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A PROBABLY PATHOGENIC VARIANT IN GRN OF HISPANIC ORIGIN
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● The variant c.1414-1G>T in GRN has been previously 

described as a novel potentially pathogenic variant since it 

was not found in controls or the Exome Variant Server.  

● This variant was described in two Hispanic families, one 

of which had 20 affected individuals but it did not show 

perfect segregation (1). 

● The GRN splice-site variant c.1414-1G>T affects the last 

nucleotide of intron 10 within a core splice-site and is 

predicted to alter an acceptor splice-site causing exon 

skipping. 

Here we report the main clinical, laboratory and 

neuroimaging features of three cases with the variant 

c.1414-1G>T in GRN. The most outstanding findings were:

● Phenotypes can be diverse, including isolated 

parkinsonism as in other GRN mutations (2).

● Family history were not particularly informative.

● Ex vivo splicing assays confirmed that the mutation 

c.1414-2G>T affects splicing of the exon. 

● Plasmatic levels of the protein were found in normal 

range, as previously reported in other GRN mutations (3).

● The most outstanding neuroimaging finding was 

asymmetry of the ventricular horns, a well-known 

characteristic of GRN-FTD. We also found severe cortical 

asymmetric hypometabolism with contralateral cerebellar 

diaschisis and normal DaTSPECT in a patient with tremor 

parkinsonism, as previously reported in FTD (4).

We report three  cases with the variant c.1414-1G>T in GRN:

● Case 1: 60 yo woman with no relevant family history. She 

developed progressive behavioral changes and soon later 

aphasia and disexecutive impairment leading to severe 

dementia in 4 years. Ex vivo splicing assays confirmed 

that the mutation affects splicing of the exon. Plasmatic 

levels of progranulin were in normal range.

● Case 2: 69 yo woman with no relevant family history. She 

developed progressive aphasia (semantic dementia). 

References

● Segregation data, the absence of variant carriers among 

non-demented controls, and splicing analyses strongly 

suggest that GRN c.1414-1G>T is a pathogenic variant. 

and it has only been reported in families of Hispanic 

origin so far. 

● As this variant seems to affect GRN gene splicing but not 

plasmatic levels of the GRN protein, there might be other 

pathogenic mechanisms apart from haploinsufficiency.
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CT scan performed at diagnosis, 
showing severe bilateral frontal 
atrophy and asymmetry of the 
frontal horns of the lateral 
ventricles

CT scan performed at diagnosis, 
showing asymmetry of the 
frontal and occipital horns of the 
lateral ventricles

FDG-PET scan performed at 
diagnosis, showing severe 
hypometabolism in the left frontal, 
temporal and parietal cortex, as well 
as in the left caudate, putamen and 
thalamus nuclei and in the right 
cerebellar cortex.

● Case 3: 62 yo man with family history of dementia 

(diagnosed with Alzheimer) in mother and uncle. He 

started with rest tremor on the right upper limb and mild 

cognitive impairment. DaTSPECT was informed within 

the normal limits.

DaTSPECT scan informed as mild 
decrease, not significant, in the 
density of presynaptic transporters 
of dopamine in neurons of the left 
putamen. 


