MAYO CLINIC Hereditary Peripheral Neuropathy

LABORATORIES Diagnostic Algorithm

Inherited neuropathy suspected; Insidious onsets progressive (years)*
The following tests should be performed in all adult patients: HbA1c
or glucose tolerance, vitamin B12, monoclonal proteins.

Nerve conduction studies show:

Ulnar motor forearm nerve conduction velocity <38 m/s (compound muscle action potential test >0.5 mV)
AND/OR

blink reflex R1>13 ms

OR

Hereditary neuropathy with pressure palsies (HNPP) is suspected (diffuse sensory nerve conduction velocity
slowing, motor conduction blocks at points of compression, prolonged motor nerve distal latencies)

YES
Order PMPDD / PMP22 Gene, Large EITHER <50 years of age at onset
Deletion and Duplication Analysis with no obvious acquired cause
‘ OR
Definitive family history
POSITIVE
YES

Disorder-specific management. Consider disease category
Charcot-Marie-Tooth disease G (PR (Sl Type of neuropathy

type 1A (CMT1A) ‘

- PMP22 duplication # #
HNPP POSITIVE NEGATIVE/NOT DONE

— PMP22 deletion Predominant motor neuropathy Predominant sensory neuropathy
(length dependent) (length dependent)
‘ Order DWPAN / Comprehensive # #
Disorder-specific Distal Weakness Gene Panel

\ Consider genetic disease-category and disease-specific testing*®

management
NEGATIVE OR |
INCONCLUSIVE
NEGATIVE/NOT DONE
Disorder-specific Consider 1 of the following: Disorder-specific
management = WESDX / Whole Exome management Order DWPAN
Sequencing for Hereditary
Disorders
= WGSDX / Whole Genome
Sequencing for Hereditary
Disorders
Diagnostic of chronic idiopathic
axonal polyneuropathy (CIAP)
OR
*Mitochondrial and hereditary brachial neuritis can present subacutely. Consider 1 of the following:
= WESDX
= WGSDX
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Disease category gene panel testing?

= PEPAN / Comprehensive Peripheral
Neuropathy Gene Panel (186 genes)
IMSNP / Inherited Motor and Sensory
Neuropathy Gene Panel (87 genes)
IMNP / Inherited Motor Neuropathy
Gene Panel (24 genes)

ISNP / Hereditary Sensory
Neuropathy Gene Panel (23 genes)
CMITO / Combined Mitochondrial
Full Genome and Nuclear Gene Panel
(221 mitochondrial nuclear genes and
entire mitochondrial genome)

ISPP / Inherited Spastic Paraplegia
Gene Panel (128 genes)

ATAXP / Inherited Ataxia Gene Panel
(198 genes)

CGPH / Custom Gene Panel,
Hereditary; stating disease state:
Neurology Disorder

Disease-specific testing®

Testing required for FDA-approved
treatment
= SMNDX / Spinal Muscular Atrophy
Diagnostic Assay, Deletion/
Duplication Analysis
= TTRZ / TTR Gene, Full Gene Analysis
(transthyretin familial amyloid)
= Fabry Disease
= AGAS / Alpha-Galactosidase,
Serum
= GLA/ Fabry Disease, GLA
Gene Sequencing with Deletion/
Duplication
= SOD1Z/ SOL1 Gene, Full Gene
Analysis (ALS)

Others

= C9ORF / C9orf72 Hexanucleotide
Repeat, Molecular Analysis (ALS)

= SORD / Sorbitol and Xylitol,
Quantitative, Random, Urine
(SORD1 motor neuropathy)

= SEP9Z / SEPTIN9 Gene Full Gene
Analysis

= CANVAS syndrome (RFC1 gene)

= AFXN / Friedreich Ataxla, Repeat
Expansion Analysis

= SBULB / Spinobulbar Muscular
Atrophy (Kennedy Disease),
Molecular Analysis
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