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ABSTRACT: 
We describe a very rare case of bilateral 
congenital macrostomia in a three month 
old female infant with an unusual 
association of brachycephaly and other 
dysmorphic features as a result of ingestion 
of an alcohol based herbal preparation, 
Sulphadoxine-Pyrimethamine and probably 
supplemental doses of Vitamin E in the early 
first trimester of pregnancy. This case report 
emphasizes the need for maternal education 
and support of maternal health care.
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INTRODUCTION:
Transverse facial cleft, otherwise known as 
congenital macrostomia is a rare congenital 
abnormality arising from a failure in the 
fusion of the mandibular and maxillary 
processes of the first branchial arch. It has 
an incidence ranging from between 
1:60,000 to 1:300,000 with bilateral 
transverse clefts being even rarer. . They 
tend to be associated with deformities of 
structures that arise from the first and 
second branchial arches such as ear 
anomalies ,  preaur icula r tags  and 
mandibular dysplasia. They may or may not 
be syndromic though isolated cases i.e. 
those not associated with a syndrome are 
also quite rare. . Syndromes that have been 
associated with congenital macrostomia 
include the Ablepharon-Macrostomia 
syndrome, Barber-Say and Otomandibular 
syndromes. syndromes. Out of 20 reported 
cases of isolated bilateral macrostomia, only 
3 patients were found to be of African 
descent. Locally, several authors have also 
reported cases of isolated bilateral 
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macrostomia.  The index case is of 
African ancestry and not only has bilateral 
facial clefts but could also not be identified 
with any particular syndrome hence this 
report.

PB is a three month old infant who 
presented in the Unversity  of Uyo Teaching 
hospital with bilateral defects involving the 
angles of the mouth observed at birth. Prior 
to the mother's discovery that she was 
pregnant; she had ingested three tablets of 
sulphadoxine -pyrimethamine (fansidar)
followed by ten tablets of chloroquine being 
treatment for malaria at a peripheral 
hospital. She was also taking daily vitamin 
E capsules prior to the diagnosis of cyesis. 
She was treated during the third month of 
gestation with a course of Artemether-
lumefantrine when the initial treatment for 
malaria failed. She also admitted to 
occasionally taking alcohol based herbal 
preparations during the index pregnancy. 
She had regular antenatal care at the same 
peripheral hospital and had no further 
problems.
Mother went into spontaneous labour at 30 
weeks of gestation and delivery was by 
assis ted breech.  The  baby cr ied  
immediately after birth and was nursed in 
the neonatal unit of the peripheral hospital 
on account of prematurity and low birth 
weight(weight (1300g) for four weeks. She 
developed hyperbilirubinaemia on the third 
day of life and was managed with 
phototherapy and exchange blood 
transfusion. 
At the age of eleven weeks, she presented at 
the teaching hospital with complaints of 
fever and passage of watery stools of one 
week's duration and was subsequently 
managed for sepsis and discharged to the 
plastic surgery unit after one week of 
admission.
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The patient was fed with breast milk and 
pre-term formula milk from birth until nine 
weeks of age when mature formula was 
introduced. She also suckles at the breast 
though breast milk escapes from the defects 
at the angle of her mouth. She is the first and 
only child of parents. The mother is a 33 year 
old house wife while the father is a 35 year 
old civil servant and both of them have 
tertiary level of education. 
Physical examination revealed a well 
nour i shed  and  a l e r t  i nf an t  wi th  
brachycephaly, lowbrachycephaly, low set 
ears, flattened nasal bridge, hypertelorism,  
high arched palate and bilateral commisural  

clefts of the lips. The right transverse facial 
cleft measured measured 2cm in length 
while the left measured 1cm. She had no 
other significant abnormality on physical 
examination. 2-D echocardiography carried 
out was also normal though other possible in 
apparent congenital anomalies could not be 
ruled out because the patient did not have a 
total body Ct-scan done. She was 
subsequently referred to the plastic surgery 
unit where she had a surgical repair 
incorporating a Z-plasty with a very good 
functional and aesthetic outcome.

Fig 1: Preoperative photograph of the patient Fig 2: Postoperative photograph of the patient 
           (2 weeks after surgery)

DISCUSSION
Congenital macrostomia, a Tessier cleft no. 
7, is one of the rarest orofacial clefts.  It 
results from failure of fusion of the 
mandibular and maxillary processes that  
form that form the mouth during the fourth 
and fifth weeks of gestation (early first 
trimester).  The anomaly is believed to 
result from a combination of genetic and 
en v i r onme nta l  f ac to r s .  Sev er a l  
mechanisms for the anomaly have been 
proposed including mutations of the surface 
proteins, and disruption of the stapedius 
artery. . Based on human data on toxicity in 
pregnancy, choroquine is considered safe in 
pregnancy . Sulphadoxine-pyrimethamine 
which the mother ingested early in the first 
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trimester can be teratogenic, has been 
associated with orofacial clefts in 
experimental studies in rats. A case control 
study showed a higher exposure to 
sulphonamides among 134 mothers whose 
babies had cleft palate than among 
controls. . Artemisinin derivatives, though 
embryotoxic in rats, has not been shown to 
be so in humans. . Lumefantrine did not 
show any embryotoxicity in animal studies, 
and there is no human data on toxicity in 
pregnancy. Other possible environmental 
factors that were noticed in her pregnancy 
history include the regular ingestion of 
vitamin E possibly into her pregnancy, and 
ingestion of alcohol through herbal 
medications. While alcohol is a known 
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teratogen,  there are conflicting reports on 
whether high vitamin E intake is teratogenic 
or not. While some report an increased 
incidence of various congenital anomalies 
like congenital heart diseases (syndromic 
and  non-syndromic), hip dysplasia, 
h y d r o n e p h r o s i s ,  d e a f n e s s  a n d  
hydrocephalus with high doses of vitamin 
E, others report no significant association 
with fetal anomalies. Orofacial clefts 
have  a lso resu l ted f rom severa l  
chromosomal anomalies involving specific 
d e l e t i o n s  a n d  
duplications. .OtherOtherassociated 
environmental factors include nutritional 
deficiencies especially folic acid deficiency, 
tobacco use,  ingestion of certain 
anticonvulsants and sedatives, and 
pesticides like dioxin.
 Congenital macrostomia can be partial or 
complete. Most congenital macrostomia are 
of the partial variety, terminating before the 
anterior border of the masseter, , as in this 
patient. Congenital macrostomia are more 
commonly syndromic, but they can be non-
syndromic occurring either alone, or in 
association with other anomalies. More 
often the associated anomalies involve 
derivatives of the first and second branchial 
arches, , like in this case where it is 
associated with brachycephaly and other 
dysmorphic features previously outlined.  
Various methods of repair has been 
described for macrostomia including the 
straight line closure, Z-plasty, and W-plasty 
however,  Z-plasty offers a good aesthetic 
and functional outcome as was seen in this 
patient while limiting the possibility of 
contracture formation.
The circumstances surrounding the 
pregnancy  leading to the delivery of this 
patient with congenital macrostomia points 
to need for adequate health education of 
mothers in our locality on the teratogenic 
effects of alcohol and drugs-, orthodox or 
herbal, in pregnancy, and the need to be 
mindful of what they ingest during their 
reproductive years. Adequate funding for 
maternal health will also help reduce this 
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problem as poverty contributes to the 
continued patronage of herbal  practitioners 
by these mothers to reduce cost.

We described a very rare case of bilateral 
congenital macrostomia in a 3 month old 
female infant with an unusual association of 
brachycephaly and other dysmorphic facial 
features as a result of ingestion of alcohol 
based herbal medication, sulphadoxine-
pyrimethamine and probably supplemental 
doses of Vitamin E in the early first 
trimester. This case report emphasizes the 
need for maternal education and support of 
maternal health care. The repair by the Z-
plasty technique offers an excellent 
aesthetic and functional outcome.
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