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: 24 years Female
Jonathan R. Genzen, MD, PhD, Chief Medical Officer

Speci nen Col |l ected: 29-Cct-25 14:18

Hemophilia A (F8) 2 Inversions, |Received: 29-Cct-25 14:18 Report/ Verified: 04-Nov-25 10:55
Fet al

Procedure Resul t Units Ref erence | nterval
Mat er nal Cont ami nati on Study Fetal Cellsf?

Fetal Spec

Mat er nal Contam St udy, Maternal  \Wol e Bl ood

Spec

F8 I NV FE Speci nen Cul tured Ammi o

Henophilia A (F8) Inversions Intron 22 " f2it

Interp

Result Footnote
f1: Mat ernal Contanmi nation Study Fetal Spec

Single fetal genotype present; no maternal cells present. Fetal and maternal sanples were tested using
STR markers to rule out maternal cell contam nation.
f2: Henophilia A (F8) Inversions Interp

| NDI CATI ON FOR TESTI NG
Prenatal Diagnosis

RESULT
One pat hogeni ¢ variant was detected in the F8 gene.

PATHOGENI C VARI ANT
Gene: F8 (NM_000132. 3)
Variant: Intron 22-A inversion; Heterozygous

| NTERPRETATI ON

According to information available to ARUP, the nother of this fetus was found to be a carrier of
henophilia A, harboring an F8 intron 22 inversion. The familial pathogenic intron 22 inversion was
detected in the factor 8 (F8) gene in this prenatal sanple; thus this female fetus is predicted to be a
carrier of hermophilia A Approximately 30 percent of fenale carriers have factor VIII| activity |levels of
|l ess than 40 percent and are at risk for bleeding synptons typically consistent with mld henophilia A
This individual's offspring have a 50 percent chance of inheriting the variant regardl ess of sex.

RECOMVENDATI ONS
Genetic consultation is indicated. At-risk famly nenbers should be offered testing for the identified
variant (Hermophilia A (F8) 2 Inversions, ARUP test code 2001759).

This result has been reviewed and approved by I

Test Information
i1 Henophilia A (F8) Inversions Interp
BACKGROUND | NFORVATI ON: Hernophilia A (F8) 2 Inversions

CHARACTERI STI CS: Henophilia A is characterized by deficiency of factor VIII clotting
activity. Less than 1 percent factor VIIIl activity results in severe deficiency

associ ated wi th spontaneous joint or deep nuscle bl eeding. Mdderate deficiency (1-5
percent activity) and mld deficiency (6-40 percent activity) are associated with
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prol onged bl eeding after tooth extractions, surgery, or injuries, and recurrent or

del ayed wound healing. Fenale carriers of henmpophilia A may have increased bl eedi ng

t endenci es.

EPI DEM OLOGY: 1 in 5,000 live male births worl dwi de

CAUSE: Pat hogenic F8 germine variants

| NHERI TANCE: X-1linked recessive. In the estimted 30 percent of cases that appear to
be de novo, the nother is found to be a carrier at |east 80 percent of the tine.
PENETRANCE: 100 percent in nmales. Approximtely 30 percent of female carriers have

factor VIIl activity levels of |less than 40 percent and are at risk for bleeding

synptons typically consistent with nmld hermophilia A

CLI NI CAL SENSI TIVITY: 51 percent of variants causing severe henophilia A are
detected by F8 inversion testing. This assay does not detect F8 variants associ ated

with mld or noderate henophilia A in nmales.

METHODOLOGY: Intron 22-A and intron 1 inversions detected by i nverse PCR and

el ect rophoresi s.

ANALYTI CAL SENSI TIVI TY/ SPECI FICI TY: 99 percent

LI M TATIONS: A negative result does not exclude a diagnosis of or carrier status for
henophilia A Diagnostic errors can occur due to rare sequence variations. F8

variants, other than the F8 type 1 or type 2 intron 22-A and intron 1 inversions,

will not be detected. Rare F8 intron 22-A and intron 1 inversions with different
breakpoi nts may not be detected by this assay.

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the US Food and Drug

Admi nistration. This test was performed in a CLIA certified |aboratory and is

i ntended for clinical purposes.

Counsel ing and i nforned consent are recomended for genetic testing. Consent forns
are avail abl e online.
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