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OBJECTIVE BACKGROUND

* Fc Receptors (FcRs) are expressed on various immune and endothelial cells. The Fc—FcR interaction is critical for both the function

of endogenous antibodies and therapeutic monoclonal antibodies (mAbs), such as those used for the treatment of multiple sclerosis
(MS).1-3

« Several reported genetic polymorphisms can affect the expression level, binding affinity, or function of FCRs and have been
associated with response to therapy in people with malignancy or autoimmune disease.'-

« Within the family of Fcy receptors, FcyRllla (CD16a) is the most studied, with two major polymorphisms identified at amino acid

residue 158 (F, phenylalanine and V, valine).>° M ETHODS

« The 158F polymorphism represents the more difficult to bind variant and is expressed in approximately 40% of the healthy

» To present the design of an epidemiological study characterizing
Fc biology and genetic diversity in a large population of PWMS.

OVERVIEW IN BRIEF

* Functional consequences of human immunoglobulin constant heavy G chain (IGHG) polymorphisms in the Fc region of antibodies are largely
unknown, but biological importance has been suggested by multiple disease associations with this locus.8-°

* The frequency of FcR polymorphisms and corresponding IgG isotype alleles, have not been reported in people with MS (PwMS) or stratified
according to different demographics within this population, and the potential impact on response to therapy has not been quantified.

* The experimental design of a multi-center study aiming to population.® This will be a multi-center studv aiming to ch ori | hi fE t 416G 1 isot
. . . e This wi ulti- udy aiming to characterize polymorphisms of Fc-receptors an isotypes.

characterize polymorphisms of Fc-receptors and IgG isotypes » Additional FcR polymorphisms exist, including those in CD32a, which has 2 known polymorphisms at position 131 (R, arginine and 4 J POIYTOTR P J yP

in PWMS is described. | H, histidine) that have been shown to impact binding to immunoglobulin and subsequent effector function, and FcRn, which plays * Cryopreserved Peripheral Blood Mononuclear Cells previously obtained from PwMS (n=1,000) and stored at select biorepositories at 5
* Cryopreserved PBMCs will be used for DNA extraction an important role in extending serum IgG lifespan however these are not well characterized in the context of autoimmunity.!” academic centers will be utilized for assessment of FcR genotypes and IGHG1 alleles.

followed by gPCR and Sanger sequencing to identify single _ _ _ _ _ _ _ _

nucleotide polymorphisms in genes of interest. « Demographic and history of dlseasg dgta will be captured in an electronic database and assessment of immune cell subsets will be
- Genetic changes will be analyzed in accordance with clinical STU DY D ESIG N conducted to correlate genotypes with immunophenotypes.

variables to determine the prevalence of FcR and IGHG1
variants in diverse subpopulations of PWMS.

Figure 1. FCRyR Polymorphism Modify Binding Affinity Figure 2. Genomic Analysis and Clinical Data Integration Workflow

Figure 3. Methodology for identifying FCR polymorphisms
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