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INTRODUCTION 

Clefts of the lip and/or palate (CLP) are currently the 

most common craniofacial birth defects that arise as a 

result of failure of facial embryonic processes to fuse. 

These congenital growth diseases can be isolated or 

associated with other anomalies or part of recognized 

syndromes. The majority of these orofacial clefts are 

nonsyndromic. 

In general, the types of orofacial clefts are classified into 

a cleft lip either with or without a cleft palate or a cleft 

palate only. CLP etiology, which involves both genetic 

and environmental factors, is highly complex; its 

molecular basis remains largely unknown.
1,2

 

Epidemiological studies on different populations have 

revealed marked geographical and ethnic differences with 

the prevalence of disease which is ranging from 1:500 to 

1:2500 live births.
1-4

 Disease has a major impact 

especially on the affected individual, their families and 

society that needs long rehabilitation between birth and 

adulthood. The effects on an individual’s speech, hearing, 

appearance, social integration and psychology can lead to 

long-lasting adverse outcomes for health and wellbeing.
4
 

Early referral to a craniofacial clinic is needed to ensure 

the best outcomes for these children. 

Most individuals with CLP require the coordinated care 

of providers (multidisciplinary care) in many fields of 

medicine and dentistry. Depending on the location and 

severity of the cleft, subsequent cosmetic operations may 

be necessary. Treatment of CLP anomalies is still 

challenging, costly, lengthy and requires years of 

specialized care.  

In the current study we present a case report of a woman 

with prenatal diagnosis of cleft lip and palate, who had 

multiple risk factors. 

CASE REPORT  

A 39 year old woman, gravida 3, para 2 at 22 weeks 

gestation, with a family history of cleft lip and palate was 

referred to our department for prenatal counseling 

because of advanced age. A fetal ultrasound with detailed 

anatomic examination revealed CLP. No other congenital 

anomalies were observed. After extensive questioning of 

the patient's medical history, we have learned that her 

previous child was born with CLP too. Her families have 
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a history of clefting, her brother's son who was also born 

with a CLP. She married her cousin (consanguineous 

marriage). The patient was diagnosed with epilepsy about 

8 years ago and taking regular medication for the last five 

years. She was receiving carbamazepine 200 mg 2×1 pills 

per day, as well as taking a daily multivitamin 

supplement with 1.0 mg of folic acid. She has been 

smoking for 5 years, and also smoked while she was 

pregnant. She was invited to the high-risk perinatology 

clinic for routine screening tests and follow-up. 

The patient delivered (spontaneous vaginal) a newborn 

with unilateral cleft lip and palate (figure 1) at 39 weeks' 

gestation with no complications. No other birth defects 

and syndromic associations were observed. The newborn 

infant could not breastfeed, then immediately referred to 

dentist. Within the first few days after the birth, parents 

of baby have recieved advices and informed by the 

surgeon and orthodontist on the immediate and long-term 

management of their child. 

Written informed consent was obtained from the parents 

of the patients for publication of images.

 

 

Figure 1:  A new born with unilateral cleft lip and 

palate. 

DISCUSSION 

The etiology of CLP is complex but it's thought to be 

involving interactions of numerous genetic, 

environmental and prenatal factors. Although the exact 

cause of CLP is largely unknown, current published 

evidence shows that there are numerous risk factors that 

are involved in etiology. Researches indicate that the 

genes a child inherits from their parents occasionally 

make them more susceptible to developing a CLP. 

Compelling evidences suggest that genetic variants play a 

substantial role in the development of CLP.
5
 Evidence 

also shows that the risk of oral clefts among first degree 

relatives of cases is much higher than that in the general 

population.
6
  

Risk factors such as maternal smoking, maternal age, 

alcohol consumption, gender, medicinal drugs, viral 

infection and exposure to teratogens during early 

pregnancy have previously been investigated.
1-7 

Researchers have proposed some other theories to explain 

the origin of CLP. Other associated factors are the anti-

epileptic drugs usage, maternal (toxoplasmosis, rubella, 

cytomegalovirus, herpes simplex TORCH) infections, 

nutritional deficiencies (especially folic acid) during 

pregnancy, and consanguineous marriage between the 

parents.
8
 

Several studies have reported increased risk of oral clefts 

with increased maternal age at pregnancy. In our study, 

the mother was 39 years old having her last baby. 

Although cleft palate without cleft lip is more common in 

females, the incidence of cleft lip and palates and cleft 

lips were found to be more common in male than female 

births.
4
 If the parent or sibling has a CLP, the incidence 

of disease was significantly increased in subsequent 

children. Our study showed that familial history of oral 

cleft was significantly associated with CLP which can 

imply the role of genetic factors. In this stuty the mother 

has also a family history and as well as her previous child 

was born with cleft lip or cleft palate. Her families have a 

history of clefting, her brother's son who was also born 

with a CLP. This finding underlines the importance of 

accurate elucidation of a family history. 

It is known that active-passive smoking, lack of folic acid 

and iron use during pregnancy, maternal age and 

systemic diseases may play role in inducing cleft 

formation.
7,8

 She has been smoking for 5 years, and also 

smoked while she was pregnant. 

Older antiepileptics, such as phenytoin, phenobarbital and 

valproic acid, carry an increased risk for various specific 

congenital malformations.
9
 It is not yet fully clear 

whether the use of antiepileptic drugs during pregnancy 

may increase the risk of CLP. Our patient was diagnosed 

with epilepsy about 8 years ago and she did not take her 

anti-epileptic medication in her previous labour. On the 

other hand, during subsequent pregnancy she has 

continued to take medication for the whole period. There 

is disagreement on whether antiepileptic drugs or 

epilepsy itself are responsible for the congenital 

malformations found in the infants born to epileptic 

women who are on antiepileptic treatment.
10

 

CONCLUSIONS 

Although CLP is still poorly understood, in this study 

there are multiple risk factors that contribute to 

developing a CLP, including genetics, advanced age, 
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family history, antiepileptic drug usage, consanguineous 

marriage and smoking. Her previous child was born with 

CLP, and this also contributes. Data of our study supports 

the hypothesis of a multifactorial etiology for CLP, 

probably involving genetic, environmental and possibly 

other factors. 
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