
International Medical Journal Vol. 26, No. 3, pp.  248 - 249 ,  June  2019

CASE  REPORT

Hutchinson Gilford Progeria Syndrome Presenting with Early 
Infantile Sclerodermatous Skin 

Keng Hwang Teh1),  Nuruddin Mohammed Nur2),  Goh Phei Wen3),  Keng Wee Teik4)

ABSTRACT
Introduction: Hutchinson Gilford Progeria Syndrome (HGPS) is a rare genetic disorder characterized by segmental child-

hood premature aging disorder caused by LMNA gene mutation. Children born with this condition are normal at birth but 
begin to thrive poorly and show evidence of accelerated aging within the first year characterized by hair loss, diminished subcu-
taneous fat, skeletal abnormalities and cardiovascular disease. They also develop typical facies with proptosis, thin beaked nose, 
thin lips, micrognathia and prominent ears. Death normally occurs around the age of 13 from heart attack or stroke.

Case report: We reported a case of HGPS who first presented at day 45 of life with failure to thrive and thickened scleroder-
matous skin. She was evaluated by a dermatologist but no concrete diagnosis was made. She was seen again at the age of 13 and 
physical examination showed findings consistent with HGPS. 

Results: Genetic testing showed a de novo LMNA p.Gly608Gly (c.1824C > T) mutation, which is associated with classic HGPS. 
Conclusion: A patient with classical HGPS who presents during early infancy or neonatal stage with scleromatous skin, 

should alert one to this diagnosis, especially if failure to thrive is also present.
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INTRODUCTION

Hutchinson Gilford Progeria Syndrome (HGPS) is a rare childhood 
premature aging disorder caused by LMNA gene mutation. Children 
born with this condition are normal at birth but begin to thrive poorly 
and show evidence of accelerated aging within the first year character-
ized by hair loss, diminished subcutaneous fat, skeletal abnormalities 
and cardiovascular disease. They also develop typical facies with pro-
ptosis, thin beaked nose, thin lips, micrognathia and prominent ears. 
Mortality is mainly due to atherosclerotic cardiovascular disease and 
strokes with death occurring at an average age of 14.6 years1).

We reported a case of HGPS who first presented at day 45 of life 
but the diagnosis of HGPS was made at the age of 13.

CASE  REPORT

The patient was born full term via spontaneous vaginal delivery 
after an uneventful pregnancy. Birth weight was 2.18.kg. She was noted 
to be not thriving with thickened sclerodermatous skin at 45 days of age 
and was referred to the dermatologist and a diagnosis of sclerema neo-
natorum was made. Investigations including chromosomal analysis were 
normal. Her hair started to turn grey and she finally lost them when she 
was 1-2 years old. Developmental milestones were normal and she 

attended normal school. There was no history to suggest stroke like epi-
sodes or angina. 

Her parents were first cousins, She has 2 normal siblings and there 
was no similar illness in her family.

At the age of 13 years, all her growth parameters were well below 
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the third centile. She has no secondary sexual characteristic. She has 
scleroderma-like facies: small pointed chin, beaked nose, small mouth 
with limited mouth opening, and poor dentition, multiple caries and 
retained deciduous teeth. She is planned for dental extractions. Her skin 
is tight and hyperpigmented. There is a generalized lack of subcutane-
ous fat and total alopecia with an occasional grey hair on her scalp and 
visible prominent veins on her scalp and body. Her nails are dystrophic 
and the interphalangeal joints are swollen with restricted movements

Both knee joints appeared swollen, non tender with limited flexion. 
She is not able to squat. She takes small steps but her gait is normal. 

She has an ejection systolic murmur grade 3/6 over left sternal edge, 
and apex beat was displaced to 6th intercostal space at the left anterior 
axillary line. 

Echocardiogram showed a thickened interventricular septum with 
good contractility and no valvular dysfunction. Knee X-Ray showed 
osteoarthritic changes with very narrow joint spaces. CXR showed nor-
mal clavicles. The skeletal age performed at 13 years correspond to 15 
years according to Gruelich and Pyle with standard deviation of +/-14 
months. Osteolytic changes are seen in the distal phalanges of the 
hands2-4). 

Her clinical presentation prompted LMNA gene analysis. A de novo 
c.1824tC > T mutation was detected. She is not currently on any medi-
cal therapy.

DISCUSSION

Hutchinson-Gilford syndrome (HGPS, OMIM #176670), is a rare 
disease caused by a de novo mutation in the LMNA gene at 1q21.22). A 
HGPS patient with a combined defect of a homozygous loss-of-function 
mutation in the ZMPSTE24 gene and a heterozygous mutation in the 
LMNA gene has been reported5). Loss of function mutation of 
ZMPSTE24 normally results in lethal Restrictive Dermopathy, the addi-
tional LMNA mutation in this patient seems to be a salvage alteration 
alleviating the clinical picture to the HGPS phenotype. The majority of 
HGPS cases have heterozygous c.1824C > T mutation, as in our patient. 
c.1824C > T leads to a silent Gly-to-Gly change at codon 608 (p.
Gly608Gly). This silent change however activates an internal cryptic 
splice site resulting in an in-frame deletion of 150 nucleotides and 50 
amino acids from the lamin A protein, creating shortened abnormal 
prelamin A protein called progerin. Persistent farnesylation of progerin, 
renders it permanently trapped in the inner nuclear membrane where it 
can accumulate and exert progressively more damage to cells as they 
divide and age6).

Lamin A is an inner nuclear membrane protein. It has a role in sig-
naling pathways, chromatin organization and the mechanical integrity of 
the nucleus., Progerin expression provokes cellular decline, eliciting 
nuclear morphological abnormalities, misregulated gene expression, 
chromatin changes, mitochondrial dysfunction, defects in DNA repair, 
alternate splicing, accelerated telomere shortening and premature senes-
cence7).

Patients with this mutation exhibit premature aging, growth retarda-
tion and poor muscle development . However they do not show an 
increase in tumour formation, cataract or cognitive degeneration. Their 
liver, kidneys, lungs, and gastrointestinal tract are normal1). Hence they 
are referred to as segmental progeroid syndrome 

Our patient presented very early with failure to thrive and scleroder-
matous skin. Several authors have reported similar observation before8,9). 
HGPS should be considered in infant and neonate presenting with 
sclerodermatous skin.

Our patient was still relatively well at 13 years old. However, we 
have not performed a brain MRI/MRA on her. Strokes among these 
patients are often clinically silent1). 

There were several clinical trials investigating drugs that target to 
inhibit post-translational farnesylation of progerin. One of those was 
lonafarnib which was a farnesyl transferase inhibitor. It has shown 
promising results in terms of vascular stiffness, bone structure, and 

audiological status10) as well as improving survival by 1.6 years11). Trial 
looking at combination therapy lonafarnib with other farnesylation 
inhibitors, statin pravastatin and the bisphosphonate zoledronate, is 
ongoing. Phase II trial looking at combining lonafarnib and everolimus, 
an inhibitor of the mTOR pathway similar to rapamycin is recruiting 
patient. Everolimus may help to clear progerin7). Progress made in the 
understanding of the disease molecular pathophysiology has allowed 
more targets to be studied as future therapy.

CONCLUSION

In conclusion, we report a patient with classical HGPS who present-
ed during early infancy with scleromatous skin. Such skin finding in an 
infant or neonate should alert one to this diagnosis, especially if failure 
to thrive is also present. 
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