*100660 ALDEHYDE DEHYDROGENASE, FAMILY 3, SUBFAMILY A, MEMBER 1; ALDH3A1

;;ALDEHYDE DEHYDROGENASE 3; ALDH3;;

ACETALDEHYDE DEHYDROGENASE 3;;

ALDH, STOMACH TYPE

*100670 ALDEHYDE DEHYDROGENASE 1 FAMILY, MEMBER B1; ALDH1B1

;;ALDEHYDE DEHYDROGENASE 5; ALDH5;;

ACETALDEHYDE DEHYDROGENASE 5

*100678 ACETYL-CoA ACETYLTRANSFERASE 2; ACAT2

;;ACETOCOENZYME A ACETYLTRANSFERASE 2;;

ACETOACETYL-CoA THIOLASE, CYTOSOLIC

*100690 CHOLINERGIC RECEPTOR, NICOTINIC, ALPHA POLYPEPTIDE 1; CHRNA1

;;CHRNA;;

ACETYLCHOLINE RECEPTOR, MUSCLE, ALPHA SUBUNIT; ACHRA

*FIELD* AV

.0001

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, ASN217LYS 

In a 30-year-old woman with slow-channel congenital myasthenic syndrome

(601462), Engel et al. (1996) identified a heterozygous 651C-G

transversion in exon 6 of the CHRNA1 gene, resulting in an asn217-to-lys

(N217K) substitution at a conserved residue in the M1 transmembrane

domain. The mutation cosegregated with the disease through 3

generations. Functional expression studies showed that the N217K

mutation slowed the rate of AChR channel closure, increased the apparent

affinity for ACh, and enhanced desensitization. Cationic overload of the

postsynaptic region caused an endplate myopathy.

.0002

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, VAL156MET 

In a patient with SCCMS (601462), Croxen et al. (1997) identified a

heterozygous 466G-A transition in the CHRNA1 gene, resulting in a

val156-to-met (V156M) substitution in a putative ACh-binding region of

the protein. Functional studies suggested that the V156M mutation

stabilizes the open state of the AChR channel.

.0003

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, THR254ILE 

In a 60-year-old woman whose myasthenic syndrome (SCCMS; 601462) had

first become symptomatic at the age of 16, Croxen et al. (1997)

identified a heterozygous 761C-T transition in the CHRNA1 gene,

resulting in a thr254-to-ile (T254I) substitution in the M2

transmembrane domain which lines the AChR channel pore. The patient was

previously reported by Chauplannaz and Bady (1994). Functional

expression studies suggested that the T254I mutation stabilized the open

state of the AChR channel.

.0004

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, GLY153SER 

In 5 members of a family and another unrelated person affected by a

slow-channel congenital myasthenic syndrome (601462), Sine et al. (1995)

identified a heterozygous 457G-A transition in the CHRNA1 gene,

resulting in a gly153-to-ser (G153S) substitution in the extracellular

domain of the subunit. Electrophysiologic analysis of endplates revealed

prolonged decay of miniature endplate currents and prolonged activation

episodes of single AChR channels. Single-channel kinetic analysis of

engineered alpha-G153S AChR showed a markedly decreased rate of

acetylcholine dissociation, indicating an increased affinity for ACh,

causing the mutant AChR to open repeatedly during ACh occupancy. In

addition, ACh binding measurements combined with the kinetic analysis

indicated increased desensitization of the mutant AChR. Sine et al.

(1995) concluded that ACh binding affinity can dictate the time course

of the synaptic response.

Croxen et al. (1997) identified the G153S mutation in a 41-year-old

woman with SCCMS and her affected mother. Both patients were previously

reported by Chauplannaz and Bady (1994). The G153S substitution resides

in the putative ACh-binding domain of the protein, and functional

expression studies suggested that the G153S mutation impedes

dissociation of ACh from the AChR.

.0005

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, SER269ILE 

In a 28-year-old woman who first developed symptoms of SCCMS (601462) in

the eighth month of her first pregnancy (Oosterhuis et al., 1987),

Croxen et al. (1997) identified an 806G-T transversion in the CHRNA1

gene, resulting in a ser269-to-ile (S269I) substitution. The mutation

lies within the short extracellular sequence between M2 and M3

transmembrane domains of the protein.

.0006

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, VAL249PHE 

In a patient with a severe form of SCCMS (601462), Milone et al. (1997)

identified a heterozygous 745G-T transversion in exon 7 of the CHRNA1

gene, resulting in a val249-to-phe (V249F) substitution in the M2

transmembrane domain of the protein that does not face the channel

lumen. The patient's unaffected father was a mosaic for the mutation.

Functional expression studies showed that the V249F mutation causes

increased channel opening in the absence of ACh, prolonged opening in

the presence of ACh, increased affinity for ACh, and enhanced

desensitization. The findings indicated that the structure of the M2

domain is essential for correct stabilization of functional channel

states and that mutation in this region results in multiple functional

defects.

.0007

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, VAL285ILE 

In 2 sibs with fast-channel congenital myasthenic syndrome (608930),

Wang et al. (1999) identified compound heterozygosity for 2 mutations in

the CHRNA gene. The functional mutation was an 853G-A transition in exon

7, resulting in a val285-to-ile (V285I) substitution in the upper third

of the M3 transmembrane domain. The other mutation was a 697T-G

transversion in exon 6, resulting in a phe233-to-val substitution

(F233V; 100690.0008) in the M1 transmembrane domain, causing markedly

reduced protein expression; this was essentially a null mutation.

Functional expression studies showed that the V285I mutation reduced the

amplitude of the miniature endplate current (MEPC), accelerated the

decay of the MEPC, and reduced total current flow through the AChR

channel. Kinetic analysis showed abnormally slow channel opening and

rapid closing, resulting in an abnormally brief current.

.0008

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, PHE233VAL 

See 100690.0007 and Wang et al. (1999).

.0009

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, PHE256LEU 

In a patient with fast-channel CMS (608930) originally reported by

Vincent et al. (1981), Webster et al. (2004) identified a heterozygous

766T-C transition in exon 7 of the CHRNA1 gene, resulting in a

phe256-to-leu (F256L) substitution in the M2 transmembrane domain of the

protein. Functional expression studies showed that the F256L mutation

results in fewer and shorter ion channel activations, with a decreased

channel opening rate and an increased channel closing rate. The

patient's mildly affected father also had the F256L mutation. Webster et

al. (2004) noted that autosomal dominant inheritance of fast-channel CMS

is rare.

.0010

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, VAL132LEU 

In a girl with severe fast-channel CMS (608930), Shen et al. (2003)

identified compound heterozygosity for 2 mutations in the CHRNA1 gene: a

frameshifting null mutation (381delC; 100690.0011), and a 394G-C

transversion, resulting in a val132-to-leu (V132L) substitution, in a

highly conserved cys-loop at the junction between the extracellular

ligand-binding and transmembrane domains of the protein. Functional

kinetic expression studies showed that channels with the V132L mutation

had an increased dissociation constant for ACh, shorter burst duration,

and resistance to desensitization, culminating in a reduced probability

of channel opening over a range of ACh concentrations. The mutant

channel showed an approximately 30-fold decrease of ACh binding affinity

for the second of 2 closed-state binding sites, but only a 2-fold

decrease in gating efficiency. Mutations corresponding to the val132

residue in other AChR subunits showed different effects, indicating

functional asymmetry between cys-loops of the different subunits.

.0011

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, 1-BP DEL, 381C

See 100690.0010 and Shen et al. (2003).

.0012

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNA1, CYS418TRP  

In a 27-year-old man with congenital slow-channel myasthenic syndrome

(601462) and mild symptoms since birth, Shen et al. (2006) identified a

de novo heterozygous 1362C-G transversion in the CHRNA1 gene, resulting

in a cys418-to-trp (C418W) substitution in the M4 domain of the protein.

This residue is highly conserved across AChR-alpha subunits of different

species but not across individual subunits. Functional kinetic

expression studies in HEK cells showed that the AChR with the mutant

alpha-subunit increased the channel opening equilibrium and the mean

duration of open durations and bursts characteristic of a slow-channel

mutation. The C418W mutant subunit increased the rate of channel opening

and slowed the rate of channel closing, but had no effect on agonist

binding. Shen et al. (2006) used a check plasmid as a screening tool to

identify a specific siRNA that suppressed the mutant, but not the

wildtype allele, at the mRNA, protein, and functional levels in vitro.

.0013

MULTIPLE PTERYGIUM SYNDROME, LETHAL TYPE

CHRNA1, ARG254LEU  

In a consanguineous Pakistani family, Michalk et al. (2008) demonstrated

that multiple pterygium syndrome (253290) was caused by homozygosity for

a G-to-T transversion at nucleotide 761 in exon 6 of the CHRNA1 gene

that resulted in an arg234-to-leu (R234L) substitution in the mature

protein (R254L in the precursor).

.0014

MULTIPLE PTERYGIUM SYNDROME, LETHAL TYPE

CHRNA1, 17-BP DUP, NT117

In a nonconsanguineous African family, Michalk et al. (2008) found that

multiple pterygium syndrome (253290) was caused by homozygous

duplication of 17 basepairs in exon 2 of the CHRNA1 gene, 117-133dup17,

that resulted in frameshift and subsequent premature protein termination

(H24RfsX19; H45RfsX19 in the precursor).

.0015

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, IVS3AS, G-A, -8  

In a woman with autosomal recessive inheritance of fast-channel

congenital myasthenic syndrome (608930), Masuda et al. (2008) identified

compound heterozygosity for 2 mutations in the CHRNA1 gene: a G-to-A

transition in intron 3 (IVS3-8G-A) and a 937C-T transition in exon 7,

resulting in an arg313-to-trp (R313W; 100690.0016) substitution in a

highly conserved residue. Neither mutation was found in 200 control

alleles. Functional expression studies in HEK cells showed decreased

expression of the R313W mutant, which showed mild fast-channel

properties. The -8G-A transition occurred just before exon P3A, and

disrupted an intronic splicing silencer (ISS) sequence, resulting in the

inclusion of exon P3A and yielding a nonfunctional protein.

.0016

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRNA1, ARG313TRP 

See 100690.0015 and Masuda et al. (2008).

*FIELD* SA

Mishina et al. (1986)

*100710 CHOLINERGIC RECEPTOR, NICOTINIC, BETA POLYPEPTIDE 1; CHRNB1

;;CHRNB;;

ACETYLCHOLINE RECEPTOR, MUSCLE, BETA SUBUNIT; ACHRB

*FIELD* AV

.0001

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNB1, VAL266MET

In a 19-year-old female with slow-channel congenital myasthenic syndrome

(601462), Engel et al. (1996) identified a heterozygous 796G-A

transition in exon 8 of the CHRNB1 gene, resulting in a val266-to-met

(V266M) substitution in a conserved residue in the M2 transmembrane

domain of the AChR-beta subunit. Functional expression studies showed

that the V266M mutation slowed the rate of AChR channel closure and

increased the apparent affinity for ACh. The mutation also caused

pathologic channel openings even in the absence of ACh, resulting in a

leaky channel. Cationic overload of the postsynaptic region caused an

endplate myopathy.

.0002

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRNB1, LEU263MET

In a 32-year-old male with slow-channel congenital myasthenic syndrome

(601462), Gomez et al. (1996) identified a heterozygous C-to-A

transversion in the CHRNB1 gene, resulting in a leu263-to-met (L263M)

substitution. Functional expression studies showed that the L263M

mutation interrupted the leucine ring of the AChR channel gate, causing

an 8-fold increase in channel open time and resulting in severe endplate

myopathy and extensive remodeling of the postsynaptic membrane. The

pronounced abnormalities in neuromuscular synaptic architecture and

function and the muscle fiber damage and weakness resulting from a

single point mutation were a dramatic example of a mutation having a

dominant gain of function and of hereditary excitotoxicity.

.0003

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNB1, 9-BP DEL, NT1276 

In 3 sibs with congenital myasthenia and AChR deficiency (608931),

Quiram et al. (1999) identified compound heterozygosity for 2 mutations

in the CHRNB1 gene. One mutation was a 9-bp deletion (1276del9) in exon

10, resulting in a deletion of 3 codons (426-428) in the long

cytoplasmic loop between the M3 and M4 domains of the protein. The

second mutation was a skipping of exon 8 (100710.0004), truncating the

beta subunit before its M1 transmembrane domain and abolishing surface

expression of pentameric AChR. By coexpressing the 3-codon deleted

subunit with combinations of wildtype subunits in HEK293 cells, Quiram

et al. (1999) demonstrated that the mutation impairs AChR assembly by

disrupting a specific interaction between the beta and delta (100720)

subunits. Studies with related deletion and missense mutations indicated

that secondary structure in this region of the beta subunit is crucial

for interaction with the delta subunit. The findings implied that the

mutated residues are positioned at the interface between beta and delta

subunits and demonstrated contribution of this local region of the long

cytoplasmic loop to AChR assembly.

.0004

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNB1, EX8DEL 

See 100710.0003 and Quiram et al. (1999).

*FIELD* SA

Beeson et al. (1989)

*100720 CHOLINERGIC RECEPTOR, NICOTINIC, DELTA POLYPEPTIDE; CHRND

;;ACETYLCHOLINE RECEPTOR, MUSCLE, DELTA SUBUNIT; ACHRD

*FIELD* AV

.0001

MYASTHENIC SYNDROME, CONGENITAL, SLOW-CHANNEL

CHRND, SER268PHE 

In a single individual with slow-channel congenital myasthenic syndrome

(601462) presenting in infancy as progressive weakness, Gomez et al.

(2002) identified a heterozygous C-T change in exon 8 of the CHRND gene,

resulting in a ser268-to-phe (S268F) substitution in the twelfth residue

of the delta subunit M2 domain. The mutation was not present in either

parent or in 100 normal controls. Functional expression studies showed

that the mutation caused delayed closure of acetylcholine receptor

(AchR) ion channels, increasing the propensity for open-channel block,

as well as a reduced rate of channel opening. Gomez et al. (2002)

suggested that the observations were consistent with steric hindrance on

the channel, introduced by the large mutant phenylalanine residue in

place of the wildtype serine.

.0002

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRND, PRO250GLN 

In 3 Saudi Arabian patients with fast-channel CMS (608930), Shen et al.

(2002) identified a homozygous 749C-A transversion in exon 7 of the

CHRND gene, resulting in a pro250-to-gln (P250Q) substitution at the

penultimate C-terminal residue of the M1 transmembrane domain. All 3

patients were born of consanguineous parents, and 2 of the patients were

first cousins. Functional expression studies showed that the P250Q

mutation caused a decreased amplitude of the miniature endplate

potential and current (MEPP and MEPC, respectively) to approximately 26

to 35% of normal. The opening burst duration was decreased and

disassociation of ACh was increased, resulting in brief channel opening

episodes. In addition, the mutant CHRND protein showed abnormal

association with the alpha (CHRNA1; 100690) subunit, resulting in a

decreased number of fully assembled AChRs.

.0003

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRND, GLU59LYS 

In a patient with fast-channel CMS (608930) who was born with

contractures of both hands, Brownlow et al. (2001) identified compound

heterozygosity for 2 mutations in the CHRND gene. One mutation was a

175G-A transition in exon 3, resulting in a glu59-to-lys (E59K)

substitution in a conserved extracellular region of the protein, and the

second mutation was a 2-bp deletion (756delAG; 100720.0004) in exon

7/intron 7 boundary, resulting in a null allele. The E59K allele was

inherited from the mother and the 2-bp deletion was inherited from the

father. Functional expression studies showed reduced adult and fetal

AChR expression and a reduced probability of both adult and fetal AChR

being in the open state, consistent with a fast-syndrome phenotype.

.0004

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRND, 2-BP DEL, 756AG

See 100720.0003 and Brownlow et al. (2001). (The abstract of the article

by Brownlow et al. (2001) described this mutation as 756insAG, whereas

the text described it as 756delAG.)

.0005

MULTIPLE PTERYGIUM SYNDROME, LETHAL TYPE

CHRND, TRP57TER

In a consanguineous Turkish family, Michalk et al. (2008) found that

lethal multiple pterygium syndrome (253290) in 2 male sibs was caused by

homozygosity for a G-to-A transition in exon 3 of the CHRND gene that

resulted in a trp57-to-ter amino acid substitution (W57X; W78X in the

precursor).

.0006

MULTIPLE PTERYGIUM SYNDROME, LETHAL TYPE

CHRND, PHE74LEU

In a German family, Michalk et al. (2008) found that lethal multiple

pterygium syndrome (253290) in multiple sibs was caused by compound

heterozygosity for mutation in the CHRND gene. One allele carried a

T-to-C transition in exon 4 (283T-C) that resulted in a phe74-to-leu

substitution in the mature protein (F74L; F95L in the precursor). The

other allele carried a nonsense mutation (100720.0007).

.0007

MULTIPLE PTERYGIUM SYNDROME, LETHAL TYPE

CHRND, ARG443TER 

In a German family with multiple sibs affected with multiple pterygium

syndrome (253290), Michalk et al. (2008) found compound heterozygosity

for mutations in the CHRND gene, a 1390C-T transition in exon 12

resulting in an arg443-to-ter (R443X) substitution in the mature protein

(R464X in the precursor) on one allele, and on the other a missense

mutation (100720.0006).

.0008

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRND, LEU42PRO  

In a 20-year-old woman with fast-channel CMS (608930) since birth, Shen

et al. (2008) identified compound heterozygosity for 2 mutations in the

CHRND gene: leu42-to-pro (L42P) and ile58-to-lys (I58K; 100720.0009). In

vitro functional expression studies showed that the I58K substitution

prevented expression of the delta subunit and was a null mutation. The

L42P substitution resulted in reduced gating efficiency, slower opening

of the channel, and decreased probability that the channel would open in

response to ACh. Further studies showed that the L42P-mutant protein

altered the intersubunit linkage of the adjacent delta subunit asn41

with the juxtaposed alpha subunit (CHRNA; 100690) residue tyr127.

.0009

MYASTHENIC SYNDROME, CONGENITAL, FAST-CHANNEL

CHRND, ILE58LYS

See 100720.0008 and Shen et al. (2008).

*100725 CHOLINERGIC RECEPTOR, NICOTINIC, EPSILON POLYPEPTIDE; CHRNE

;;ACETYLCHOLINE RECEPTOR, MUSCLE, EPSILON SUBUNIT; ACHRE

*FIELD* AV

.0001

MYASTHENIC SYNDROME, SLOW-CHANNEL CONGENITAL

CHRNE, THR264PRO

In a 20-year-old woman with slow-channel congenital myasthenic syndrome

(601462), Ohno et al. (1995) identified a heterozygous 790A-C

transversion at nucleotide 790 in exon 8 of the CHRNE gene, resulting in

a thr264-to-pro (T264P) substitution. The substitution is located in a

highly conserved residue in the M2 transmembrane domain lining the

channel pore. Genetically engineered mutant T264P AChR expressed in a

human embryonic kidney fibroblast cell line showed markedly prolonged

channel openings in the presence of agonist, as well as opening in the

absence of agonist.

.0002

MYASTHENIC SYNDROME, SLOW-CHANNEL CONGENITAL

CHRNE, LEU269PHE 

In 3 affected members of a family with slow-channel congenital

myasthenic syndrome (601462), Gomez and Gammack (1995) identified

heterozygosity for a C-to-T transition in the CHRNE gene, resulting in a

leu269-to-phe (L269F) substitution within the M2 transmembrane domain of

the protein.

In a 16-year-old male with slow-channel congenital myasthenic syndrome,

Engel et al. (1996) identified a heterozygous 805C-T transition in exon

8 of the CHRNE gene, resulting in the L269F substitution in the epsilon

AChR channel subunit. The substitution lies within a conserved residue

in the M2 transmembrane domain that lines that AChR channel pore.

Functional expression studies showed that the L269F mutation slowed the

rate of AChR channel closure and increased the apparent affinity for

ACh. The mutation also caused pathologic channel openings even in the

absence of ACh, resulting in a leaky channel. Cationic overload of the

postsynaptic region caused an endplate myopathy.

.0003

MYASTHENIC SYNDROME, FAST-CHANNEL CONGENITAL

CHRNE, PRO121LEU 

In 2 unrelated patients with fast-channel congenital myasthenic syndrome

(608930), 1 of whom had been reported by Uchitel et al. (1993), Ohno et

al. (1996) identified compound heterozygosity for 2 mutations in the

CHRNE gene. Both patients shared a heterozygous 362C-T transition in

exon 5, resulting in a pro121-to-leu (P121L) substitution in a conserved

residue in the extracellular domain of the subunit. Functional

expression studies showed that the P121L mutation caused a marked

decrease in the rate of AChR channel opening (nearly 500-fold slower

compared to controls), a reduction in the frequency of the open channel

state, and resistance to desensitization by ACh. One patient also had a

heterozygous -24G-A transition (100725.0017), resulting in a

-8gly-to-arg substitution in the signal peptide region; the other

patient had a heterozygous 428C-T transition in exon 5 of the CHRNE

gene, resulting in a ser143-to-leu (S143L; 100725.0018) substitution in

a conserved N-glycosylation consensus sequence of the protein. Both of

these mutations were determined to be null mutations, with the clinical

phenotype defined by the P121L mutation.

.0004

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNE, ARG64TER

In a patient with congenital myasthenic syndrome associated with AChR

deficiency (608931), Ohno et al. (1997) identified compound

heterozygosity for 2 mutations in the CHRNE gene: a 190C-T transition

that converted an arginine codon to a TGA stop codon at position 64

(R64X), and a 440G-T transversion predicted to result in an

arg147-to-leu (R147L; 100725.0005) substitution. An affected brother had

both mutations; the asymptomatic mother had the R64X allele and the

asymptomatic father and brother had the R147L allele. The mutated

arginine (R64X) is conserved across epsilon subunits of other species,

but not in other subunits. R64X predicted truncation of the epsilon

subunit in its extracellular domain, and expression studies in human

embryonic kidney fibroblasts (HEK cells) indicated that it was a null

mutation. The R147L mutation significantly reduced acetylcholine

receptor expression.

.0005

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNE, ARG147LEU

See 100725.0004 and Ohno et al. (1997).

.0006

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNE, 1-BP DEL, 911T

Sieb et al. (2000) found that a brother and sister with congenital

myasthenic syndrome and AChR deficiency (608931) were compound

heterozygotes for a deletion of 911T and a splicing mutation (IVS4+1G-A;

100725.0007) in the CHRNE gene. The mutations resulted in truncation of

the protein. The family had previously been reported by Sieb et al.

(1998).

In a patient with a mild form of postsynaptic congenital myasthenic

syndrome, Muller et al. (2005) identified compound heterozygosity for 2

mutations in the CHRNE gene: 911delT and a splice site mutation

(100725.0020).

.0007

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

CHRNE, IVS4DS, G-A, +1

See 100725.0006 and Sieb et al. (2000).

.0008

MYASTHENIC SYNDROME, CONGENITAL, ASSOCIATED WITH ACETYLCHOLINE RECEPTOR

DEFICIENCY

