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Langer-Giedion Syndrome: A Distinct

Phenotype
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Received: Apr 15, 2014; Accepted: Aug 19, 2014;Online Available: Sep 10, 2014Trichorhinophalangeal syndrome (TRPS), as thename suggests is a rare genetic disorder whichaffects the tricho (hair), rhino (nose), phalanges(digits)[1] and has been classified into three types.Trichorhinophalangeal syndrome type II (TRPS2)is also known as Langer-Giedion syndrome (LGS).It was first described by Andreas Giedion, a Swisspediatric radiologist and Leonard O Langer Jr, anAmerican radiologist.TRPS2 combines features of trichorhino-phalangeal syndrome type I (TRPS1) and multipleexostoses[2]. It is characterized by sparse hair,multiple cone shaped epiphyses, multiplecartilaginous exostoses, bulbous nasal tip,thickened alar cartilage, upturned nares,prominent philtrum, large protruding ears andmild mental retardation[3]. Multiple cartilaginousexostoses distinguishes TRPS2 from TRPS1.Exostoses are multiple projections of bonecapped by cartilage, mostly seen in themetaphyses as well as diaphyses of long bones.Flat bones, vertebrae and the ribs may also beaffected. As the bone continues to grow, theexostoses appear to migrate towards thediaphysis. At puberty as the growth plate fuses,the linear growth ceases and no new exostosesdevelop[4]. There are no trigger factors fordevelopment of exostoses.Microdeletions involve loss of smallchromosome regions, the largest of which aredetectable only with prophase chromosomestudies or molecular methods. When such adeletion involves more than a single gene, thecondition is referred to as a contiguous gene

deletion syndrome[5]. TRPS2 is a true contiguousgene deletion syndrome with deletions in bothTRPS1 and EXT1 genes on chromosome 8q24.1-q24.13.A 7 yr old female child born of a non-consanguineous marriage presented to a tertiarycare hospital with failure to thrive and multiplecartilaginous exostoses. Mother had two firsttrimester abortions and two live healthy children.Child was immunized till date and wasdevelopmentally normal.On examination, her weight and height werebelow the 3rd percentile for age. Facialdysmorphism was noted which includedmicrocephaly, sparse hair, bushy eyebrows,hypertelorism, long philtrum, micrognathia, higharched palate, poor dentition, low set ears,deformed ear cartilage and auricular sinus (Fig. 1).Limb deformities in the form of clinodactyly andoverlapping of toes were observed. Multiplecartilaginous exostoses were noted over the ribs,elbows, wrists, knees and back (Fig. 2). Systemicexamination revealed no abnormality.Her intelligence quotient evaluation was withinnormal range.  Radiograph of the hands revealeddelayed bone age, cone shaped epiphysis andexostoses bilaterally (Fig. 3). Chromosomalanalysis in the form of karyotyping was donewhich was normal.

Fig. 1: Classical dysmorphic features showinghypertelorism, bushy eyebrows, low set ears,large philtrum, prognathism, upturned nares
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Fig. 2: Exotoses over the scapulae

Fig. 3: Radiograph of the wrist joint showing exostoses
crests

These patients need a long-term follow-upthroughout their life. Currently, our patient is 9years old with normal intelligence and withoutany complications due to exostoses. The child isbeing followed-up monthly as these patients areknown to develop complications such as Perthesdisease, osteomas causing cervical nervecompression, growth hormone deficiency,infertility and malignant transformation[6].Differential diagnosis includes Trichorhino-phalangeal syndrome type 1 which has similardysmorphic features to Langer-Giedion syndromebut without exostoses. Others includemetachondromatosis in which the exostoses areprimarily seen in the hands and feet along withenchondromata in the ends of long bones and iliaccrests. Most of the metachondromatoses   regressspontaneously[7].  The other differential diagnosisis 11p11 deletion syndrome (OMIM 601224)

which is also characterised by the presence ofmultiple exostoses but is differentiated fromLanger-Giedion syndrome by the presence ofcutaneous syndactyly, skull abnormalities likebrachycephaly, turricephaly, enlarged parietalforamina and craniofacial dysostosis.Treatment in Langer-Giedion syndrome isusually supportive but in case of complicationsdue to exostoses such as pain, limited range ofjoint movement, pressure on nerves, bloodvessels, the spinal cord, and tissues, surgicalintervention is necessary.To conclude, our case is an unusual one, as thechild presented as a classical LGS phenotype withmultiple exostoses and typical dysmorphicfeatures but without a gene deletion in the TRPS1and EXT1 genes. (A similar case was presented byPereza et al, 2012)[8]
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