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Coffin-Siris Syndrome 

 

First description and alternative names 

The Coffin Siris syndrome was first described by Coffin and Siris in 1970. The researchers described 

three affected girls with intellectual disability, postnatal growth retardation, lax joints, brachydactyly of 

the fifth digits with absent nails, dislocation of radial heads, and absence of the fifth terminal 

phalanges (Coffin & Siris 1970). Alternative names include “Dwarfism- Onychodysplasia”, “Short 

Stature-Onchyodysplasia”, “Fifth Digit syndrome”, and “Mental Retardation and Hypoplastic 5th 

Fingernails”. 

Genetics and molecular biology 

Coffin-Siris syndrome is now regarded as one of the BAF-1 disorders (Mannino et al. 2018). It is now 

regarded as of equal sex distribution in 60 molecularly confirmed cases (Santen et al. 2014). An 

autosomal dominant inheritance pattern with complete penetrance is suggested (Schrier-Vergano et 

al. 2018). 

Studies have examined the candidate region for Coffin Siris Syndrome. An infant with findings 

consistent with Coffin Siris syndrome was reported to have an apparently balanced translocation with 

breakpoints at 1q21.3 and 7q34 (Mcpherson et al. 1997). Other research suggested a candidate 

region for Coffin Siris at 7q32->34 (McGhee et al. 2000). A partial trisomy 9p gene change has also 

resulted in a Coffin Siris phenotype (Temtamy et al. 2007). Recent advances in molecular genetics 

such as whole-exome sequencing has seen the identification of SMARCE1 and another seven genes 

(SMARCB1, SMARCA4, SMARCA2, ARID1A, ARID1B, SOX11 and PHF6) as being implicated in the 

syndrome (Schrier-Vergano et al. 2018).  

Incidence/prevalence 

Approximately 200 cases of Coffin Siris syndrome have been reported as of 2018 (Mannino et 

al. 2018). 

Physical features and natural history 

Classic clinical criteria for the diagnosis of Coffin Siris syndrome include developmental delay, 
hirsutism, coarse facies, feeding problems, and hypoplasia or aplasia of the distal fifth digits 
and nails. Mannino et al. (2018) stressed the importance of molecular testing to confirm the 
diagnosis, giving an example of a patient with genetically confirmed CSS who had normal 5 th 
digit fingers and toes bilaterally. Additional characteristics of Coffin Siris syndrome include 
feeding or sucking difficulties, wide mouth, thick lips, hypotonia, flat nasal bridge with broad 
nose, sparse scalp hair, thick and laterally placed eyebrows, microcephaly, abnormal ear 
placement, abnormal or delayed dentition, high arched palate, delayed bone age, coxa valga, 
frequent otitis media, and respiratory infections (Fleck et al. 2001). Head circumference-for-age 
percentile is generally reported to be less than the 3% to 10%. There are several reports of 
individuals with Dandy-Walker malformations or Dandy-Walker variants. Hydrocephalus and 
agenesis of the corpus callosum have been observed. Seizures are sometimes reported. 
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Behavioral and psychiatric characteristics 

A few individuals have been described as aggressive or self-injurious while some have been 

characterized as having happy personalities. Case reports suggest autistic behaviours including 

proccupations and rituals may be seen in some individuals.  

Neuropsychological characteristics 

The level of developmental delay varies from mild to moderate; the syndrome was initially 

characterized with having significant developmental delays (Brautbar et al. 2008). Expressive 

speech is significantly delayed while receptive speech may be slightly less impacted. Motor 

skills are somewhat less delayed. Today, individuals are generally reported to attend Special 

Education classes with an IEP (individualized educat ion plan). 

Available guidelines for behavioral assessment/treatment/management 

Frequent infections have been reported for individuals diagnosed with Coffin Siris syndrome. 

Respiratory infections may be related to hypotonia, poor sucking, and aspiration besides 

increased susceptibility. Consultation with feeding clinics, G tube placement, fundoplication, 

thickened infant feedings, and careful positioning post-feeding may be helpful. Early cardiac 

evaluation is suggested. Indications for surgical or medical treatment of congenital heart disease 

are managed the same as the general population. CNS imaging and GI evaluation may be 

considered. Renal ultrasound evaluation is suggested to investigate for infrequently reported 

renal abnormalities. Hernias and tear duct occlusion are treated as medically indicated. 

Myringotomy and adenoidectomy when indicated may decrease recurrent otitis. Regular 

audiological screening for hearing loss is recommended because of frequent otitis media. 

Ophthalmologic evaluations are suggested because of reported vision problems. Pediatric dental 

evaluation is appropriate; primary teeth are potentially retained long term. 

Useful Websites 

NIH, Office of Rare Diseases Research: rarediseases.info.nih.gov/ 
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The information contained in these syndrome sheets is aimed at clinicians, is for guidance only, and 

does not constitute a diagnostic tool. Many syndromes manifest in varying degrees of severity, and 

this information is not intended to inform patients of a specific prognosis.  

The SSBP strongly recommends patients to follow the advice and direction of their clinical 

team, who will be most able to assess their individual situation 

 

 


