A systematic review of progranulin concentrations in biofluids in over 7,000 people -
assessing the pathogenicity of GRN mutations and other influencing factors
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Background Results
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cases (1). 7« Deletions » This suggests that these mutations are less

» GRN encodes for progranulin (PGRN) and 2 @ Nomserse 0 PP likely to be pathogenic.
mutations lead to haploinsufficiency:. ;‘5" OEIImhtft = Based on this, we defined a cut-off of

= Mutations are assoclated with significantly lower g 1 ' 75.95ng/pL with a Youden's index of 0.92.
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(m any medical COndIthﬂ) up to December 2019. Figure 1. Plasma PGRN concentrations measured with the Adipogen assay spanning the GRN gene. Dotted lines indicate T E e two-tailed Mann-
- I Whitney test.
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data including PGRN concentrations and clinical

data such as specific mutation if present, clinical * The GRN rs5848 polymorphism  Hgue 4 Sexdifferences in plasma PRI concentrations I Conclusions

diagnosis, age at onset of dementia, sex, and GRN affects plasma PGRN levels, with ) « These findings highlight the variable
rs5848 polymorphism. the TT genotype linked to - : ' pathogenicity of different GRN mutations and the
« Data from 7,071 people was collated and analysed,  Significantly lower levels than CC. £ importance of considering other factors when
including PGRN measured with a range of assays B ! ! - 3’ looking at biofluid concentrations of PGRN.
and in different fluid types (Table 1). B P » This is important for upcoming clinical trials of
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