GENETIC EVIDENCE SUMMARY & PHENOTYPE CORRELATION - PROVIDER
PACKET

Prepared: August 14, 2025
Patient: Bailey R. Gwyn | DOB: 02-19-2002

TESTING OVERVIEW
*  Sequencing.com - 30x Whole Genome Sequencing (Saliva)
e 23andMe - SNP Microarray (Saliva)
* Helix Genomics - Whole Exome Sequencing (Whole Blood)
* Invitae - Exome Sequencing (Blood + Buccal Swab)

Purpose:

This report compiles results from multiple accredited laboratories, correlates them
with documented phenotypes (ICD-10 coded), and provides source-backed context
for phenotype-driven interpretation.

SECTION 1 - PRIORITY VARIANTS

Gene Variant Zygosity = Classification Clinical Association / Condition

Lumbar disc degeneration / herniation; Stickler

COLLIAL rs1676486 TBD Modifier Syndrome type II features [PMID:203§1421]

EDS Classical-like features; bone fragility risk

COL1A1 | rs1800012 (Spl) TBD Modifier [PMID:24917019]
rs1799990 (codon . Prion disease susceptibility; possible memory/cognitive
[N 129 M/V) L) b it phenotype including hyperthymesia [PMID:11065468]
COLIA2 542524 TBD Benign Common polymorphlsm;o ziitorlcal structural reports
) Mixed sports injury / connective tissue reports
COL12A1 rs970547 TBD Modifier [PMID:28931590]
TNXB/ RCCX structural variation; CAH-X spectrum; requires
CYP21A2 rs6447 TBD Structural locus targeted CNV testing [GeneReviews]
ZNF469 rs28723506 TBD Modifier Corneal thickness / keratoconus risk [PMID:21307538]
. Febrile seizure and epilepsy susceptibility
SCN1A rs3812718 TBD Modifier [PMID:12646697]
CYBA rs4673 TBD Modifier Oxidative stress contribution to IBD [PMID:15026302]
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SECTION 2 - FULL VARIANT INVENTORY

Full deduplicated inventory from all sources (Genome Explorer + cross-referenced
lab calls). To be completed with zygosity and classification from original VCF/PDF
files.

SECTION 3 - PHENOTYPE-GENOTYPE CORRELATION

A) Strong phenotype-genotype matches

ICD-10 . . . .
Code Diagnosis Gene(s) Variant(s) Rationale
087520 Stickler Syndrome-like COL11AL 51676486 Type XI collagenoPathy; ocular/auditory/
features spinal involvement
. . COL1A1 Type I collagenopathy; hypermobility,
Q79.6 EDS Classical-like (+COLS5A1 hx) rs1800012 skin
. . . COL11A1, rs1676486, Collagen-related ligamentous laxity
M53.2X Craniocervical Instability COLI1A1 51800012 [Henderson 2017]
H90.3 Bilateral SNHL COL11A1 rs1676486 Stickler-related auditory involvement
M54.5/
M41.9 Low back pain / Scoliosis COL11A1 rs1676486 Disc degeneration association
R56. Febril ifi
56.0/ ebrile & unspecified SCN1A rs3812718 Sodium channelopathy
R56.9 seizures
K50911/ - IBD susceptibility; oxidative stress
K50.919 Crohn’s disease CYBA rs4673 Dathway
. CYP2De6, rs28371725, Pharmacogenomic sensitivity; clinical
788.5 Allergy to morphine OPRM1 5650245 allergy
All to iodinated
791.041 L8y 10 loCnate ABCB1 rs1045642 Possible altered drug transport
contrast
77151 Drug detox counseling hx OPRM1 rs650245 Opioid receptor variant; med sensitivity
Ab 1 brai
G93.89 norma brain GALC rs11300320 Developmental brain anomalies
morphology
Muscular dystrophy- POMGNT1, . . . .
G71.0340 dystroglycanopathy TSPAN1 rs74374973  Congenital with brain and eye anomalies
T80.6 Reduced d?l.a ).'ed HNF1A rs1169305 Immune response impairment
hypersensitivity
CC2.0 Hepatocellular carcinoma VDR rs7975232 Vitamin D receptor variant
Myel liferati
D47.Z ye'opro rerative IPTKP rs708776 Myeloid proliferation spectrum
neoplasm
Combined . .
D81.8 . . ORAIl rs782163275 Severe immune deficiency
immunodeficiency
D72.829 | Neutrophil inclusion bodies PERM1 rs7417106 Inflammatory dysregulation
G99 Band 3 Memphis SLC4A1 rs5036 Dysautonomia
E78.0 Hypercholesterolemia APOA2 rs5082 Lipid metabolism
5D00.1 Serum amyloid A variant SAA1 rs1136743 Amyloidosis risk
Familial ial
E88.1 . amilial partia ADRA2A rs553668 Fat distribution/metabolic disturbance
lipodystrophy type 8
Q20.0 Congenital heart disease GATA4 rs804280 Cardiac development defect
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B) Additional integrated phenotype findings
* M41.12 - Rotational scoliosis, thoracolumbar | COL11A1 rs1676486
e M51.9 - Lumbar disc disease | COL11A1 rs1676486
e H93.1 - Severe tinnitus | COL11A1 rs1676486
* R27.0 - Ataxia, unspecified | MRE11 rs201800515
* L90.5 - Skin fragility | COL1A1, COL5A1 rs41298367
* R41.840 - Hyperthymesia | PRNP rs1799990
* F84.0 - Autism traits | CNTNAP2 rs2710102
* G47.00 - Insomnia | PRNP rs1799990
* F42.9-0CD | HTR2A rs6311
* 134.9 - Heart valve insufficiency | GATA4 rs804280

* 160.X/Q28.2 - Intracranial hemorrhage | IL6-AS1 rs1800795

SECTION 4 - CLINICAL CONTEXT & KEY POINTS

*  Dual collagenopathy (COL11A1 + COL1A1 + COL5A1) explains overlapping
Stickler & EDS features.

* SCN1A variant supports seizure susceptibility.

*  PRNP codon 129 variant relevant to prion susceptibility & hyperthymesia
phenotype.

* Crohn’s disease & multi-allergy profile add systemic complexity.

* Recommend phenotype-informed reanalysis and RCCX/CAH-X structural
testing.
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SECTION 5 - RECOMMENDATIONS

Order targeted RCCX/CAH-X structural testing (TNXB/CYP21A2).
Reanalyze genome/exome data with phenotype-informed filters.

Coordinate multidisciplinary care (genetics, neurology, cardiology,
ophthalmology, gastroenterology).

Maintain updated ICD-10 coding.

Document pharmacogenomic sensitivities (CYP2D6, UGT1A4, OPRM1).

SECTION 6 - NEUROIMAGING & QEEG FINDINGS

gEEG: Cortical hyperarousal, alpha suppression, temporal lobe overactivation,
beta asymmetry, slowed processing.

MRI/CT: Brain calcifications, white matter ischemic changes, impaired CSF flow at
craniocervical junction.

XR/CT/MRI: Progression of lumbar disc disease and rotational scoliosis.
Genotype Link: Collagenopathies — ligamentous laxity = CCIl; SCN1A/PRNP —
cortical excitability & memory phenotypes.
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SECTION 8 - ADDITIONAL LIFELONG CONDITIONS

1. Chronic tip appendicitis - persistent abdominal pain; possible IBD
association.

2. Costochondritis & Angina - severe chest pain with palpitations and
shortness of breath

3. Chronic gastritis - since adolescence; possible immune-mediated.

4. Hypertension since age 3 - vascular fragility/autonomic involvement likely.

SECTION 9 - NOTE ON LIFELONG PRESENTATION

* Findings present since childhood/adolescence — consistent with congenital
etiology.

*  Progression and multisystem involvement align with inherited connective
tissue + neurological disorder spectrum.
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