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Macrophage-expressed gene 1 (MPEG1) encodes for Perforin-2 (P2) which is an antibacterial pubject ID | I 1l v v Vi
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bacterial pathogens?. Perforin-2 (P2) is expressed in innate immune cells (macrophages,
dendritic cells, natural killer cells, and neutrophils) and can be upregulated by outh Korean  lunknown
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bacterial infections?. In its resting state, P2 is in the endoplasmic reticulum, Golgi, and early
endosomal membranes?. After a bacterial infection, it is monoubiquitinated in response to :multiple
inflammatory signals and redistributes to the endosomal and phagosomal bodies that contain pneumonias and
the phagocytosed bacteria®3. After re-localizing, P2 polymerizes and refolds to form large URI’s;
pores allowing lysozyme, reactive oxygen species, and nitric oxide to eliminate the ; skin and soft tissue pulmonary
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pathogenic variants in the MPEG1 gene have been identified, all with histories that include P
recurrent pulmonary or soft tissue infections#>. Our patient is the first documented case with
a homozygous nonsense variant in the MPEG1 gene. , ,
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= To analyze the phenotypic manifestations of our patient with the MPEG1 variant.
= Review the published literature on documented MPEG1 cases for phenotypes and genotypes.
= Compare the published data with our patient.
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= Qur patient was initially evaluated at Columbia University as a part of the DISCOVER program.
= Data collected during this initial evaluation was used to characterize the clinical D I S C U S S I O N
manifestations.
=  Published literature on all the published MPEG1 cases was reviewed and compared with the
clinical features of our patient. =  Qur patient’s evaluation showed symptoms consistent with an immunodeficiency;
\_ / similar to that identified in the other published cases. Our subject also had additional
features not clearly related to the immune system.
R E S U LT S . S U M M A RY 0 F I N D E X " The project was limited by data available only from the initial evaluation. Additionally,
_ one of the findings of the initial evaluation was a hypermetabolic lymph node,
however that could not be further studied due to the node's proximity to the carotid
artery.

ﬁr Patient is a 39-year-old female of South Korean ancestry who presented with multiple \ "  Mechanistic studies are currently being performed to determine how a homozygous
K nonsense variant in the MPEG1 gene differs from the published heterozygous cases.

issues including including bilateral sensorineural hearing loss, hyperparathyroidism,

osteoporosis, a history of periodic subconjunctival hemorrhage, Crohn’s disease, recurrent
pancreatitis, blistering and hives on her hands, irregular menses over the last year, eczema, C O N C L U S I O N
recent hair loss, significant dental issues and T-cell lymphocytopenia. Further dental history

includes rapid and progressive enamel loss requiring approximately 3 crowns per year and has

resulted in several failed root canals and lost teeth. This patient’s whole exome sequencing re- = Based on an initial evaluation, a homozygous nonsense variant of the MPEG1 gene is
analysis revealed a homozygous nonsense variant (c.445C>T (p.Arg149Ter)) in the MPEG1 associated with an immunodeficiency.
gene. She is adopted; therefore, family and pregnancy exposure histories are unknown. There " Dueto ’_che syndromic p_resgntation of the subject and only having a single, initial
is concern that she may have a variation of a common variable immunodeficiency (CVID) and \_ evaluation, further testing is currently underway. )
wavenous immunoglobulin (IVIG) has been suggested. /
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