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PATIENT INFORMATION
Name: JOHN SMITH

Gender: Male
Birthday: 04/22/1973
Age: 43

Address: 14 Any Street, Any Village
Any City, Philippines

Reference: A-0987654321

SAMPLE
Sample Number: 22B54321

Source: Saliva
Date Received: 01/16/2016

Date of Report: 02/08/2016

REFERRING PHYSICIAN
Name: Physician, M.D.

Institution: Any Hospital

Address: 21 Any Street
Any City, Philippines

Contact: +632 123-4567

Test results of: John Smith

Reason for the study: Homozygotic familial hypercholesterolemia

Test(s) requested: Dyslipidemia and premature atherosclerosis panel

AtheroGxOne™

84 Genes

RESULT: POSITIVE

N s,

We have identified a mutation in homozygosis in the LDLR gene. This mutation has been previously
described in association with familial hypercholesterolemia. This result is in agreement with the
informed clinical picture of the submitted patient. We suggest performing the familial screening of
the mutation. Heterozygous family carriers would also be affected.

Population Number of
frequency references

Gene | Variant Pathogenicity

LDLR NP_000518.1:p.Pro105_Gly314delinsArg Homozygosis Pathogenic or Mutation (not 11
NM_000527.4:c.314-1121_941-1446del disease-causing  found in
NC_000019.9:¢.11214785_11219892del controls)

Clinical interpretation

The identified mutation has been extensively described and is known as FH-Valencia 4 and FH Vancouver-6. It consists of
the in frame deletion of 3 exons, producing the loss of a crucial region for the protein function: the LDL-binding site. All of
the described carriers presented a definite diagnosis of familial hypercholesterolemia. No other homozygous carriers have
been previously described.

Technical aspects of the study

This sample has been studied by massive parallel sequencing method using a library that included genes related to
dyslipidemia and premature atherosclerosis.

Signatures
C == ~
James Dermady, PhD Doc. Lorenzo Monserrat iglesias
Laboratory Director Cardiologist and Scientist Director
ABMG Certified, Clinical Molecular Genetics Health in Code

Admera Health LLC
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DETAILED RESULTS

Gene: LDLR (Encoding the protein: Low density lipoprotein receptor)
NP_000518.1:p.Prol05_Gly314delinsArg/NC_000019.9:5.11214785_11219892del

Homorygous carrier: mutation occurs in both coples of the gene

Mutation nomenclature: Nuclestide codeNM_000827 4:0.514-1121_941-1448del,
NC_000015.9:.11214788_11210892del. Amino ackd code: NP_000518.1:p.Prol0s_Gly3iidelinsarg. Altarnative namas
ot the DNA leval: NM_000827 4:W55-1121_1vVES-1448del; characterized LOLR Ex3_&del. Alternative namas at the protein
leval; NP_000S18.1:p. PLO%_GER1adelingf, Located in: inltial intron: 3, Final intron: &

Pathogenicity: pathogenic or dissase-causing.
Population frequency: mutation (nat found in contrals).

Clinical information

Thi identified mutation has baen widely described in association with haterozygous familial hypercholesterolemia (PH). In
pravious years, mutstions in LOLR were named according to the site where they were first identified. in this case, the
mutation is called PH Valencia-4 and FH Vencouvaer-8. Both mutations are very similer and consiat of an in-frame deletion
of wwons & to 8, This maans that the mutation leads to the synthesis of 8 shortened protein lacking the sequence encoded
by thase axons, Deleted exons include the binding site of Npoprotein LDL receptor, thereby sivering hapatic LDL uptake for
matabolism and increasing the value of this lipogrotein in plasma.

A3 the namae sUggests, this mutation was firstly identified in Spanish and Canadian families. 1t has slso been identified in
putch individuals. in some Spanish HF cohorts, this mutation presented a relatively high frequency, representing up to 5%
of cases. it cannot be detarmined whathar it is dus to 8 foundar effect. it is alys possible thet mutation arose de nove in
different populations 83 & rasult of the mechanism that causes the mutation (see detalls in bisinformatics section). A3 far
83 we know, no homozygous carriers have been described.

in & paper published by Chaves et al. (2001}, carriers of this variant had a poorer response to simvastatin treatmaent
compared to carriers of other defective missenses mutations,

At least & sirmilar mutations have been pravdously published, consisting of in-frame deletions of exons encoding the LOL
ligand sive. All reported cases had clinical criteria for hetercrygous familial hypercholasterclemia, with no carmiers
prasenting normal or borderline lipid profile.

Blolnformatics study

& deletion of exons 4 to & of the LOL gene has been identified in this sample. A3 the rest of protein synthesis is not affected,
this is an In-frarme mutation (p. Proi0s_Gly3lddelinsarg). The deletion causes a loss of the protein segment located
betwean regions LDL-réceptor Class A and LOL-receptor Class A7, The moleculsr mechanism leading to the deletion of
these exons is known 83 "microhomology-mediated break-induced replication”, It Is based on homologous recombination
between two Alu sequences, in this case between Alusq in intron 3 and Alusc in intron & (see figures 1 and 2 ot the end of
the repart).
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Gene comment

The low-density lipoprotein receptor (LDLR) gene is located in chromosome 19 and encodes the LDLR protein. LDLR is & cell
surface receptor predominantly present in the liver and also found in most other tiszues. It binds to particles containing
apoB-100 and ApoE (mostly LDL, chylomicron remnants, and IDL), removing them from the blood via endocytosis.
Lipoprotein particles are degraded in lysosomes and cholesterol is released. An increased amount of cholesterol in cells
inhibits HMGCoA reductase activity and inner cholesterol synthesis and also decreases the LDLR activity. LOLR may be
targeted for degradation by PCSKD in lysosome or recycled for the cell surface. LDLR in the liver plays a major role in
determining plasma LDL levels: a low number of LDLR is associated with high plasma LDL levels, while a high number of
hepatic LDLRs is associated with low plasma LDL levels.

Mutations in the LOLR gene lead to familial hypercholesterolemia (FH), a disease with an autosomal dominant pattern of
inheritance. Over 1,700 mutations have been identified in the LDLR gene, of which 79% are probably expressed as a
hypercholesterolaemic phenotype. Mutations in the LDLR gene comprise small deletions, insertions, duplications, and
missense mutations, as well as large splicing defects. Pathogenic variants can occur in the promoter or in introns or exons.
The majority of pathogenic variants fall within the ligand-binding (40%) or epidermal growth factor precursor-like (47%)
domains, with the highest frequency of pathogenic variants reported in exon 4 (20%) [Leigh et al_, 2008; Usifo et al_, 2012].
In heterozygotes for the LOLR pathogenic variant, penetrance for FH approaches 90%.

Familial hypercholesterolemia (FH) is a result of the absence or dysfunction of LDLR on the surface of hepatocytes due to a
mutation in the LDLR gene, leading to a dramatic increase in LDL cholesterol and total cholesterol blood levels and to an
early onset of atherosclerosis and cardiovascular complications. Clinical features of the diseasze are arcus corneae,
xanthelasmas, xanthomas, and premature atherosclerosis, which are more severe in homozygous cases compared to
heterozygotes. Individuals with heterozygous FH may have no vizible signs of the disease, especially in children and in
individuals being in lipid lowering treatment.

Conclusions

This mutation has been clearly associated with familial hypercholesterolemia. Its presence in homozygosis is in
agreement with the clinical picture reported in the case. Heterozygous carriers of the family would also be affected,
therefore we suggest completing the familial genetic and clinical screening.
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APPENDIX

Detailed technical aspects

athercGxone ™ was performad using a multiple apgroach based on targeted MNaxt Ganeration Segquencing [NGS) combinad
with the gold standard Sanger technigue. Patient spacimens (blood, saliva, tissua) ara subjected to automatic genomic DMA
purification [Quasymghany 58, Qiagen), and sample preparation is carried out using the SureSalect XT Target Enrichment
technolagy for lluming paired-end multiglexed sequencing method [&gilent]). Enrichment is performed using & custom
surgSalect library (agilent] for the coding regions and adjacent intronic areas for the selected genes. after cluster
generation on a cBot {llumina], captured OMA is sequenced on aither llumina HiSeq 1500, kiseq or NextSeq platform.
climically relevant variants and kow-coverage regions are tested in parallel by standard Sanger seguencing. The analytical
sensitivity and accuracy of this assay is greater than 28% for single nucleatide variants (SMVs) and small insertions/deletions
[INDELS).

AtheroGxone™ was developed and assessed for accuracy and precision by Admera Health. The design of the custom
capture likrary is property of Health in Code and includes the following 84 genes related to dyslipidemia and premature
atherasclerosis:

ABCA1, ABCBI, ABCG1, ABCGS, ABCGE, AGPATZ, AKTZ, AMPD1, ANGPTLS, APOAL, APOAS, APOE, APOC2, APOCS, APOE,
BLK, BSCL2, CAV1, CEL, CETP, CH25H, CIDEC, COGZ, CPT2, CYP2DE, CYP3AL, CYPIAS, EIF2AKS, FOXPS, GATAS, 6CX, GLISS,
GPO1, GPIMBP1, MNFLA, HNF1B, HNF4A, IERSIPL, IN5, INSIG2, INSR, KCNJ11, KLF11, LCAT, LOLR, LDLRAPI, LEP, LIPA, LIPC,
LMF1, LMNA, LPA, LPL, LRPS, MEF2A, MTTE, MYLIP, NEURODI, NEUROGS, NPCILI, PAX4, PCOM1S, PCSKS, POX1, PLINI,
PLTP, PNPLAZ, PPARA, PPARG, PTF1A, PTRF, BYGM, RFXS, AYR1, SARIS, SCARBI, SLCIIAS, SLC25A40, SLC2AZ, SLCO1E1,
TEC1D4, TRIB1, WES1, ZMPSTERA.

The ganes included in this tast have bean selectad on 2 clinical basis according to their relation with 3 particular phenotype
and classified taking in consideration the lavel of evidence of this relation (priority genes, secondary genas, candidate
ganas).

Probes were designed to cover all coding exans and 30 bp at intrenic or UTR Alanking regions. Those regions with suboptimal

guality coverage ware sequenced by dideaxy Sanger tachnigue. This test is not able to identify ganetic variants located at
deep intronic/UTR regions.

Athero@xOne™ is aimed at identifying single nuclectide variants (SNvs) and small insertions/deletions (JNDELS) up to 20
bp. Ganetics variants are described following the Human Genome Variation Society (HGVS) recommendations

Those selected genetic variants that were considered potentially associated with the patient’s phenotype or constitute
relevant incidental findings are reported in the main table of the report on the first page. Please note that clinical
intarpretation of variants could be subject to changes as new scientific evidence appears.

confirmation by didasxy 5anger sequancing will be performed in those selected variants includad in the main tatle that
meet the following conditions:

= Point mutations identified with suboptimal quality parameters: coverage <30x, alternative allele frequency
different from 40%-60% / 80%-100%, or quality score <170

= Point mutations affecting regions/genas with high homalogy with other genomic regions (ie., pseudogenss)
= Insartions or deletions

We have also developed an alternative bioinformatics pipeline that is able to identify gross deletions/insertions affecting
one or more axons of a gena/s included in the panal [CMvs: Copy Mumber Variations). This complamentary analysis is
possible when bicinformatics data is adequate and might not be available in some cases. An alternative method is used to
confirm this kind of varants,
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Fraquintly, our test 3 not able to (dentify the phase (same/diferent allales) of more than one varlant sffacting the sama
pEn&. This limitation should be considered i cases of recessive disordars that need Both alleles of the gene 1o be mutated,

although atheroGeOne™ has an analytical sensithvity and specificity of over §8%, some genotyping errors could ooowr in
spacific sivuntions:

= pra-arrival contamination of samples

= Mosaic mutations

*  Monosomies and trisomies

= GENELIC pEtErNIty problems

= Genetic variants producing allelic drop-outs

= Studies performed on paraffin-ambedded tissues

=  Frasence of pyeuvdogenes

= Incorrect identification of variants in homo-polymers or high GC-contant zonds
= Brrors inthe reference sequence

wie have developed an efficient method, which ensures tracking of samples after arrival, guarantesing their proper
identification once they arrive 8t our lab. However, we cannot take respongibllity for labeling errors in samples prior to
their arrival,

Thie clinical report: Admera, powered by Health in Code, provides s detailed report with all relevant existing clinical data
on the detected mutations, This informaticn has been evaluated by experts on the disease and includes a description of all
familizs with reported cases of ssch mutation along with information from our own research and existing information on
in witro and in vive (animal models) studies for the different mutations, To handle all this information, Health in Code has
developed B computerized database that includes records of more than 98800 individuals from the exlsting licerature on
inherited cardiovascular diseases and from our own ressarch,

Comments, recommendations and disclaimers

it is highly recommended that the interpretation of this genetic report is done with the help/counseling from a physiclan
with encugh expertise in genetic conditions. Cur test is not designed in a direct-to-consumer fashion, The results of this
test must be interpreted in the clinical context of esch patient. This test does not replace clinical assessment of patients
#nd must not to be used as the only tool to decide on treatment, diagnosis, and/or pre-implantetion/pra-natal studies,

wihen the penetic study identiflies one or more genetic variants potentially sssocisted with the developrment of patholegy,
family screening is recommended. Al first-degree ralatives (parents, siblings, children; whether or not clinically sffected)
should be considered for inclusion in this screening due to variable penetrance and sge of onset ssscciatad with the
majority of these genetic alterations. Genetic disgnosis can identify those family membars who are at risk of disease
development and need periodical clinlcal assessment. Moresver, tasting in family members can be useful in determining
the cosegregation of the identified variants with the phenotype and the asscciated prognosis in carrlers,

Thizs test has not been cleared or approved by the U.S, Food and Drug Administration (FOA) but the FOA has determined
that such clearance or approval is not necessary. The AtheroGxone™ test is used for clinical purposes. It should nat be
regarded as investigational or for research. This |aboratory is certified under the Clinical Laboratory Improvement
amendments (CLIA) a3 qualified to perform high complexity clinical laboratory testing, Health in Code provided tha
professional component of clinical interpretation of the AtheroGxOne™ results,

For additiznal information or comments, please Contact us at ClientCare @admerahealth com,
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Resource references
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=  Exome Aggregation Consortium (ExAC), Cambridge, MA (URL: hitp:/fexac broadinstitute.org) [version 0.3]

*  Exome Variant Server, NHLEBI GO Exome Seguencing Project (ESP), Seattle, WA [URL:
http://evs.gs washington.edu/EVS/) [ESPES005I-V2-554137]

* 1000 Genomes Project, An integrated map of genetic variation from 1,092 human genomes, McVean et Al, Nature
491, 56—65 (01 November 2012) doi:10.1038/naturel1632 (www.1000genomes.org/)

*  Database of 5ingle MNucleotide Polymorphisms (dbSNP) [Internet]. Bethesda (MD): National Center for
Biotechnology Information, Mational Library of Medicine (dbSNP Build 1D:135) Available from:
www. ncbionlm.nih.gov/SNP.

*  HGMD® [Internet]: Stenson PD etal. Genome Med. 2009;1(1):13 www . hgmd.cfac.uk.

*  ClinVar: Landrum M), Lee JM, Riley GR, Jang W, Rubinstein WS, Church DM, Maglott DR. ClinVar: public archive of
relationships among seguence variation and human phenotype. Nucleic Acids Res. 2014 Jan 1;42(1):D980-5. doi:
10.1093/nar/gkt1113. PubMed PMID: 24234437,

*  Health in Code proprietary database
Functional studies:

*  POLYPHEN: A method and server for predicting damaging missense mutations. Adzhubei 14, Schmidt 5, Peshkin L,
Ramensky VE, Gerasimova A, Bork P, Kondrashov AS, Sunyaev SR. Mat Methods. 2010 Apr;7(4):248-9.

*  SIFT: Predicting the effects of coding nonsynonymous variants on protein function using the SIFT algorithm. Kumar
P, Henikoff 5, Ng PC. Mat Protoc. 2009;4(7):1073-81.

«  MUTATION TASTER: MutationTaster2: mutation prediction for the deep-sequencing age. Schwarz IM, Cooper DN,
Schuelke M, Seelow D. Nat Methods. 2014 Apr;11(4):361-2.

«  MMSplice
*  Splice-site Finder (S5F)
+  HSF

Ll MaxEnt
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Coverage stats

Stats ‘ Studied genes ‘ Priority genes
Average coverage 1770 x 1770 x

Bases sequenced 133930 133930

% Bp with coverage 215 99.46% 99.46%

% Bp with coverage >30 99.44% 99.44%
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Bioinformatics analysis of the study.
Figure 1. Screen capture of IGV (integrate genomic viewer) showing the deletion.

Figure2 depicts the mutagenic mechanism. Genome Browser visualization. A) Region of LDLR containing exons 4-6. B) Repeat masker of LDLR region of interest. C) Repetitive
sequences causing deletion by the mechanism “microhomology mediated break induced replication”. In bold showed the homologous regions between 5’ and 3’ flanking

sequences of the deletion, which are underlined.
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Figure 2.

UCSC Genome Browser on Human Feb. 2009 (GRCh3T/hg19) Assembly
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SUPPLEMENTAL MATERIAL

AVAILABLE INFORMATION ON OTHER IDENTIFIED VARIANTS

We have identified genetic variants that we consider not to be associated with disease development either because they have been identified in healthy controls or because they do
not affect protein structure and function,

Region ‘ Variants found
Exonic 78
Synonymaous 39
Nonsynonymous 38
Nonsense 1
Intronic 74
Intronic splicing 7
UTR 20
Total 172
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M Exon

W UTR

o Intron splicing

o Intron non-splicing

Only good quality variants were included (QUAL 2170)

Page 13 of 17



o
£
i)
=]
o
[}
=
=
O
=
o
Qo
[
B
=
=

o
2
©
>

Q
>
Q

o
>
©
»
>
©
[V
o
]

=
c
S
£
o]

o

<

)

T

™

Sta. Mesa, Manila, Philippines
+632 624 9684 * +63917 865 8743

wecare@helicegenomics.com

List of probably non-disease causing exonic genetic variants (excluding synonymous)

Variant Function

ABCAL NP_D05453.2:p.Lys158TArg: WM _DOG502. 3:c 4TE0A>G; Exon Honsynonymous 1230808 4517 415 100 Het 1715 55 415
NC_DD0009. 115 10756 2R04T =

BECGES NP_D71BEL L-p.GInB04GIu; N_022436.2:c 1810C>G; Exon Nonsynonymaus rubBT20173 20.74 14 2103 4333 Het 1759 155 459
NC_DDO00Z.11:g. 44040401 G

ABCGE NP_O71BB2. 1:p.TyrsaCys; NM_0Z22437.2:0. 16 1A 5] Excin NONSynOMNyMous rsd 188211 T4 a3.47 3209 TE.&T Het 1153 I55 459
NC_DDO002_11:g 4407174345 splicing

AECGE NP_O71BB2. 1-p \Val632Als; NM_022437 2:c 1B95T>L; Exan Nonsyronymous BS54 T1R EET7 s 1628 100 Higsima 21184 255 @33
NC_D00002.11:5. 4410482510 splicing

AMPDL WP _00002 7. 2-p Lys3200e; NM_D00036.2:c.95948T; Exon Nonsynonymous 34526199 217 11 241 EE7 Het 1407 155 4413
NC_DD000L.10:g.115222237T>A

ANGFTLI NP_055310.1:p Arg332GIn; MM _014495 3:C 9950G04; Excin NOnSynOMNyMous rm19277E191  DO7 0ns 001 333 Het 1665 55 455
NC_DD000L. 10:g. GIDE9 FOAG=A

APDB NP_D00375 2-p Serd138Asn; NM_0D0EEL 2 130136=4; Exon Nonsynonymous relld2034 3704 19.7 3485 Hiom 1476 55 100
NC_D00002.11:g.212252B10C>T

APOB NR_D00375, 20 p Glud 181 Lys; WM _0003848 200, 12354 1G=4; Exmn Nonsynorymaous rs1042031 1 16.61 341 Het 1192 55 43
NC_DDOO0Z.11:g.21225753CT

APDBE NP_D00375.2-p. [le2313Val; NM_0D0384.2:c 69374G; Exor Nansynonymaud rSE4547 o774 138 184 99 65 Hisim 1082 170 100
NC_O00002.11:8.21 232803 T>C

APDB NP_DO0375,2:p. Tyrla22Cys; NM_D00384. 2:c 436546, Eamn Nonsynonymaous 568413 99.91 0 o3 99.94 Hom 1857 Fol 9.9
NC_D00002.11:g.21 2354 75T>C

APDE NP _D00375.2:p Val T300ke; NM_000384. 2.2 18BG=A; Exon NOonNsynonyImous 12691202 142 2.5% .08 Het 1706 155 412
NC_DDO002.11:g. 21 240716CT

APDB NP_D00375.2:p.AlaG18Val; NM_000384.2:c. 18530>T; Exon Nonsynonymaous rub TEDD 4225 485 3655 GR.O3 et 1827 255 S0.7
NC_O00002. 11:8, 2135081464

APDB NP_D00375,.2:p.Thridlla; NM_D00384 210 29301, Exoin HNonsynonymaous rs1367117 2165 1693 1505 48.06 Het 1673 Foil S0.%
NC_DDO00Z2.11:8.21 263500G=4

CETPR NP_D00DES.2:p Vald22ile; NM_D0DO78.2:c. 1264G>4; Exon Nonsynonymaud ruSEE2 57.45 4561 &0 _EB BES Het 1717 155 46.9
NC_000016. 5. 5P016002G=A

CO02 WP _056512.5:p.Valbhlow; NM_D15657. %0, 196G>T; Exon Nonsynonymous rshR1ERAT 6753 502 3148 91.4% Hom, %69 55 100
NC_DDO00E. 11:g.84 JOSETICA

P12 NP _O00089, 1:p.Val3681ke; NM_000098.2:0.1102G=4; Exon Honsynonymous rR1799E2] 47.67 41.31 4564 B0 Higm 1945 255 100

NC_DOO00L. 105 53676448564
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Variant

P12 NP_0000B3. 1:p. Meted7Val; NM_DD0053E. 2:0.19394>6; Exci NonSynonymous 1799822 1459 1004 16.74 30 Hom. 1453 55 100
HNC_DD0D0L.10:g. 5367922946

CYP2DG WP _D000%7.3:p. Thrdd65er; M_00D106.5:c. 14570>G; Eman MNonsynonymous rel135E40 53.54 401z &0 E3 6333 fray 2133 151 pich
NC_DDO022. 1ikg 4252261 3GC

CYPIDa NE_(000%7, 3:p. Cys296Ang; NW_000106.5:c BRET=C; Exon Honsynonymous 16947 B1.22 3552 4004 9333 Het 441 191 8.2
HC_DD0022.10:g. 42523584340

GPIHEP1 NP_B35464.2:p.Cys14Phe; NM_178172.4:c. 416>T; Exon NOnSynonyImous rs11538389 1147 1587 BS93 20 Het 1118 55 459
NC_OD000E. 10:g.144295183GT

HMELA NP_000536.5:p. 5era 4Gk, NM_DD0545 5:c. 172085G; Exoin Nonsynonymaus ra1160305 57 143 1.31 100 Hom S04 %55 LzE
NC_D00012.11:2.12 143738286

UprC WP_D00227.2:p Asn2155ar; MN_000236, 20 bE4AG; Exoni NOnsynonymous rsB083 5427 35.14 &.97 6333 Het 1912 170 443
NC_DD0015.9:g 588380 104G

UPC HNP_000227.2:p.Phe 356E0eu; N _DDDR36.2:c. 10684, Exon Nonsynonymaous rs3825462 6.39 547 100 Hom. [T 170 999
NC_DD015. 5op SEB530 TR A

LMFL NP_073610.2:p. Pro5S6Rang; NM_022773,1:c.16850G; Exon NONSYNOMYMous rsd584 548 T8l .27 082 1333 Het 1159 5% 451
NC_DD0016.%:g.504551G>C

LMFL NP_073610.2:p.Gly36Asp: NM_D22773. 22 107G=A; Exan Mansynonymaus ralll19e0103 54 741 6.3EB 20 Het 997 55 517
NC_OD0016.%:g. 10208740-T

LPA NP_005568. 2:p.Lewl 36 1Pra; NM_D05577 2:c. SB82T=C; Exain Nonsynonymaus rsd1267A00 128 1.2 153 16.67 Het 17m3 155 455
NC_OD0006.11:g. 160853642425

LPa NP_DD5568.2:p. |l 1E91Met; NM_DDS577 20 5673AG; Exon NONSyRDNYINOUS mEITIEI0 4.96 513 158 10 Het 2067 55 463
NC_DD0006.11:g. 160961137 T=C

LPa NP_D05568.2-p Met 1679Thr; NK_005577.2:¢ S5036T>C; Emarf MansynDhymoud ralB01E93 518 I5.37 9333 ey 1479 55 A58
NC_DD0006. 1108, 16096862946

LPA NP_005568.2:p Leul372Val, NM_O05577 2ic 41140G; Exan Nonsynonymaus rsTTa5 Tl 4172 4149 4117 5333 Het 1108 5% 483
NC_DD0D06.11:5. 1610074366 >C

LPa NP_D055648. 2-p Leul35BVal; NM_005577.2:c.40720>G; Eman HNonsynonymaous rs TTESE03 43.03 40391 &D6T 53.33 [0 2745 I55 48
WNC_OD000G.11:5. 161007 5386C

LPL HNP_000228.1:p.Serd 74%; NM_0D0Z37.2:c. 1421C>G; Emon HNonseme 328 BB 925 B&3 2333 Het HEZ 155 483
NC_OD0008.10:g. 1981972400 splicing

LAPE NP_002327.2:p Vall062 le; NM_DO2336.2:c 3180G=4; Exon NOnsynonymous rs2INTEAS B5.12 11.44 18 3689 Him 1678 55 100
NC_DD0012.11:.12301B5AC>T

MYLIP NP_037304.2:p Asn3425ar; NM_0013262. 3:¢. 1025455, Exan Mansynonymaud raBAPDEGRT BEET 13 L 7333 Hisina 1027 I55 100

NC_DO0006.11:2. 16145325405




Third Floor CVMC Building

3434 Ramon Magsaysay Boulevard
Sta. Mesa, Manila, Philippines

+632 624 9684 * +63917 865 8743

CE

HEL

wecare@helicegenomics.com

O

ENOMIC SCIENCES,

~

Page 16 of 17

Variant Function

PAXA NP_006184.2:p.His321Pro; NM_0D6193. 2=c. 962 A>C; Exon NonsynonymMous 712701 3285 An 10 Het 1472 55 50.6
MNC_DD0007.13:8.127251188T>6

PCSK9 NP_7775506. 2-p Vald74lle; NN_174936 3:c 140064 Exon Nansynohymous 562556 Ei.02 131 1822 96831 Hom. 904 55 100
NC_000001.10:2. 5552423764

PCSKS WP _F 11556, 2:p. Glye P0G, MNM_174536,3:c. H005G4; Exon Nonsynonymous rs505151 8833 101 1106 .69 Hom 1411 Fi 100
MNC_OD0001.10:8. 5552918764

PLIN1 NP _002657.3:p.Prol9dala; NM_D02666.4:c 580G Exon Nonsynonymous rsBd 36589 5609 10.42 Lo6 3667 Hom. 1265 I55 100
NC_000015.59:g.902 132258G>C

PHPLAZ NP_D65109.1:p.Leud81 Pro; WR_DR20376, 3:c, 1442T=C; Exon Nonsynonymous rs1138653 ) 3456 832 9667 Hom. 543 1m0 998
NC_DD0011.%g 824 TRIT>C

PRARA NP_005027.2:p. Leul62 Val; Nw_005034.4:0 4840G; Exon NonsynOnymous 1800206 ar 2.8 456 0 Het 2058 55 45
NC_DD0022. 105466142 7406

Function: location of the variant according to RefSeq annotation database: exonic, intronic, splicing, UTR. dbSNP: identification of the Single Nucleotide Polymorphicm Database. dbSNP freq.: variant freguency taken from dbSNP (%), 1000G KAF: minor aliele
frequancy taken from the 1000 Genomes Projact (%), 50006 MAF: minor allele freguency taken from the 5000 Genomes Project (%]. HIC freq.: variant frequency taken from our HiC database (%], AF1: heterorygous, heminyggous or homozygows. DF Quak depth of
coverage after filtering low quality bases or low quality aligneents. Qual: guality of the variant reportad by SAMEDols [maximum value s 255 and means that the variant has a high probability of being different from homozypous wild type. Low values ndicate that
it has a high probability of being homorygous for wild type and thus having a low probability of being 8 troe variant). Freq. all: the frequency of allamative sllele in high quality fragments %) Only good quality variants were included [QLML 2170}
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List of probably non-disease causing intronic genetic variants in splicing zones

Variant dbSNP dbSNP freq. 1000G MAF 5000G MAF HiC freq. 7 AF1 7 DP Qual 7 Qual 7 Freq. alt.
ABCGE  NM_022437.2:c.64-7C>T; NC_000002.11:g.44071639C>T 154148210 48,61 48.4 39.39 76.67 Het, 1372 255 44,2
ABCGE  NM_022437.2:c.1412-8C>T; NC_000002.11:¢.44101538C>T 15112765285 68.95 86.67 Hom. 1698 255 99.9
GCK NM_000162.3:c.1253+8C>T; NC_000007.13:g.44185088G>A 152908274 41,31 33.49 40 Het, 1531 255 45.9
INS NM_000207.2:c.-17-6T=A; NC_000011.9:8.2182224A5T 15689 56.97 35.04 43.29 96.67 Hom. 695 255 99.9
LOLR NM_000527.4:¢,1060+7T>C; NC_000019.9:g.11221454T>C rs2738442 100 0 99,97 Hom. 1518 170 100
LDLR NM_000527.4:c.1060+10G>C; NC_000019.9:g.11221457G>C 1512710260 35.13 27.7 33.77 67.14 Hom. 1508 255 100
LPA NM_005577.2:c.-45-4T=C; NC_000006.11:g.161085295A>G 151853021 21.15 53.33 Het, 1155 191 35.9

dbSNP: identification of the Single Nucleotide Polymorphism Database, dbSNP freq.: variant frequency taken from dbSNP (%), 1000G MAF: minor allele frequency taken from the 1000 Genomes Project (%), S000G MAF: minor allele frequency taken from the 5000
Genomes Project (%). HIC freq.: variant frequency taken from our HIC database (%). AF1: heterozygous, hemizygous or homozygous. DP Qual: depth of coverage after filtering low quality bases or low quality alignments. Qual: quality of the variant reported by
SAMtools (maximum value is 255 and means that the variant has a high probability of being different from homozygous wild type. Low values indicate that it has a high probability of being homozygous for wild type and thus having a low probability of being a
true variant). Freq. alt.: the frequency of alternative allele in high quality fragments (%). Only good quality variants were included (QUAL 2170).

Testing and interpretation performed by Admera Health LLC, 126 Corporate Blvd, South Plainfield, NJ 07080 James
Dermody Ph.D. Laboratory Director
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