the age of 66–71 months. Children with cleft palate only or 
both cleft lip and palate showed similar results. Regarding dental screening, the primary teeth of CL/P 
children erupted later and fell out faster than no CL/P children. Dental caries was also more common in 
CL/P children. Children with CL/P had inferior general growth, regardless of palatoplasty surgery. More 
aggressive dental treatment was required for CL/P children due to the instability of primary teeth and 
tendency for caries.

Cleft lip with or without palate (CL/P) occurs in 1 out of 700 children, although the incidence varies by region 
and  race1. CL/P infants have difficulty generating negative pressures for sucking and swallowing and thus have 
problems in breastfeeding and  weaning2. Although there are specialized bottles for cleft palate infants, such as 
the Haberman feeder and Mead–Johnson  feeder3, the maintenance of weight gain and skeletal growth of CL/P 
children is not well studied.

Comparative studies on weight gain and skeletal growth in CL/P children have been reported during 
1980–2010. These reports show no difference in mean body weight at birth between infants with and without 
CL/P. However, in early infancy, CL/P infants showed lower weight gain than those without CL/P, and growth 
retardation was observed during the period of surgical lip repair. However, weight gain reportedly returned to 
normal after cleft palate repair, and the differences were evened out between CL/P and no CL/P  children3–8. 
According to statistics released by the Korean Ministry of Education, children and adolescents aged 6–17 years 
gained more height in the 2000s than in the  1990s9. Although there are no growth data for infants and children 
aged 0–5 in this statistic, our authors inferred those infants and children aged 0-5 would have similar results. 
Therefore, we wanted to find out how the skeletal growth of CL/P infants and children in the 2000s differs from 
those of no CL/P infants and children. Since previous findings of comparative studies were reported before the 
2000s, they do not represent the current situation well. These reports also did not study enough subjects to make 
a generalization about the growth of children. Currently, there is no nationwide population-based study on the 
relationship between CL/P and height, weight, and head circumference.

CL/P children differ from normal children in terms of oral and dental health. It is generally known that 
children with CL/P have restricted midface growth. Some recent papers reported on midface growth in relation 
to cleft palate surgery method and timing and found that malocclusion is more common in CL/P  children10,11. 
However, there are few nationwide population-based studies making a comprehensive dental evaluation, includ-
ing the speed of dental eruption, risk of tooth caries, and timing of permanent tooth eruption.

Herein, we investigated the general growth (height, weight, head circumference) and dental growth of CL/P 
children compared with age- and sex-matched control subjects.
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Methods
Ethical approval. This study was approved by the Institutional Review Board of Kyungpook National Uni-
versity Hospital (IRB No. KNUH 2020-04-049) and performed in accordance with the principles of the Dec-
laration of Helsinki. All personal information was anonymized. Disclosure and sharing of anonymized health 
insurance data were guaranteed by Korean law, and there was no reason to presume that participants refuse to 
consent. Because all data was anonymized, the risk of the study due to the waiver of consent was extremely low. 
Therefore, informed consents for participants waiver were obtained from Institutional Review Board of Kyung-
pook National University Hospital and Deliberation Committee of National Health Insurance Sharing Service 
in Korea.

Data source. This cohort study was based on the Korean National Health Insurance (NHI) database. All 
Korean citizens, more than 50,000,000 people, are obliged to subscribe to the NHI system operated by the Korean 
government. This health insurance subscription is automatically made at the time of birth. Currently, 97% of 
Korean citizens are enrolled in this insurance system. The NHI database provides various medical inpatient and 
outpatient service usage. Information based on the International Classification of Diseases 10th revision (ICD-
10) codes, diagnostic codes with treatments, all data on inpatient and outpatient claims, and sociodemographic 
data of all insured citizens were included in this  database12. The National Health Insurance Service-Infants and 
Children’s Health Screening (NHIS-INCHS) started in 2007 in South Korea for all children under 6 years of 
 age13.

National health insurance service-infants and children’s health screening. All infants and chil-
dren born in Korea in 2019 were eligible to participate in a total of seven children’s health screenings before 
entering elementary school (at 4–6, 9–12, 18–24, 30–36, 42–48, 54–60, 66–71 months of age). All infants and 
children born in Korea after 2020 underwent a total of eight screenings (a screening at 14–35 days of age was 
added). These screenings included the following: questionnaire filled out by the parents, examination by the 
pediatrician, physical measurement (height, weight, head circumference, BMI), health education, developmen-
tal screening, and  counseling14. Moreover, since 2007, all infants and children born in Korea have undergone 
three oral and teeth examinations by a dentist (at 18–29, 42–53, 54–65 months of age). The dental screening 
included the current condition of each individual tooth (eruption, noneruption, erupting, demineralization, car-
ies, restoration, pit and fissure sealing, suspicious caries), need for treatment, prevention, plaques, malocclusion, 
parafunction, caries, proximal caries, restoration, risk for caries, and total judgment of the teeth performed by 
a dentist. All dental records at 18–29 and 42–53 months were records of primary teeth (milk teeth), and dental 
records of 54–65 months included records of permanent teeth.

Study population and subgroup analysis. The 5,234,695 newborns born in 2007–2018 in Korea were 
classified into CL/P and control groups. The diagnosis of CL/P was identified based on ICD-10 codes (Q35–37). 
CL/P children were further divided into syndromic and nonsyndromic CL/P children based on the presence of 
associated syndromes. Detailed definitions of associated syndromes were described in Supplementary informa-
tion. They were also divided into subgroups of cleft lip only (CLO), cleft palate only (CPO), and both cleft lip 
and palate (CLP) (Fig. 1).

Validation for diagnostic accuracy. For diagnostic accuracy, a total of 437 children who had congenital 
facial anomalies and visited a single medical center from January 2006 to December 2018 were analyzed by 
reviewing the medical records. Two plastic surgeons reviewed all medical records, including medical photo-
graphs and 3-dimensional facial computed tomography (CT) findings. Cleft lips were identified by medical pho-
tographs and cheiloplasty (cleft lip repair). Cleft palates were diagnosed by medical photographs of the palate, 
3-dimensional facial CT, and palatoplasty (cleft palate repair). To validate the subgroups of CL/P, CLO patients 
were defined as only those that were tagged for Q36 and not Q35. Cleft palate only (CPO) was tagged only with 
code Q35 and not Q36. Patients tagged with both Q35 and Q36 or Q37 were identified as cleft lip and palate 
(CLP). These algorithms were also used during the review of medical records in a single medical center.

Among all 437 children, 221 diagnosed with CL/P were analyzed for sensitivity, whereas 216 with facial 
congenital anomalies other than CL/P were analyzed for specificity. The sensitivity of these diagnostic algo-
rithms was assessed by checking whether CL/P infants had satisfied the diagnostic criteria, and the specificity 
of these algorithms was assessed by determining why infants with congenital facial anomalies other than CL/P 
did not satisfy the diagnostic criteria. The results revealed that CL/P infants had 99.10% sensitivity and 99.07% 
specificity. The diagnostic algorithm for subgroup analysis showed 95.65% sensitivity and 97.83% specificity for 
CLO, 97.39% sensitivity and 99.13% specificity for CPO, and 96.67% sensitivity and 98.33% specificity for CLP.

Statistical analysis. This study compared the general growth (i.e., height, weight, and head circumference) 
of CL/P and no CL/P children as well as compared their teeth by individual tooth number. These comparisons 
were performed according to sex, subgroups, and presence of associated syndromes. For general growth, all 
seven screenings were included in the analysis. Height, weight, and head circumference were divided into 1000 
percentiles for the entire cohort. To exclude technical or input errors for each numerical value, numerical val-
ues less than the  1st percentile and more than the 999th percentile were excluded. Mean values and standard 
deviation of the general growth data were calculated for CL/P and no CL/P children according to subgroups and 
the presence of associated syndromes. Analysis of variance with post hoc test (Scheffe) was used for statistical 
comparison. Regarding dental and oral examination, the differences regarding eruption, noneruption, erupting, 
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demineralization, caries, restoration, pit and fissure sealing, and suspicious caries were compared. The categori-
cal variables were analyzed using Chi-squared test. Categorical dependent variables, which included the needed 
treatment, prevention, plaque, malocclusion, parafunction, caries, proximal caries, restoration, risk for caries, 
and total judgment of the teeth, were also assessed. Logistic regression tests were performed for these categorical 
dependent variables. All statistical analyses were conducted using STATA MP, version 16.1 (StataCorp, College 
Station, Texas, USA). Statistical significance was set at p < 0.05.

Results
A total of 5,234,695 newborns born during 2007–2018 were registered in the NHI database. Among them were 
10,455 children with CL/P. There were 5292 males and 5163 females. There were 2462 cases of syndromic CL/P 
and 7993 cases of nonsyndromic CL/P. There were 2140, 5538, and 2777 children further classified into the CLO, 
CPO, and CLP subgroups, respectively (Table 1).

Figure 1.  Flowchart of the study.

Table 1.  Number of CL/P children during 2007–2018 in Korea. CL/P cleft lip with or without palate, CLO cleft 
lip only, CPO cleft palate only, CLP: cleft lip and palate.

No. of children Ratio (%)

Total 10,455 100

Sex

Male 5292 50.62

Female 5163 49.38

Presence of associated syndromes

Syndromic CL/P 2462 23.55

Nonsyndromic CL/P 7993 76.45

Subgroups

CLO 2140 26.47

CPO 5538 52.97

CLP 2777 26.56

Sensitivity for operation

Primary cheiloplasty 4820/4917 cases 98.03

Primary palatoplasty 8095/8315 cases 97.35



4

Vol:.(1234567890)

Scientific Reports |        (2021) 11:23609  | https://doi.org/10.1038/s41598-021-03052-x

www.nature.com/scientificreports/

General growth (height, weight, and head circumference). Table 2 shows the mean heights of the 
study population analyzed via the post hoc test. At 66–71 months, the mean heights of nonsyndromic and syn-
dromic CL/P children were lower than controls (by 0.78 cm and 3.13 cm, respectively). In the subgroup com-
parisons, there were no significant differences between CLO and controls and between CLP and CPO children 
in terms of height. However, at 66–71 months, CPO and CLP children were significantly shorter than controls 
(by 1.64 cm and 1.45 cm, respectively). This trend in height difference was consistent throughout all screenings 
(Fig. 2).

Table 3 shows the mean weights of the study population. At 66–71 months, nonsyndromic and syndromic 
CL/P children had lower mean weight than controls (by 0.52 kg and 1.71 kg, respectively). In the subgroup com-
parisons, there were no significant differences between CLO and controls and between CLP and CPO children. 
However, at 66–71 months, CPO and CLP children weighed significantly less than controls (by 1.06 kg and 0.81 
kg, respectively). This trend in weight difference was consistent throughout all screenings (Fig. 3).

Table 4 shows the mean head circumferences of the study population. At the final screening, nonsyndromic 
and syndromic CL/P children had lower mean head circumference than controls (by 0.09 cm and 0.79 cm, 
respectively). During subgroup comparison, at 66–71 months, CLP children had lower mean circumference than 
controls, whereas CPO children had lower mean circumference than CLP children. CLO children and controls 
were not significantly different (Fig. 4).

Dental and oral screening. All infants and children born in Korea have undergone three dental and oral 
examinations by a dentist (at 18–29, 42–53, 54–65 months of age) under the policy of NHI. Therefore, the results 
of dental and oral examination were present only in these three periods contrary to the general health screen-
ings. These screenings were compared between no CL/P and CL/P children (Supplementary Table 2–25). CL/P 

Table 2.  Mean heights (cm) of CL/P and non-CL/P children during 2007–2018 in Korea. The p values were 
omitted because all values were < 0.0001. The results of the post hoc test by Scheffe were described once 
because all the results were the same. CL/P cleft lip with or without palate, N-Sd nonsyndromic CL/P, Sd 
syndromic CL/P, CLO cleft lip only, CPO cleft palate only, CLP cleft lip and palate.

Age (months) No CL/P (a)

Presence of 
associated 
syndromes Subgroups

N-Sd. (b) Sd. (c) CLO (d) CPO (e) CLP (f)

4–6

Mean 67.36 66.99 65.62 67.40 66.54 66.61

Std. Dev. 2.84 2.98 3.27 2.97 3.08 3.08

Freq. 2,936,859 4631 1027 1225 3085 1348

9–12

Mean 75.48 75.15 73.77 75.44 74.77 74.73

Std. Dev. 2.87 2.99 3.34 2.95 3.12 3.15

Freq. 3,090,339 4423 939 1192 2844 1326

18–24

Mean 85.49 85.14 83.51 85.35 84.80 84.55

Std. Dev. 3.45 3.66 4.03 3.62 3.79 3.85

Freq. 3,342,769 5104 1085 1367 3224 1598

30–36

Mean 93.69 93.30 91.69 93.49 92.92 92.79

Std. Dev. 3.37 3.51 4.05 3.51 3.73 3.64

Freq. 3,061,659 4744 1045 1251 2969 1569

42–48

Mean 100.66 100.23 98.40 100.54 99.67 99.76

Std. Dev. 3.82 3.99 4.59 3.86 4.25 4.21

Freq. 2,597,652 4062 958 1088 2533 1399

54–60

Mean 107.50 106.76 104.74 107.25 106.09 106.24

Std. Dev. 4.20 4.41 5.02 4.22 4.67 4.66

Freq. 2,092,872 3274 753 866 2008 1153

66–71

Mean 114.13 113.35 111.00 114.13 112.49 112.68

Std. Dev. 4.50 4.80 5.78 4.80 5.06 5.18

Freq. 1,620,680 2553 583 705 1552 879

Post hoc test (Scheffe) a>b>c a, d > e, f
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children had slower eruption of primary teeth than no CL/P children, except for the primary second molars 
(#55, #65, #75, #85). However, all the permanent teeth of CL/P children erupted faster than controls.

CL/P primary teeth had more demineralization, caries, and restoration than controls, except for the upper 
primary incisors (#51, #52, #61, #62), wherein they had less demineralization and caries, but higher restorations 
than controls. Compared to controls, CL/P children had no difference in the upper central incisors (#11, #12), 
but increased demineralization, caries, and reduced restoration in the lower central incisors (#31, #41). There 
was increased caries, reduced demineralization, and reduced restoration in the lateral incisors (#12, #22), and 
increased caries, increased demineralization, and reduced restoration in the lower lateral incisors (#32, #42). 
The first upper teeth molars (#16, #26) also had increased demineralization, increased caries, and decreased 
restoration. The first lower teeth molars (#36, #46), were not different between CL/P and no CL/P children. The 
statistical differences of each tooth between CL/P and no CL/P children are shown in both the upper and lower 
teeth (Supplementary Table 26).

CL/P children had significantly increased risks for malocclusion, parafunction, caries, risk for caries, and 
poor total judgment than controls at 18–29 months. At 42–53 months, CL/P children had increased risk for 
malocclusion and parafunction but decreased risk for needing treatment. At 54–65 months, CL/P children had 
increased risk for malocclusion, caries, restoration, and poor total judgment and a decreased risk for needing 
treatment (Table 5).

Discussion
This study compared the general growth and orodental conditions of CL/P and no CL/P children. Both syndro-
mic and nonsyndromic CL/P children were generally shorter than controls at any age. At the final follow-up 
(66–71 months), nonsyndromic and syndromic CL/P children were shorter than controls. At 66–71 months, 
nonsyndromic and syndromic CL/P children weighed less than no CL/P children. The CL/P children never had 
more height or weight than no CL/P children.

At 66–71 months, nonsyndromic CL/P children were shorter by <1 cm, but syndromic CL/P children were 
shorter by >3 cm, indicating a big difference. Syndromic CL/P is closely correlated with chromosomal anomalies, 

Figure 2.  Comparison of height between CL/P and no CL/P children. (a) Height of CL/P children grouped 
by age and the presence of associated syndromes. (b) Height of CL/P children at 66–71 months grouped by the 
presence of associated syndromes. (c) Height of CL/P children grouped by age and subgroup (CLO, CPO, CLP). 
(d) Height of CL/P children at 66–71 months by subgroup (CLO, CPO, CLP).
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and these patients may have developmental delay, cardiac anomalies, or a severely shortened life  span3. Thus, 
these growth disorders in syndromic CL/P children may have been caused by their associated congenital anoma-
lies and intrinsic factors. Interestingly, children with nonsyndromic CL/P also had lower height and weight, 
but they did not differ in intrinsic factors. Thus, the difference may be due to the environmental factors caused 
by CL/P. However, this raises a few questions: (1) What is the normal height? (2) Can nonsyndromic children 
0.78 cm shorter than no CL/P children be considered abnormal? Since the average height did not differ by even 
1 cm, it is difficult to consider nonsyndromic CL/P children as abnormal. Nevertheless, it was a clear finding 
that nonsyndromic CL/P children are shorter than no CL/P children. According to previous reports, CL/P and 
no CL/P children were not different at birth, but growth retardation appeared in CL/P children upon reaching 
the appropriate age for undergoing palatoplasty. Moreover, after palatoplasty, growth was recovered at 4 years, 
and the difference with no CL/P children disappeared. CL/P and no CL/P children did not differ in growth by 
6 years of age. However, in late childhood, CL/P children had a greater average decrease in height and  weight3.

On subgroup analysis, CLO and CL/P children were not different from controls, but those with CPO or CLP 
had lower height and weight until 66–71 months of age. According to previous study which was regarding the 
length and body weight of millions of newborns including CL/P infants, compared to controls, the body dimen-
sions of infants with CLO (n = 865) were not different at birth, whereas those with CPO and CLP had lower 
weight and height. However, in that study, long-term follow-up was lacking, and the subjects were infants born 
during 1973–19926. In our study, most cases (8095 out of 8315 cases; 97.35%) requiring palatoplasty underwent 
primary palatoplasty. Conversely, our study found that growth in terms of height and weight could not catch up 
with that of normal children after palatoplasty surgery.

Table 3.  Mean weights (kg) of CL/P and non-CL/P children during 2007–2018 in Korea. The p values were 
omitted because all values were < 0.0001. The results of the post hoc test by Scheffe were described once 
because all the results were the same. CL/P cleft lip with or without palate, N-Sd nonsyndromic CL/P, Sd 
syndromic CL/P, CLO cleft lip only, CPO cleft palate only, CLP cleft lip and palate.

Age (months) No CL/P (a)

Presence of 
associated 
syndromes Subgroups

N-Sd. (b) Sd. (c) CLO (d) CPO (e) CLP (f)

4–6

Mean 8.11 7.88 7.29 8.09 7.69 7.67

Std. Dev. 0.99 1.01 1.06 1.03 1.04 1.01

Freq. 2,936,756 4610 994 1225 3043 1336

9–12

Mean 9.84 9.72 9.16 9.90 9.53 9.56

Std. Dev. 1.08 1.10 1.15 1.09 1.13 1.12

Freq. 3,090,157 4413 922 1190 2824 1321

18–24

Mean 11.96 11.88 11.29 12.01 11.71 11.69

Std. Dev. 1.34 1.37 1.51 1.39 1.41 1.43

Freq. 3,343,226 5111 1078 1365 3222 1602

30–36

Mean 14.12 13.97 13.30 14.11 13.79 13.76

Std. Dev. 1.60 1.62 1.77 1.63 1.69 1.64

Freq. 3,062,165 4747 1044 1249 2969 1573

42–48

Mean 16.23 16.01 15.21 16.26 15.73 15.76

Std. Dev. 1.97 1.96 2.10 2.00 2.02 1.98

Freq. 2,598,172 4067 957 1086 2537 1401

54–60

Mean 18.52 18.11 17.13 18.47 17.75 17.83

Std. Dev. 2.57 2.45 2.58 2.57 2.47 2.46

Freq. 2,092,851 3278 750 864 2010 1154

66–71

Mean 21.09 20.57 19.38 21.14 20.03 20.28

Std. Dev. 3.38 3.32 3.35 3.48 3.20 3.41

Freq. 1,620,589 2550 590 705 1558 877

Post hoc test (Scheffe) a > b >c a, d > e, f
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In dental and oral screenings, primary teeth of CL/P children erupted slower than those without CL/P, except 
for the primary second molars (#55, #65, #75, #85). However, all permanent teeth of CL/P children erupted faster 
than those without CL/P. The rapid eruption of the permanent teeth means that the primary teeth were quickly 
dislodged, suggesting greatly reduced stability in the primary teeth of CL/P children. Interestingly, even though 
CL/P is associated with the upper teeth, similar results were found in the lower teeth of CL/P children. Some 
believe that these delays in growth are because many CL/P infants are born  prematurely15. Although we did not 
describe this in the results section, in our cohort, only 4% of no CL/P children and 7% of CL/P children were 
premature. Furthermore, if these results were obtained because there were many premature infants among those 
with CL/P, the permanent teeth would have erupted later than in those without CL/P.

In our study, CL/P children never caught up with the growth of no CL/P children, except in head circumfer-
ence. Unfortunately, the current evidence based on textbook descriptions is from a population cohort in the 
1900s, and thus it is not representative of the recent growth of children. Because “catch up” is a relative concept, 
no matter how well CL/P children eat after palatoplasty, catch up growth can still be demonstrated if no CL/P 
children in the 2000s have better growth indicators than those in the 1900s. Moreover, although efforts are made 
to improve feeding in children with cleft palate, these may still be insufficient in early infancy, especially because 
nonsyndromic cleft palate infants do not differ in digestive ability compared to normal infants. The low levels of 
general growth in syndromic and nonsyndromic CL/P, CPO, and CLP children suggest anatomical deficiencies 
in oral intake. Therefore, we believe that short-term tube feeding assistance or palatal splits may be helpful for 
increasing oral intake during early infancy.

Figure 3.  Comparison of weight between CL/P and no CL/P children. (a) Weight of CL/P children grouped 
by age and the presence of associated syndromes. (b) Weight of CL/P children at 66–71 months grouped by the 
presence of associated syndromes. (c) Weight of CL/P children grouped by age and subgroup (CLO, CPO, CLP). 
(d) Weight of CL/P children at 66–71 months by subgroup (CLO, CPO, CLP).
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On dental examination, CL/P children had higher risks than CL/P children in terms of malocclusion, par-
afunction, caries, and risk of caries at 18–29 months. In contrast, at 42–53 months, CL/P children had a higher 
risk than no CL/P children in terms of malocclusion and parafunction only, but not in caries or risk of caries. 
Additionally, CL/P children needed less dental treatments than no CL/P children, which is likely because they 
had more frequent dental visits before 42–53 months of age and received dental care more quickly. There also 
seems to be a difference in sensitivity to dental treatment. Similarly, at 54–65 months, CL/P children had a lower 
risk of requiring treatment, but a higher risk of malocclusion and caries. Dental restorations that had already 
been performed were also more common in CL/P. This also supports the high sensitivity of CL/P children to 
dental treatment. In all age groups, CL/P children had higher rates of malocclusion and poor total judgment, 
and the odds ratio for these two variables also gradually increased with age. This suggests that CL/P children 
should receive dental care more actively before entering elementary school.

This study has some limitations. Since diagnoses were based using the ICD-10 code, detailed diagnostic 
classifications reflecting severity (i.e., unilateral and bilateral CL/P) were not available. Medical images, photo-
graphs, radiologic findings, or laboratory findings were also not included in this database. Thus, selection bias 
from diagnostic classification may exist. However, our authors validated the diagnostic accuracy of the ICD-10 
codes. The Korean NHI is a fairly accurate database as well; the insurance review teams of each general hospital 

Table 4.  Mean head circumferences (cm) of CL/P and non-CL/P children during 2007–2018 in Korea. The p 
values were omitted because all values were < 0.0001. CL/P cleft lip with or without palate, N-Sd nonsyndromic 
CL/P, Sd syndromic CL/P, CLO cleft lip only, CPO cleft palate only, CLP cleft lip and palate.

Age (months) No CL/P (a)

Presence of 
associated 
syndromes Subgroups

N-Sd. (b) Sd. (c) CLO (d) CPO (e) CLP (f)

4–6

Mean 42.73 42.67 42.09 42.80 42.46 42.59

Std. Dev. 1.47 1.50 1.70 1.47 1.57 1.57

Freq. 2,937,071 4623 1025 1226 3067 1355

Post hoc test (Scheffe) a > b > c a, d > e, f

9–12

Mean 45.65 45.59 45.08 45.67 45.40 45.56

Std. Dev. 1.43 1.48 1.63 1.45 1.55 1.53

Freq. 3,089,571 4423 950 1191 2851 1331

Post hoc test (Scheffe) a > b > c a, d, f > e

18–24

Mean 47.79 47.76 47.32 47.80 47.60 47.73

Std. Dev. 1.43 1.50 1.67 1.49 1.55 1.56

Freq. 3,342,266 5110 1082 1367 3223 1602

Post-hoc test (Scheffe) a, b > c a, d, f > e

30–36

Mean 49.10 49.06 48.47 49.11 48.86 49.00

Std. Dev. 1.40 1.47 1.67 1.44 1.55 1.54

Freq. 3,061,804 4757 1047 1251 2979 1574

Post hoc test (Scheffe) a, b > c a, d, f > e

42–48

Mean 49.94 49.88 49.30 50.01 49.67 49.78

Std. Dev. 1.40 1.45 1.68 1.43 1.53 1.53

Freq. 2,597,603 4070 966 1087 2550 1399

Post hoc test (Scheffe) a > b > c a, d > e, f

54–60

Mean 50.59 50.52 49.88 50.59 50.29 50.44

Std. Dev. 1.41 1.46 1.75 1.44 1.58 1.54

Freq. 2,093,408 3277 764 868 2020 1153

Post hoc test (Scheffe) a > b > c a > f > e; d > e

66–71

Mean 51.15 51.06 50.36 51.17 50.79 50.99

Std. Dev. 1.42 1.50 1.80 1.46 1.62 1.59

Freq. 1,620,429 2557 590 703 1564 880

Post hoc test (Scheffe) a > b > c a > f > e; d > e
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in Korea verify the ICD-10 code and surgical fees before hospitals claim medical fees. Afterwards, the Health 
Insurance Review & Assessment, which is another national public institution separate from the NHI, performs 
reverification. Our data from the Korean NHI went through these two steps of verification. Therefore, the bias 
for misdiagnosis in the present study is low.

This study also has some strengths. First, this is the first comparative report to investigate the nationwide 
general growth, dental growth, and dental examinations in Asian CL/P children, to the best of our knowledge. 
Second, because this study included children during 2007–2018, it reflects the recent growth of children.

Conclusion
CL/P children had lower height, weight, and head circumference than no CL/P children before elementary school 
with or without surgery during 2007–2018. Both syndromic and nonsyndromic CL/P had similar results. These 
values were also lower in CPO and CLP children, whereas no difference was found between CLO and no CL/P 
children. All primary teeth in CL/P children, except the second molars, erupted later than in those without 
CL/P. Contrarily, permanent teeth in CL/P children erupted faster than in those without CL/P, which means 
that CL/P children lose their primary teeth more quickly. Moreover, CL/P children had a higher risk for caries 
and malocclusion than those without CL/P and hence need to receive more aggressive dental treatment before 
entering elementary school.

Figure 4.  Comparison of head circumference between CL/P and no CL/P children. (a) Head circumference 
of CL/P children grouped by age and the presence of associated syndromes. (b) Head circumference of CL/P 
children at 66–71 months grouped by the presence of associated syndromes. (c) Head circumference of CL/P 
children grouped by age and subgroup (CLO, CPO, CLP). (d) Head circumference of CL/P children at 66–71 
months by subgroup (CLO, CPO, CLP).
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Data availability
The data that supports the findings of this study is available from the NHI service, but restrictions apply to the 
availability of data, which was used with permission for the current study and therefore not publicly available. 
Data is however available upon reasonable request and with permission of NHI.

Received: 6 September 2021; Accepted: 23 November 2021

References
 1. Mossey, P. A., Little, J., Munger, R. G., Dixon, M. J. & Shaw, W. C. Cleft lip and palate. Lancet 374, 1773–85 (2009).
 2. Miranda, G. S., Marques, I. L., de Barros, S. P., Arena, E. P. & de Souza, L. Weight, length, and body mass index growth of children 

under 2 years of age with cleft lip and palate. Cleft Palate Craniofac. J. 53, 264–71 (2016).
 3. Pomerantz, J. H. & Hoffman, W. Y. Cleft palate. In Plastic Surgery 4th edn, Vol. 3 (eds Rodriguez, E. D. et al.) 564–580 (Elsevier, 

Amsterdam, 2017).
 4. Jones, W. B. Weight gain and feeding in the neonate with cleft: A three-center study. Cleft Palate J. 25, 379–84 (1988).
 5. Lee, J., Nunn, J. & Wright, C. Height and weight achievement in cleft lip and palate. Arch. Dis. Child. 76, 70–2 (1997).
 6. Becker, M., Svensson, H. & Källén, B. Birth weight, body length, and cranial circumference in newborns with cleft lip or palate. 

Cleft Palate Craniofac. J. 35, 255–61 (1998).
 7. Seth, A. K. & McWilliams, B. J. Weight gain in children with cleft palate from birth to two years. Cleft Palate J. 25, 146–50 (1988).
 8. Zarate, Y. A. et al. Evaluation of growth in patients with isolated cleft lip and/or cleft palate. Pediatrics 125, e543–e549 (2010).
 9. Korean Ministry of Education. Students Physical Development Survey. https:// kosis. kr/ statH tml/ statH tml. do? orgId= 112& tblId= 

TX_ 11202_ A001& vw_ cd= MT_ ZTITL E& list_ id=F_ 57& seqNo= & lang_ mode= ko& langu age= kor& obj_ var_ id= & itm_ id= & conn_ 
path= MT_ ZTITLE (2021)

 10. Farber, S. J. et al. Effect on facial growth of the management of cleft lip and palate. Ann. Plast. Surg. 83, e72–e76 (2019).
 11. Xu, X., Cao, C., Zheng, Q. & Shi, B. The influence of four different treatment protocols on maxillofacial growth in patients with 

unilateral complete cleft lip, palate, and alveolus. Plast Reconstr. Surg. 144, 180–6 (2019).

Table 5.  Logistic regression analysis of the dental examinations of CL/P children during 2007–2018 in Korea. 
*P < 0.05, **P < 0.01, ***P < 0.001, OR odds ratio, CI confidence interval, obs observations, Tx treatment, Pv 
prevention, prox proximal, judg judgment, NG not good, CL/P cleft lip with or without palate.

Age (months) Dependent variables

OR (95% CIs)

P Number of obsNo CL/P CL/P

18–29

Tx needed Reference 0.90 (0.77–1.06) 0.214 658,805

Pv needed Reference 0.93 (0.83–1.05) 0.220 658,807

Plaque Reference 0.91 (0.80–1.02) 0.111 658,805

Malocclusion Reference 2.50 (2.15–2.91) < 0.0001*** 658,798

Parafunction Reference 2.64 (1.12–6.27) 0.027* 1,110,318

Caries Reference 1.16 (1.03–1.30) 0.014* 1,114,129

Caries, prox Reference 1.05 (0.86–1.27) 0.662 1,114,130

Restoration Reference 1.18 (0.80–1.75) 0.411 1,114,125

Caries risk Reference 4.22 (1.73–10.28) 0.002** 1,112,628

Total judg- NG Reference 1.09 (1.01–1.17) 0.029* 1,620,973

42–53

Tx needed Reference 0.84 (0.72–0.98) 0.031* 586,093

Pv needed Reference 1.00 (0.85–1.17) 0.991 586,088

Plaque Reference 1.02 (0.87–1.20) 0.812 586,090

Malocclusion Reference 3.58 (2.89–4.44) < 0.0001*** 586,089

Parafunction Reference 1.67 (1.08–2.58) 0.021* 586,086

Caries Reference 1.07 (0.98–1.18) 0.138 1,076,685

Caries, prox Reference 1.02 (0.91–1.15) 0.721 1,076,677

Restoration Reference 1.08 (0.95–1.22) 0.253 1,076,673

Caries risk Reference 1.04 (0.94–1.15) 0.445 1,076,670

Total judg- NG Reference 1.17 (1.06–1.29) 0.002** 1,092,390

54–65

Tx needed Reference 0.76 (0.63–0.92) 0.005** 464,682

Pv needed Reference 0.97 (0.80–1.17) 0.717 464,681

Plaque Reference 1.07 (0.88–1.31) 0.481 464,681

Malocclusion Reference 4.14 (3.20–5.36) < 0.0001*** 464,680

Parafunction Reference 1.57 (0.88–2.78) 0.125 464,678

Caries Reference 1.20 (1.08–1.33) 0.001** 894,963

Caries, prox Reference 0.97 (0.86–1.10) 0.675 894,957

Restoration Reference 1.12 (1.00–1.26) 0.048* 894,954

Caries risk Reference 1.08 (0.96–1.20) 0.208 894,952

Total judg-NG Reference 1.33 (1.18–1.49) < 0.0001*** 894,070

https://kosis.kr/statHtml/statHtml.do?orgId=112&tblId=TX_11202_A001&vw_cd=MT_ZTITLE&list_id=F_57&seqNo=&lang_mode=ko&language=kor&obj_var_id=&itm_id=&conn_path=MT_ZTITLE
https://kosis.kr/statHtml/statHtml.do?orgId=112&tblId=TX_11202_A001&vw_cd=MT_ZTITLE&list_id=F_57&seqNo=&lang_mode=ko&language=kor&obj_var_id=&itm_id=&conn_path=MT_ZTITLE
https://kosis.kr/statHtml/statHtml.do?orgId=112&tblId=TX_11202_A001&vw_cd=MT_ZTITLE&list_id=F_57&seqNo=&lang_mode=ko&language=kor&obj_var_id=&itm_id=&conn_path=MT_ZTITLE


11

Vol.:(0123456789)

Scientific Reports |        (2021) 11:23609  | https://doi.org/10.1038/s41598-021-03052-x

www.nature.com/scientificreports/

 12. Kim, H. J., Kang, T., Kang, M. J., Ahn, H. S. & Sohn, S. Y. Incidence and mortality of myocardial infarction and stroke in patients 
with hyperthyroidism: A nationwide cohort study in Korea. Thyroid 30, 955–65 (2020).

 13. Na, K. H. et al. Incidence, long-term visual outcomes, and mortality in retinopathy of prematurity in Korea: A nationwide popu-
lation-based study. Invest. Ophthalmol. Vis. Sci. 61, 14 (2020).

 14. Korean National Health Insurance Service. National Health Insurance Service-Infants and Children’s Health Screening Guide. 
Available at: https:// www. nhis. or. kr/ nhis/ healt hin/ wbhac a0480 0m01. do

 15. Harville, E. W., Wilcox, A. J., Lie, R. T., Vindenes, H. & Abyholm, F. Cleft lip and palate versus cleft lip only: Are they distinct 
defects?. Am. J. Epidemiol. 162, 448–53 (2005).

Acknowledgements
The authors thank to alumni from department of plastic and reconstructive surgery, school of medicine, Kyung-
pook National University for facilitating publishment of the research.

Author contributions
J.Y.R., T.H.P., and J.S.L. designed and managed the research, wrote the first draft of the paper and had primary 
responsibility for the final content. J.Y.R., J.D.Y., H.Y.C., B.C.C., and K.Y.C. conducted the study and were involved 
in providing data. All authors have read and approved the final manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https:// doi. org/ 
10. 1038/ s41598- 021- 03052-x.

Correspondence and requests for materials should be addressed to K.Y.C.

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://www.nhis.or.kr/nhis/healthin/wbhaca04800m01.do
https://doi.org/10.1038/s41598-021-03052-x
https://doi.org/10.1038/s41598-021-03052-x
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	A nationwide cohort study on growth impairment by cleft lip with or without palate
	Methods
	Ethical approval. 
	Data source. 
	National health insurance service-infants and children’s health screening. 
	Study population and subgroup analysis. 
	Validation for diagnostic accuracy. 
	Statistical analysis. 

	Results
	General growth (height, weight, and head circumference). 
	Dental and oral screening. 

	Discussion
	Conclusion
	References
	Acknowledgements


