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raser syndrome (cryptophthalmos Fsyndrome) also known as Crypto-
phthalmos Syndactyly syndrome, Ulrich 
Feichtiger syndrome, Fraser Francois 
syndrome or Meyer Schwickerath's 
syndromeis characterized by crypto-
phthalmos, genitalia anomaly, syndactyly, 
orofacial clefting, renal agenesis, 
skeletal defects, mental retardation, 
umbilical hernia and malformations of 

1ears, nose and larynx.  It is an autosomal 
recessive disease affecting 0.04 in 

210,000 live births.  Cryptophthalmos is 
a condition in which eyelids are replaced 
by skin. In complete cryptophthalmos, 
skin covers the microphthalmic eye with 
no separation between eyelids. 
Rudimentary lids are present in 

3incomplete cryptophthalmos.  It maybe 
4unilateral or bilateral.  Mutations in 

FRAS1, FREM2 and GRIP1 genes are 
5present that disrupt epidermal adhesion.

A 2 months old child was brought to us 
with complaint of skin covering his right 
eye. He was born to consanguineous 
parents and had no siblings. He was 
delivered by normal vaginal delivery at 
full term and weighed 3 kg. Prenatal 
record was unavailable. There was no 
f a m i l y  h i s t o r y  o f  c o n g e n i t a l  
malformations. Parents belonged to low 
socioeconomic background.

On clinical examination, there was 
complete cryptophthalmos in the right 
eye with partially formed eyebrow and 
absence of eyelids and eyelashes (Figure 
1). A small globe was felt on palpation on 
the right side. He had conjunctivitis in 
the left  eye,  however i t  was 
morphologically normal. Hypertelorism 
was also present (Figure 1).

Other findings noted on systemic 
examinat ion include cutaneous 
syndactyly of hands (Figure 2), low set 
ears (Figure 1), high arched palate 
(Figure 3) with ankyloglossia (Figure 4), 
cryptorchidism and hypospadias (Figure 
5). Fraser syndrome was diagnosed on 
the basis of clinical features. Genetic 
tests couldnot be done due to financial 
constraints. Ocular surgical management 
was not possible as the patient expired 
due to multiple systemic complications.

FRAS1 gene mutation on chromosome 
4q21 is identified in Pakistani popu-

6lation.  Other gene mutations loci are 
FREM2 on chromosome 13 and GRIP1 

7on chromosome 12.  In our case, the 
patient had complete cryptophthalmos 
in the right eye, cutaneous syndactyly of 
hands, low set ears, hypertelorism, high 
arched palate with ankyloglossia, 
cryptorchidism and hypospadias. 
Diagnosis is made if 2 major and 1 minor 
criteria or 1 major and 4 minor criterion 
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are present. We have 3 major and 2 
minor features that confirm the 
diagnosis of Fraser syndrome according 
to Thomas diagnostic criteria as shown 

8in Table I.  The primary feature of Fraser 
syndrome is cryptophthalmos which is 

4present in 84-93% of the patients . In 
our case, the patient had right eye 
complete cryptophthalmos.

Cutaneous syndactyly occurs in 60% of 
cases, malformed ears in 60%, renal 
agenesis in 40% and abnormal genitalia 

6in 20% cases.  In a study done by 
Gauttuso et al syndactyly was seen in 
54% and cryptophthalmos in 93% 

9cases.  Hypospadias, phimosis or 
cryptorchidism may present in males 
and clitoromegaly with uterine and 

4vaginal agenesis in females.  In this case, 
cutaneous syndactyly of hands was 
noted along with low set ears, high 
a r c h e d  p a l a t e ,  a n k y l o g l o s s i a ,  
cryptorchidism and hypospadias, 15% 
cases have consanguinity in families and 
autosomal recessive inheritance. 25% 

10recurrence rate is seen among siblings.  
Kinship was also observed in our case.

Prenatal ultrasound is suggested, and 
high serum alphafetoprotein levels may 

9also be present.  Surgical intervention 
may be done if there is visual potential 
on electrodiagnostic tests; however, 
visual prognosis is limited. It also depends 
on the degree of eyelid involvement and 
integrity of underlying structures. 
Mucous membrane or eyelid sharing 
grafts (pedicle rotation flaps or mustarde 

11flaps) are used for eyelid reconstruction.

Fraser syndrome carr ies poor 
prognosis. Prenatal diagnosis and 
genetic counseling is the best approach 
to prevent this lethal disease.
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ABSTRACT

Fraser syndrome (cryptophthalmos syndrome) is a congenital anomaly in which 
cryptophthalmos is the main feature. Other malformations can include 
syndactyly, craniofacial and urogenital anomalies. It is a rare autosomal recessive 
condition with FRAS1, FREM2 and GRIP1 genes mutation. We report a case of 2 
months old male child born to consanguineous parents. He presented with 
unilateral cryptophthalmos and some features that were compatible with 
diagnostic criteria of Fraser syndrome such as syndactyly, high arched palate 
with ankyloglossia, cryptorchidism and hypospadias. It can be diagnosed by 
antenatal ultrasound and clinical examination. We also present the criteria for 
diagnosing Fraser syndrome, its prenatal findings and ocular management.

KEY WORDS: Cryptophthalmos (MeSH); Fraser syndrome (MeSH), 
Urogenital Abnormalities (MeSH); Syndactyly (MeSH).

1. Dr. Ruth K.M. Pfau Civil Hospital, Karachi, 
Pakistan

Email    : madiha.waseem@gmail.com,

Cell # +92-323-2960891

2. National Institute of Child Health, Karachi, 
Pakistan

Date Submitted: August 13, 2020

Date Revised: February 06, 2021

Date Accepted: March 10, 2021

1   2 2Madiha Waseem , Hira Waseem , Muhammad Naveed Khani

DOI: https://doi.org/10.35845/kmuj.2021.20689

FRASER SYNDROME: A CASE REPORT 

https://crossmark.crossref.org/dialog/?doi=10.35845/kmuj.2021.20689&domain=pdf&date_stamp=2017-01-14


REFERENCES

1. Alsaman, MZB, Agha S, Sallah H, 
Badawi R, Kitaz MN, Assani A, et al. 
Bilateral anophthalmia and intra-
hepatic biliary atresia, two unusual 
components of Fraser syndrome: a 
case report. BMC Pregnancy 
Childbirth 2020 Jun 10;20(1):358. 
DOI: 10.1186/s12884-020-03048-x.

2. Metanat Z, Tabatabaei SM, Zenker 
M, Shafeghati Y. Unilateral Kidney 

Agenesis in a Child with Fraser 
Syndrome: A Case Report/ Gene 
Cell Tissue 2017; 4(4);e64990. 
DOI: 10.5812/gct.64990.

3. Kanski J, Bowling B. Clinical 
ophthalmology. 8th ed; 2016. p.60.

4. Butt JBY, Qureshi TM, Khan MT, 
Ahmad A. Cryptophthalmos 
Syndrome: A Case Report. Pak J 
Ophthalmol 2014;30(3):172-4.

5. Falls ME, Rabinowitz MP, Carrasco 

JR, Rabinowitz MR. Endoscopic 
Management of Lacrimal System 
Dysgenesis and Dacryocystoceles in 
Fraser Syndrome: A Case Report 
and Literature Review. Allergy 
Rhinol (Providence) 2018 Oct 22;9: 
2152656718804905. DOI: 10.1177/ 
2152656718804905.

6. Firth H, Hurst J. Oxford desk 
reference. 2nd ed. Oxford: Oxford 
University Press; 2017.

7. Dumitru A, Costache M, Lazaroiu 
AM, Simion G, Secara D, Cirstoiu M, 
et al. Fraser syndrome - a case report 
and review of literature. Mædica 
(Bucur) 2016; 11(1):803.

8. Thomas IT, Frias JL, Felix V, De Leon 
LS, Hernandez RA, et al. Isolated and 
syndromic cryptophthalmos. Am J 
Med Genet 1986 Sep;25(1):85-98.  
DOI: 10.1002/ajmg.1320250111.

9. Kalpana Kumari M K, Kamath S, 
Mysorekar VV, Nandini G. Fraser 
syndrome. Indian J Pathol Microbiol 
2008; 51(2):228-9.

10. Sultana S, Hussain R, Lateef N, Ali A, 
Hani L. Fraser syndrome  a dilemma 
to parents. Pak J Med Dentistry 
2017;6(03):42-4.

11. Saleem AA, Siddiqui SN. Fraser 
Syndrome. J Coll Physicians Surg 
Pak 2015 Oct;25 Suppl 2:S124-6. 
DOI: 10.2015/JCPSP.S124S126.

48 KMUJ 2021, Vol. 13  No.1

FRASER SYNDROME: A CASE REPORT 

8TABLE I: DIAGNOSTIC CRITERIA FOR FRASER SYNDROME

MAJOR CRITERIA MINOR CRITERIA 
1. Cryptophthalmos 
2. Syndactyly 
3. Ambiguous genitalia 

 

1. Congenital malformation of Nose, Ears, Larynx 
2. Skeletal defects 
3. Cleft lip and/or palate 
4. Renal agenesis 
5. Umbilical hernia 
6. Mental retardation 
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Figure 1: Cryptophthalmos, low set ears, hypertelorism Figure 2: Syndactyly Figure 3: High Arched palate

Figure 4: Ankyloglossia Figure 5: Hypospadias and Cryptorchidism
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