ARUP LABORATORIES | aruplab.com PATIENT REPORT
500 Chipeta Way, Salt Lake City, Utah 84108-1221

phone: 801-583-2787, toll free: 800-522-2787

. . . Patient Age/Sex: 26 years Female
Jonathan R. Genzen, MD, PhD, Chief Medical Officer

Speci nmen Col |l ected: 29-Cct-25 14:19

Spi nal Muscul ar At rophy(SMA) Copy | Recei ved: 29-Cct-25 14: 20 Report/Verified: 30-Cct-25 11:23
Nurber

Procedure Resul t Units Ref erence I nterval
SMA Copy Number, Speci nen Wol e Bl ood

SMA Copy Number, Synpt ons Yes

SMA Copy Number, SMN1 Copi es 0 copies”

SMA Copy Number, SMN2 Copi es 3 copi es

SMA Copy Number, Li nked Variant Not Present

SMA Copy Nunber, I nt See Note ftit

Result Footnote

f1: SMA Copy Nunber, Int

Indication for testing: Confirma diagnosis of spinal nmuscular atrophy (SMA).

Resul t:

SMN1 gene copies: 0

SM\2 gene copi es: 3 copies
Li nked variant: not detected

Interpretation: No copies of the SMN1 gene were detected by nultiplex |igation-dependent probe
anplification (MPA); therefore, this individual is predicted to be affected with spinal nuscul ar atrophy
(SMA). 3 copies of the SMN2 gene was/were detected by M.PA. Al though SM\2 copy nunber inversely
correlates with di sease severity, it cannot be used to predict phenotype with certainty. Cinical
findings and di sease severity are variable.

Recommendat i ons: Genetic consultation is indicated, including a discussion of nedical screening and
managenent. Adult fam |y nenbers should be offered SMA carrier screening.

This result has been reviewed and approved by NI

Test Information

il: SMA Copy Nunber, Int
BACKGROUND | NFORMATI ON: Spi nal Muscul ar Atrophy (SMA) Copy

Nunber Anal ysis

CHARACTERI STI CS: Spi nal muscul ar atrophy (SMA) is the nost common | ethal genetic
di sease in children and is characterized by progressive nuscle weakness due to
degeneration of the | ower nmotor neurons. Onset ranges from before birth to adul t hood
and severity is highly variable. Individuals with SMA have no functioning copies of
the SMN1 gene. Most (95 percent) have honozygous | oss of SWVWN1 due to del etion or
gene conversion, while a mnority (5 percent) have a deletion of SMN1 on one
chronopsonme and a SMN1 sequence variant on the other. The SMN2 gene, adjacent and
hi ghl y honol ogous to SMN1, produces |ower |evels of survival notor neuron protein
conpared to SMNL. Di sease severity has been shown to be nodified by SM\2 gene copy
nunber in some cases, though phenotype cannot be predicted with certainty. An SM\1
variant, c.*3+80T>G (rs143838139), that is part of a hapl otype associated with SM\1L
duplication in silent carriers (two copies of SMNL on one chronpsonme and no copies
on the other), particularly in Ashkenazi Jews, increases the likelihood that two
copies of SMN1 are on the sane chronopsone.
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Test

Patient Age/Sex: 26 years Female

| nf or mat i on

il:

SMA Copy Nunmber, Int

| NHERI TANCE: Aut osomal recessi ve.

CAUSE: Pat hogenic variants in the SWMN1 gene.

VARI ANTS TESTED: For copy number: SMNL (NM 000344.3) exon 7 c.840C and exon 8
€c.*239G and SM\2 (NM 017411.3) exon 7 c.840T. For hapl otype associated with SWN1L
duplication (silent carriers): SWMl c.*3+80T>G (rs143838139).

CLI NI CAL SENSI TIVITY: 95-98 percent in individuals affected with SMA. Detection rate
for carrier screening is 90 percent in African Anericans, 93 percent in Ashkenaz
Jewi sh, 93 percent in Asians, 95 percent in Caucasians, and 93 percent in Hi spanics.
METHODOLOGY: Ml tiplex |ligation-dependent probe anplification (M.PA) to detect SWNL
and SMN2 copy nunber and presence or absence of the SMN1 |inked variant c.*3+80T>G
(rs143838139).

ANALYTI CAL SENSI TIVITY AND SPECIFICI TY: 99 percent.

LI M TATIONS: Diagnostic errors can occur due to rare sequence variations. Single
base pair substitutions, snall deletions/duplications, and regul atory regi on and
deep intronic variants will not be detected. SM\2 copy nunbers greater than 3 may
not be reliably distinguished. This test is unable to determ ne chronbsomal phase of
SWMN1 or SMN\2 copies. Even if the |inked variant associated with SWMNL duplication is
detected, the test cannot definitively differentiate between 1+ copies of SMNL on
each chronosone from 2+ copi es of SMN1 on one chronpbsone and none on the other
(silent carriers).

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the U S. Food and Drug
Admi nistration. This test was performed in a CLIA- certified | aboratory and is
i ntended for clinical purposes.

Counsel ing and inforned consent are recomended for genetic testing. Consent forns
are avail abl e onli ne.
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