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Abstract:
We aim to describe the oral phenotype and manifestations of  the cleft lip and palate of  

individuals from two generations of  a family. The family history, information relating to 

pregnancies, sociodemographic data and pre- and postoperative clinical and radiographic 

characteristics of  the individuals were collected. Four members of  the family had cleft 

lip and palate: the father and three daughters. They had different phenotypes regarding 

their type and affected side. The individuals underwent medical treatment and received 

surgical correction procedures. Alteration in the number, shape, positioning and eruption 

pattern of  teeth was registered. The presence of  oral clefts between generations of  the 

same family is not a predictable phenomenon nor are their characteristics. Reports of  this 

nature, as well as the psychological and social impact of  the condition, are important to 

emphasize the need aspects of  studies involving these individuals.
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INTRODUCTION

Craniofacial formation involves coordinated phe-
nomena of  cell migration, proliferation and apoptosis1. 
Orofacial cleft lip and/or palate are among the most 
prevalent birth defects and result from disturbances in 
one or more of  these phenomena2-4.

The development of  facial processes is regulated 
by complex interactions between genetic and environ-
mental factors2,4-7. Genetic mutations appear to be in-
volved and play an important role in malformations6,8-10. 
Therefore, the presence of  individuals in the same family 
with oral clefts reinforces that theory11.

  However, the presence of  the phenotype in subse-
quent generations is not easily predictable3,8. Family inci-
dence studies are recommended for better understanding 
and prediction of  inheritance mechanisms8. Few reports 
have focused on the types of  cleft and family history of  
patients with fissure11. This information can be useful 
for genetic counselling and efficient family planning8.

The aim of  this study was to describe the pheno-
types of  cleft lip and palate and other oral manifestations 
in two consecutive generations of  a family.

CASE REPORTS

The reported family consisted of  non-consanguin-
eous parents and three daughters. The family had a low 
income (R$ 10,560.00 annually) and lived in northeast 
Brazil. The patients were treated by a specialist dentist 
in Buco-Maxillofacial Surgery and Traumatology at a 
specialized hospital in the state capital, Teresina - PI 
(São Marcos Hospital). The father (patient 1) and three 
daughters (patients 2, 3 and 4) had cleft lip and palate. 
The individuals did not have any other systemic disor-
ders and did not use medications.

Anamnesis revealed that during pregnancy, the 
mother of  the children had not used alcohol, tobacco, 
illegal drugs or any type of  medication and had not been 
exposed to X-ray examinations. The father’s family his-
tory assessment revealed that his mother and brother 
also had clefts, but with a different phenotype than that 
observed in the reported family. The father also had two 
male children from an extramarital relationship, none 
of  whom had cleft lip or palate. The family genogram 
of  the patients (Figure 1) and identification and pre-
operatory characteristics of  the patients (Table 1) are 
presented below.

The patients reported that they had been victims 
of  discrimination before the surgery and that their 

working conditions and social acceptance had improved 
after the surgery. The daughters reported that before 
receiving reparative procedures they had experienced 
educational problems associated with pronunciation of  
words, and felt embarrassment during discussions or 
participation in the classroom. The frontal extra-oral 
pre-surgical aspect of  patients is presented in Figure 2.

The clinical and radiographic follow-up consul-
tations were carried out on patients 1 to 4 at 17 years, 
13 years and six months, 10 years and six months and 
7 years and six months after the surgery, respectively, 
and are described below:

For patient 1, Figure 3 shows the frontal extra-
oral postsurgical aspect, intraoral frontal aspect; the 
bone defect in the anterior region of  the left maxilla 
extending to the nasal cavity and asymmetric condyles; 
the following teeth were missing: in the maxilla, both 
lateral incisors, central right incisor, first right premo-
lar, third left molar; and in the mandible, the first and 
second molars; there were residual roots (first maxillary 
premolars, second right premolar and right lateral inci-
sor); there was also the need for periodontal, endodontic, 
orthodontic and restorative treatment, surgical need for 
closure of  the oronasal fistula combined with alveolar 
bone graft and subsequent speech therapy.

For patient 2, Figure 4 shows the frontal extra-
oral postsurgical aspect, intraoral frontal aspect; there 
was a bone defect in the anterior region of  the left 
maxilla extending to the nasal cavity, asymmetric TMJ 
condyles and the presence of  the dental germs of  the 
maxillary third molars; both lateral maxillary incisors 
and mandibular third molars were missing, the left 
maxillary canine was distally positioned, there was gen-
eralized diastema in the anterior region of  the maxilla, 
and anterior cross-bite. Therefore, the patient required 
orthodontic and restorative treatment, surgery for clo-
sure of  the oronasal fistula combined with alveolar bone 
grafting and subsequent speech therapy.

For patient 3, Figure 5 shows the frontal extra-
oral postsurgical aspect, intraoral frontal aspect; the 
bone defect in the anterior region of  the left maxilla 
between the left central incisor and left canine extending 
to the nasal cavity, asymmetric TMJ condyles, partially 
impacted second molars, and the germs of  the left lateral 
incisor and third right mandibular molar were missing; 
the right lateral maxillary incisor had microdontia, there 
was giroversion of  the right mandibular canine, diastema 
between the central maxillary incisors, and dental crowd-
ing in the anterior region of  the mandible. Therefore, the 
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Figure 1. The family genogram of the patients.

Table 1. Identification and pre-operative characteristics of the patients.

Patient 1 Patient 2 Patient 3 Patient 4

Identification Male, multiracial, Brazilian, 
35 years-old

Female, multiracial, 
Brazilian, 15 years-old

Female, multiracial, 
Brazilian, 12 years-old

Female, multiracial, 
Brazilian, 09 years-old

Type of cleft
Unilateral, complete left 

cleft lip and palate and lower 
lip cleft

Unilateral, complete left cleft 
lip and palate

Unilateral, complete left cleft 
lip and palate

Unilateral, complete left cleft 
lip and palate and right cleft 

lower lip cleft

Age at the time of surgery
18 years 3 months 3 months 12 months *

3 months 18 years 18 years 18 months
* The surgery had to be postponed because the patient acquired visceral leishmaniosis

patient required orthodontic and restorative treatment 
and surgery to close the oronasal fistula combined with 
alveolar bone grafting and speech therapy.

For patient 4, Figure 6 shows the frontal extra-
oral postsurgical aspect, intraoral frontal aspect; the 

bone defect in the anterior region of  the right maxilla 
extending to the nasal cavity with impactation and 
alteration in the shape of  the right central incisor, 
asymmetrical TMJ condyles, and the germs of  both 
maxillary lateral incisors, the maxillary left third 
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Figure 2. Initial aspect of patients 1 to 4.

Figure 3. Frontal, radiographic and intraoral aspects of patient 1.

Figure 4. Frontal, radiographic and intraoral aspects of patient 2.

molar and both mandibular third molars were missing; 
dental crowding in the anterior region of  the mandible 
and anterior crossbite. Therefore, the patient required 
orthodontic and restorative treatment, surgery of  
the impacted teeth and closure of  the oronasal fistula 
combined with alveolar bone grafting and subsequent 
speech therapy.

Surgical corrections were carried out using the 
Unilateral Lip Repair Technique, Palate Repair Tech-
nique (Langenbeck variant) and rotation/advances and 
variants (Millard), in all individuals. There were no 
complications during the postoperative period and sat-
isfactory aesthetic and functional results were achieved, 
according to the perception of  the individuals.
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Figure 5. Frontal, radiographic and intraoral aspects of patient 3.

Figure 6. Frontal, radiographic and intraoral aspects of patient 4.

After they reached 18 years of  age, the daughters 
underwent rhinoplasty.

DISCUSSION

The three main subgroups of  cleft lip and palate 
are those that involve the lip only, the lip and palate or 
the palate only6,11-13. About 50% of  patients with cleft 
lip also have cleft palate3. All members of  the reported 
family had both phenotypes. Available evidence suggests 
that the defect of  the lip may be deep enough to affect the 
primary palate and the closing of  the palatine suture3.

The presence of  isolated cleft is more frequent 
than cleft combined with other congenital anomalies or 
syndrome3,6,11,13. The mean rate of  occurrence of  oral 
non-syndromic cleft is about 1 in 700 newborns and 
varies according to ethnicity, geographical distribution 
and family history3,4,5,6,9,13-15.

Generally, the manifestation of  clefts in individuals of  
the same family is less severe when compared with isolated 
cases. Inherited genetic factors may be directly responsible for 
the development of  a cleft or confer susceptibility, as well as 
for the side of  the face affected and extension of  the cleft3,11. 
In our report, hereditary influence was suggested due to the 
involvement of  the three daughters, although the individuals 
presented distinct phenotypes (type and affected side). We were 
unable to find any evidence to justify the different manifesta-
tions in members of  the same family because of  the difficulty 
of  carrying out genetic mapping in this part of  Brazil.

The father and only one of  the daughters had cleft 
in the lower lip. Unlike the upper lip and palate, which 
are commonly affected, lower lip and mandible clefts are 
rare and vary widely in severity16-18. The father and two 
of  the three daughters had a complete cleft lip and palate. 
One of  the daughters had a right cleft. The prevalence 
of  cleft on the left side is higher4.
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Individuals with orofacial clefts have a higher 
prevalence of  dental anomalies when compared with the 
general population4,10,12,19. Teeth number, shape, position-
ing, and eruption sequence alterations were observed in 
the patients reported.

All types of  cleft have been associated with den-
tal agenesis. The most affected teeth are the maxillary 
lateral incisors4,19. Two of  the three sisters had agenesis 
of  both maxillary lateral incisors. In one of  the patients 
there was agenesis of  the left lateral incisor and micro-
dontia of  the right lateral incisor.

Disorders in the tooth eruption pattern are com-
mon findings in these individuals and more frequent in the 
maxilla4,19. One of  the patients, for instance, had an impacted 
maxillary central incisor. Problems of  such nature may be 
caused by genetic factors associated with the clefts or may 
be a physical consequences of  the surgical repair.

Furthermore, orofacial defects can affect the social and 
psychological aspects of  individuals14,20. Difficulties in feeding, 
speech and social integration are the most frequently reported 
occurrences5,7,14. Studies of  members of  the same families are 
important especially if  multiple members of  the family are 
affected. An impact on family quality of  life is expected.

In this report, we emphasized the aesthetic and 
functional results achieved after surgery. Greater ben-
efits are achieved with an experienced multidisciplinary 
team, consisting of  a plastic and maxillofacial surgeon, 
otolaryngologist, speech therapist, psychologist and 
social worker, as in this reported case3,5,9.

The transmission pattern between generations 
of  the same family is not a predictable phenomenon re-
garding the phenotypic manifestations of  cleft and other 
manifestations. Thus, it is important to report this type 
of  occurrence in the same family generation in order to 
corroborate that the hereditary aspect may be associated 
with this type of  deformity. Due to the strong psycho-
logical and social impact of  this condition it is important 
to carry out studies involving these individuals.

Acknowledgments
The authors thank the Hospital São Marcos for 

authorizing the report of  the data.

REFERENCES

	1.	Dai J, Yu H, Si J, Fang B, Shen SG. Irf6-Related Gene Regu-
latory Network Involved in Palate and Lip Development. J 
Craniofac Surg. 2015;26:1600-5.

	2.	Scapoli L, Martinelli M, Arlotti M, Palmieri A, Masiero E, Pezzetti 
F, et al. Genes causing clefting syndromes as candidates for non-
-syndromic cleft lip with or without cleft palate: a family-based 
association study. Eur J Oral Sci. 2008;116:507-11.

	3.	Setó-Salvia N, Stanier P. Genetics of cleft lip and/or cleft 
palate: association with other common anomalies. Eur J Med 
Genet. 2014;57:381-93.

	4.	Jamilian A, Jamilian M, Darnahal A, Hamedi R, Mollaei M, 
Toopchi S.  Hypodontia and supernumerary and impacted 
teeth in children with various types of clefts. Am J Orthod 
Dentofacial Orthop. 2015;147:221-5.

	5.	Khalil W, da Silva HL, Serafim KT, Volpato LE, Casela LF, Ara-
nha AM. Recovering the personal identity of an elderly patient 
with cleft lip: a case report. Spec Care Dentist. 2012;32:218-22.

	6.	Figueiredo JC, Ly S, Raimondi H, Magee K, Baurley JW, 
Sanchez-Lara PA, et al. Genetic risk factors for orofacial clefts 
in Central Africans and Southeast Asians. Am J Med Genet A. 
2014;164:2572-80.

	7.	Guttikonda LK, Nadella KR, Uppaluru V, Kodali RM, Nalla-
mothu R. Nonsyndromic mandibular symphysis cleft. Case 
Rep Dent. 2014;2014:682163.

	8.	Martelli RB, Bonan PR, Soares MC, Paranaíba LR, Martelli-
-Júnior H. Analysis of familial incidence of non-syndromic 
cleft lip and palate in a Brazilian population. Med Oral Patol 
Oral Cir Bucal. 2010;15:e898-901.

9.	Acuña-González G, Medina-Solís CE, Maupomé G, Escoffie-
-Ramírez M, Hernández-Romano J, Márquez-Corona Mde L, 
et al. Family history and socioeconomic risk factors for non-
-syndromic cleft lip and palate: a matched case-control study 
in a less developed country. Biomedica. 2011;31:381-91.

10.	Howe BJ, Cooper ME, Vieira AR, Weinberg SM, Resick JM, 
Nidey NL, et al. Spectrum of Dental Phenotypes in Nonsyn-
dromic Orofacial Clefting. J Dent Res. 2015;94:905-12.

11.	Goto T, Arakaki K, Tengan T, Nakama J, Fujii A, Katashima H, 
et al. A retrospective study on familial occurrence of cleft lip 
and/or palate. J Oral Maxillofac Surg Med Pathol. 2013;25:119-
22.

12.	Yildirim M, Seymen F, Deeley K, Cooper ME, Vieira AR. 
Defining predictors of cleft lip and palate risk. J Dent Res. 
2012;91:556-61.

13.	Yıldırım Y, Kerem M, Köroğlu Ç, Tolun A. A homozygous 
237-kb deletion at 1p31 identified as the locus for midline 
cleft of the upper and lower lip in a consanguineous family. 
Eur J Hum Genet. 2014;22:333-7.

14.	Ward JA, Vig KW, Firestone AR, Mercado A, da Fonseca M, 
Johnston W. Oral health-related quality of life in children with 
orofacial clefts. Cleft Palate Craniofac J. 2013;50:174-81.

15.	Antunes LS, Maués CP, Nadaes MR, Costa MC, Küchler EC, 
Antunes LA. The impact of nonsyndromic oral clefts on family 
quality of life. Spec Care Dentist. 2014;34:138-43.

16.	Abe H, Tomida D, Wakamatsu S. Mandibular reconstructive 
surgery in a patient with median cleft of the lower lip and 
mandible. Int J Oral Maxillofac Surg. 2002;31:549-52.

17.	Vincent-Rohfritsch A, Anselem O, Grangé G, Benard C, 
Viot G, Lalau P, et al. Prenatal diagnosis of a cleft of the 
tongue, lower lip and mandible. Ultrasound Obstet Gy-
necol. 2012;39:110-2.

18.	Shi J, Zhang J, Ding M, Cao Q. Lower lip cleft, bifid tongue 
and fibrolipoma: a case report of rare congenital anomaly. 
Br J Oral Maxillofac Surg. 2014;52:e36-8.

19.	Ranta R. A review of tooth formation in children with cleft 
lip/palate. Am J Orthod Dentofacial Orthop. 1986;90:11-8.

20.	Locker D, Jokovic A, Stephens M, Kenny D, Tompson B, 
Guyatt G. Family impact of child oral and oro-facial condi-
tions. Community Dent Oral Epidemiol. 2002;30:438-48.


