
	

Doctors: Dr Title 1 
Dr Title 2 

Studied genes:  LDLR, APOB, PCSK9 
Family name: 
Middle name: 
Given name: 
Date of birth: 
Sex: F 

Request No: 
NIP: 
External Ref: 

Sample Nature: Blood EDTA 
Sample No: 
Collection Date: 
Reception Date: 

Indication: Cas index 
Analysis method: 
Search for punctual 
mutations: 

Multiplex amplification (Multiplicom, kit ADH MASTR assay 
Vl.O) high throughput sequencing  (automate  MiSeq and 
analysed par SeqNext V4.1.2); sequencing validation Sanger 
of exons with lower cover than 30X (automate  ABI3730 and 
analysis with Seqscape V2.5) 
 
- coding exons and intron regions seperating the genes : 
LDLR (NM_000527.4)    PCSK9 (NM_174936.3) 
 
-coding region c.10182 to c.11105 of gene APOB 
(NM_000384.2) 

Results: 
 Identification of an heterozygote status of a mutation in LDLR 

gene (NM_ooos27.4) 
exon 14,c.2043C>A,p.Cys681 *   (codon 660 excluding the 
signal peptide) 

Conclusion and comments: 
The promoters and exons of the coding genes for LDLR and PCSK9 as well as for the ApoB 
region implicated in the biding  to LDLR were studied. 
 
During the conduct of this analysis, a mutation of the LDLR gene (exon 14, nucleotide 2043,  
C-> A) was identified in the heterozygous status of the patient. This mutation, which has 
already been associated with Familial Hypercholesterolemia, induces the transformation of 
Cysteine (C) with a stop codon (X) in position 681 (p.Cys681 *; codon 660 excluding the signal 
peptide, C660X).  
 
This induces a reduction in the expression of the receptor on the cell surface (degraded mRNA 
and/or production of a truncated protein).   
An additional confirmation analysis and the continuation of the family survey are desirable.  
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Doctors: Dr Title 1 
Dr Title 2 

Studied genes:  LDLR, APOB, PCSK9 
Family name: 
Middle name: 
Given name: 
Date of birth: 
Sex: 

Request No: 
NIP: 
External Ref: 

Sample Nature: Blood EDTA 
Sample No: 
Collection Date: 
Reception Date: 

Indication:  
Analysis method: 
1. Search for punctual 

mutations: 
Multiplex amplification (Multiplicom, kit ADH MASTR assay 
Vl.O) high throughput sequencing  (automate  MiSeq and 
analysed par SeqNext V4.1.2); sequencing validation Sanger 
of exons with lower cover than 30X (automate  ABI3730 and 
analysis with Seqscape V2.5) 
 
- coding exons and intron regions seperating the genes : 
LDLR (NM_000527.4)    PCSK9 (NM_174936.3) 
 
-coding region c.10182 to c.11105 of gene APOB 
(NM_000384.2) 

2. Search for significant 
rearrangements in LDLR 
gene 

Identification of CNV ("Copy Number Variation") using Sophia 
DDM V4.1.1 software 

Results: 
Sequencing of LDLR, APOB, 
PCSK9: 
Search for CNV LDLR: 

Absence of identified mutation 
 
Absence of detected rearrangement 

Conclusion and comments: 
No mutation was found for this patient during the sequencing of the promoters and exons of 
the genes coding for LDLR and PCSK9 and that for the region of APOB involved in its binding 
to the LDLR. 
 
No significant rearrangements were observed in the LDLR gene. 
 
Following to the performed analysis no molecular anomalies were identified related to the 
Hypercholesterolemia for this patient. 
 
NB: The results do not exclude the presence of rare mutations located outside the analyzed regions 
(intronic regions, regulatory regions or the un-identified genes) or undetected mutations due to limitation 
of method used for analysis. 
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. LACORTE 

U.F d'Endocrinologie Moleculaire et Oncologique 
Secretariat: Tel: 01 42 17 76 501 Fax: 01 42 17 76 18 

Pr. A. CARRIE alain.carrie@psl.aphp.fr (Responsable de I'UF) Dr. Ph. COUVERT philippe.couvert@psl.aphp.fr (contact) 

Docteur CHAUVENET Marina 
GH PITIE-SALPETRIERE 

ASSISTANCE. 
PUBLJQUf. 

HOPJTAUX 
DE PARIS 

CS. Endocrine Metabolisme Madeleine BRES ROC 
47-83 BOULEVARD DEL HOPITAL 
75013 PARIS 

DIAGNOSTIC GENETIQUE DE L'HYPERCHOLESTEROLEMIE FAMILIALE 
Genes etudies: LDLR~ APOB~ PCSK9 

Nom de Naissance: 
Nom Usuel : AHMED 
Premom : JOSEPHINE 
Ne( e) le : 30/04/1954 Sexe : F 

Indication: Cas index 

Methode d'analyse : 
Recherche de mutations ponctuelles 

No demande: 661601026744 
Famille 
NIP: 4507110768 
Ref externe : 661601 0267 44 

Nature de l'echantillon : Sang EDT A 
Echantillon no : 16EN000024 
Pn§leve le: 07/01/2016 
Rec;u le : 08/01/2016 

amplification multiplex (Multiplicom, kit ADH MASTR assay Vl.O) et sequen~age haut debit (automate MiSeq et analyse par SeqNext V4.1.2); validation en sequen~age Sanger des exons ayant une 
couverture inferieure a 30X (automate ABI3730 et analyse par Seqscape V2.5) 

- exons codants et regions introniques flanquantes des genes: 

LDLR (NM_000527.4) PCSK9 (NM_174936.3) 

-region codante c.10182 a c.11105 du gene APOB (NM_000384.2) 

Resultat: 

Identification a l'etat heterozygote d'une mutation du gene LDLR (NM_ooos27.4) 

exon 14, c.2043C>A, p.Cys681 * (codon 66o sans compter le peptide signal) 

Commentaires et conclusion : 

Les promoteurs et exons des genes codant pour le LDLR et PCSK9 ainsi que pour Ia region de I' APOB 
impliquee dans sa liaison au LDLR ont ete etudies. 

Au cours de cette analyse nous avons identifie, a l'etat heterozygote chez cette patiente une mutation 
du gene LDLR (exon 14, nucleotide 2043, C->A). Cette mutation, qui a deja ete decrite comme etant associee a 
l'hypercholesterolemie familiale, conduit a Ia transformation du Cysteine (C) en un codon Stop (X) en position 
681 (p.Cys681 *; codon 660 sans compter le peptide signal, C660X). Elle do it aboutir a une baisse d'expression 
du recepteur a Ia surface des cellules {ARNm degrade et/ou synthese d'une proteine tronquee). 

Un deuxieme prelevement de confirmation et Ia poursuite de l'enquete familiale sont souhaitables. 

Prescrit par: CHAUVENET Marina Date de Compte Rendu: 11 octobre 2016 

Docteur CARRIE Alain 
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