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SECTION 5
Clinical genetics

5.001
Uniparental disomy in a case with ambiguous genitalia
Dundar, Munis';Acar, H2; Kurtoglu, S3; Demiryilmaz, F1; Kusukaydin, M4
'Erciyes University; School of Medicine; Depatment of Medical Genetics; Kayseri;
Turkey; 2Erciyes University; School of Medicine; Depatment of Pediatrics; Kayseri;
Turkey; 3 Selcuk University; School of Medicine; Depatment of Medical Genetics;
Konya; Turkey' Erciyes University;School of Medicine; Depatment of Pediatrics
Surgery, Kayseri, Turkey;

Uniparental disomy is caused by inherited both homologues of a
chromosome pair from one parent. We have identified uniparental disomy
in a case with ambiguous genitalia. Clinical examination of genital area
showed a phallus with 1.5 cm length and 0.5 cm weight with perineal
orifice which was harmony with vagina but no other phenotypic
abnormalities or labioscrotal fusion.. Genital ultrasonography showed
infantile uterus. The patient had an operation for cliteroplasti and bilateral
inguinal hernia. Before operation, endescopy of vagina, uterus, cervix was
normal. During the operation both gonads and uterus were seen in
inguinal hernias. Using FISH technique, karyotyping of the patients blood
revealed tree cell lines. Of the 50 cells examined, 24 metaphases have a
marker chromosome which was originated from chromosome Y; 10
metaphases have Y material partially painted around of centromeric area
in a pair of chromosomes which thought to be autosomo chromosomes;
16 metaphases have one X chromosome. Analysis of the both parents
revealed normal metaphases with whole chromosome specific library for
X and Y. Since the case has two identical chromosomes in same
metaphase, it can be predicted that both translocated chromosomes were
cytogenetics methods.

5.002
A case of Weismann-Netter with hydrocephalus and
arachnoid cyst
Kurtoglu, Selim'; Dundar, M2; Caksen, H1; Uzum, K1; Durak, AC3;
Gunduz, Zi
'Erciyes University; School of Medicine; Department of Paediatrics; Kayseri;
2Erciyes University; School of Medicine; Department of Medical Genetics; Kayseri;
3Erciyes University; School of Medicine; Department of Radiology; Kayseri; Turkey

A case of Weismann-Netter and Stuhl (Toxopachyosteosis) is a rare bone
disease described in 1954 by Weismann-Netter and Sthul. This condition
manifests with calcification of the dura and anterior bowing of the tibiae,
short stature. There may be a general diaphyseal dysplasia, bowed other
long bones and mental retardation. Our patient is a six and half year old
male who was referred to the paediatrics clinic for bowing of the tibia and
the femora. The parents have a consanguineous marriage (first degree
cousin). The patient is 14 kg weight, 90 cm length and head
circumference of 49 cm all of which below of 3rd percentile. Biochemical
lab findings were; Ca: 9.6 mg/dl, P: 4.4 mg/dl, alkaline phosphates 132
Unite/L, haemoglobin 11.2, white cells 8100, aminoacids in urine and
serum were normal. The radiographic changes are characteristic. CT of
the patient showed hydrocephalus and arachnoid cyst. Chromosome
analysis revealed a normal karyotype. In the literature more then 40 cases
have described. There are only 8 patients who were younger than 16
years of age. This individual presenting classical feature of Weismann-
Netter syndrome with hydrocephalus and arachnoid cyst.

5.003
Non-haematological traits associated with congenital
dyserythropoietic anaemia type 1: A delineated entit
emerging.
Sabry, Mohamed 1; Zaki, M 2; Al-Awadi S 1: Al-Saleh, Q 2; Matter M 3;
Farag T1
' Medical genetics centre; P.O.Box 35017 A/-Shaab 36051, Kuwait; 2 Pediatrics
Department, Farwaniya Hospital, Kuwait; 3 Radiology Department, Sabah Hospital,
Kuwait

The congenital dyserythropoietic anaemias represent a group of rare
disorders characterised by mild to moderate anaemia with ineffective
erythropoiesis and multinuclear erythroblasts. In congenital
dyserythropoietic anaemia type I (CDA!, MIM 224120) the megaloblastoid
appearence of bone marrow erythroblasts, with its characteristic
binucleate cells and intemuclear chromatin bridges, suggests faulty
kinetics of nuclear division . CDAI is the rarest inherited form of the
congenital dyserythropoietic anaemias, presumably with an autosomal
recessive pattem of inheritance. Three Bedouin sibs with CDA1 have
been evaluated for the critical characterisation of some associated non-
haematological traits, including growth retardation/short stature, congenital
ptosis, abnormal tarsal bones, metatarsal duplication/hypoplasia,
naiVphalangeal hypoplasia of fingers and toes, medlung deformity,
syndactyly of toes, and hallux vulgus. The patients also showed a very
low mitotic index of their peripheral blood lymphocyte cultures. Phenotypic
heterogeneity was elicited amongst the three Bedouin sibs. This is the
first report that describes non-haematological traits associating CDAI in
sibs. The present report confirms the association between a subset of
CDAI and a specific form of distal limb anomalies and suggests that other
traits, congenital ptosis and low mitotic index, could represent part of the
syndrome profile. The low mitotic index observed in the Bedouin patients
might be related to the suggested faulty kinetics in nuclear division in
CDAI which in turn could provide some insight into the mechanism
responsible for growth retardation/short stature involved in that syndrome.

5.004
Behr syndrome with an X-linked mode of inheritance
Farah; Samir 1; Sabry M 2; Qasrawi B 3; Al-Shubaili A 1; Al-Khattam S 3;
Hasseeb N 3; Al- Busairi W 3; Al-Awadi S 2
' Neurology Department, lbn Sina Hospital, PO.Box 7255 Hawalli 32093, Kuwait; 2
Medical Genetics Centre, Kuwait; 3 Institute of Social Welfare, Ministry of Social
Affairs, Kuwait

Behr syndrome is a rare neurological disorder which is relatively common
among Iraqi Jewish descendants. Usually, the disease follows an
autosomal recessive mode of inheritance, although autosomal dominant
pattern with incomplete peneterance and pseudo-autosomal forms have
also been documented. We report on a non-consanguinous Arabic family
from southem Iraq, in which 3 male siblings presented with a phenotype
compatible with the diagnosis of Behr syndrome. In each of the three
brothers the disease started at age one year with progressive mental
retardation, spastic paraparesis, cerebellar ataxia, and optic atrophy. The
3 brothers showed electro-physiologic evidence of a mixed axonal and
demyelinating neuropathy. Seven of their male first cousins (sons of their
mothers sisters) have also been reported to have the same disease while
none of the females in the family had any of the manifestations of Behr
syndrome. This is the first report of Behr syndrome with a presumably
X-linked mode of inheritance. This is also the first Arabic family to be
reported with this disease. The present report tends to suggest a genetic
relation/interacton between the Iraqi Arabic and Jewish descendants.
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5.005
Phenotypic Heteogeneity of Carbonic Anhydrase 11
deficiency syndrome in a Bedouin sibship with the
"Arabic" mutation
Ismail, Essam 1; Abul-Saad, S 2; Sabry MA 3
' Pediatrics Department, Farwaniya Hospital, PO.Box 936 Salmiya 22010; Kuwait;
2 Radiology Department, Farwaniya Hospital, Kuwait; 3 Medical Genetics Centre,
Maternity Hospital; Kuwait

Carbonic anhydrase (CA) isozyme 11 deficiency is a rare autosomal
recessive disease of which seventy per cent of patients come from an
Arabic descent. Herein, we report on a consanguinous Bedouin family
from Kuwait in which 3 siblings had CA 11 deficiency syndrome,
characterised by the presence of osteopetrosis with repeated fractures,
distal renal tubular acidosis (RTA), and cerebral calcification. A mentaly
retarded cousin of the three affected sibs has been reported to have
recurrent fractures (now being investigated). A recent PCR-based
molecular assessment has identified the Arabic' mutation of the gene for
CA 11 isozyme, with a splice junction doner site mutation at the 5' end of
intron 2 in the three siblings.Phenotypic heterogeneity has been elicited
between the three affected sibs in terms of the presence of mental
retardation and facial dysmorphism in the elder two sibs versus their
absence in the younger child. Bouts of hypokalaemia with lower limb
paralysis have been elicited only in the elder brother. On the other hand,
recurrent renal stones have been detected in the younger brother and
were absent in his sibs.

5.006
Psychometric analysis and ocular involvement in
congenital muscular dystrophy: correlation with
muscle laminin 2 expression
Pike, Alison'; Butcher,J2; Kelsey,A3; Tarnoke,C4*; Jardine,P'
'Departments of Neurology; 3Pathology; 'Clinical Psychology; Manchester
Childrens Hospitals. 2Manchester Royal Eye Hospital

White matter hypodensities and a more severe clinical phenotype have
been reported in the merosin deficient type of congenital muscular
dystrophy (CMD). An attenuated dark adapted b wave on
electroretinography (ERG) has been described in Duchenne muscular
dystrophy (DMD) and attributed to a lack of dystrophin. We studied 11
patients who met diagnostic criteria for congenital muscular dystrophy.
Laminin 2 expression was studied histochemically (chemicon) on frozen
muscle tissue. Psychometry and opthalmological examinations were
performed. 3/7 were laminin 2 positive and 4/7 negative. Brain imaging
showed white matter changes in 7/8. Two of these were laminin 2
negative and 3 positive. There were no significant differences in the
psychometric results of the two groups. 10/11 had opthalmological
examinations. 3 had large disc cups (3/3 laminin 2 negative) and 2 had
gliosis on the disc surface. 6/11 ERGs were performed, 2/6 had
attenuated dark adapted b waves, 1/2 was laminin 2 negative and the
laminin 2 status of the other was unknown. Conclusions The white
matter changes in the 3 laminin 2 positive cases may be the result of an
in frame laminin 2 mutation. Our patients had a mixed intellectual ability
which was not related to their laminin 2 status. Attenuated b waves may
be seen in CMD as well as DMD and therefore this change may not solely
be attributed a dystrophin abnormality.

5.007
User satisfaction in predictive testing for HD - the use of
focus groups
Shakespeare, Jayne 1; Guilbert, P 2; McGhee, E 2
' Nottingham Community Health (NHS) Trust, Sherwood Rise Clinic, 29 Nottingham
Road, Sherwood Rise, Nottingham, NG7 7AD; 2 Clinical Genetics Department, City
Hospital, Nottingham;

Satisfaction with the predictive testing programme was known to be
generally high, but it was felt that this reflected a generalised feeling that
people were treated 'well' by the individual staff members. We therefore
decided to use (separate) focus groups of users and staff, in the hope that
the support of other group members would help to evoke a more critical
approach and generate futher ideas about how the service could be
improved. The main problem was in recruiting groups which could be
considered to be reasonably representative of the user group. Those
who did attend enjoyed the experience and found the group a useful 'de-
briefing' session, which they would not have attended if it had been
organised as such. The use of the groups did generate thoughfful and
useful responses for looking at improvements to the programme. In
particular, it highlighted differences between staff and users in perception
of the protocol, and the roles of the different staff members.

5.008
Genetic heterogeneity in autosomal recessive hereditary
spastic paraplegia
Mitchell, Simon
University of Birmingham, Clinical Genetics Unit, Birmingham Women's Hospital,
Edgbaston, Birmingham B15 2TG

Two Pakistani families are described manifesting an hereditary spastic
paraplegia (HSP) with onset between 2 and 5 years of age and no
associated abnormalities to date. Investigations have failed to identify a
cause and a diagnosis of " pure " HSP has been given. The patterns of
inheritance, parental consanguinity and the absence of abnormal
neurological signs in the parents of affected individuals indicates
autosomal recessive inheritance. Loci showing linkage with dominantly
inherited HSP have been mapped to chromosomes 14q ( Nat. Genet.
5:163-7 ), 2p (Hum. Mol. Genet. 3(9):1569-73 ) and 15q ( Am. J. Hum.
Genet. 55(3):A1074 ) and with recessively inherited HSP to the pericentric
region of chromosome 8 ( Hum. Mol. Genet. 3(8):1263-7 ). Both families
were screened using microsatellite markers covering these regions. In
one family, linkage was excluded at the known HSP loci. In the second
family, weak linkage was demonstrated with the marker on chromosome
2p, previously linked only to dominantly inherited HSP, but the pedigree
was not large enough to generate a significant Lod score in isolation.
These findings provide evidence for further genetic heterogeneity among
the hereditary spastic paraplegias.
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5.009
Genetic testing of children: psychological impact
Michie, Susan'; Bobrow M2;Marteau TM'
' Psychology and Genetics Research Group, UMDS, Guy's Campus, London SE1
9RT; 2 University of Cambridge Department of Medical Genetics, Box 238,
Addenbrooke's Hospital, Hills Road, Cambridge CB2 2QQ

The psychological impact of childhood predictive testng on children, their
parents and relabonships within the family are not known. A brief review
of non-genetic predictive testing in children will be presented as well as

data from two studies relevant to this question. The first is a single case

study of parents' attitudes, emotional responses and perceptions of their
children before and after their preschool children underwent DNA testing
for familial adenomatous polyposis (FAP). One child tested positive, the
other negative. The parents were clear about their reasons for desiring
tesfing, before and after such tesfing, expressed no regrets at having had
the children tested and did not consider that their behaviour or feelings
towards their children had changed. Interim results will be presented from
an ongoing international multi-centred prospective study investigating the
impact of DNA predictive testing for FAP upon mood, subjective stress,
self-esteem and illness cognitions of adults and children. Preliminary data
suggest that whilst adults are more anxious after posifive than after
negative results, such differences are not evident for children. Describing
the psychological impact of genetic testing in children is a first step
towards evidence-based policy and services in this area.

5.010
Folic Acid Prevents Recurrence Of Neural Tube Defects
In High Prevalance Area
Kulkami; ML 1; Jose; S 2; Akram S 3
Department Of Pediatrics J.J.M. Medical College Davangere - 577 004. Karnataka -

India.

A complex interaction between genetic and environmental factors seems

to operate in the etiology of neural tube defects (NTDs). Medical
Research Council's multicentric vitamin trial has shown that
periconceptional folic acid prevents NTDs. However most centres in the
trial represented areas of low prevalence for NTDs. Our earlier study has
shown that prevalence of NTDs was very high and genetic factors
contributed significantly towards the causation of NTDs in our area (1).
35 women with previous history of NTDs who took periconceptional folic
acid formed study group and 20 women with previous history of NTDs
who did not take periconceptional folic acid acted as controls. The two
groups were identical as far as age, parity, gravidity, previous history of
pregnancy loss, type of NTDs, consanguinity and socioeconomic status
was concerned. None of the women who took periconceptional folic acid
had recurrence of NTDs. Whereas, 3 our of 20 (15%) in the control

group had recurrence. (P < 0.001) Hence we conclude that folic acid
prevents NTDs in high prevalence area and in an area where genetic
factors contribute significantly to its cause, probably suggesting that NTDs
are not just due to nutritional deficiency of folic acid. Ref: (1) Arch Dis
Child 1989; 64: 201-204.

5.011
Familial primary spontaneous pneumothorax exhibiting
true autosomal dominant inheritance.
Morrison, Patrick J 1; LowMy, R 2; Nevin, NC 1.

Departments of ' Clinical Genetics and 2 Respiratory Medicine, Belfast City
Hospital Trust, Belfast BT9 7AB

Familial pneumothorax is rare. The mode of inheritance is still unclear,
with families in the literature having either autosomal dominant
inheritance with reduced penetrance in females, or X-linked inheritance.
Familial pneumothorax may be a feature of other Mendelian genetic
diseases including alpha - I antibypsin deficiency, Marfan syndrome, and
other connective tissue disorders. We describe a family with three
affected males (father and two sons) and an affected daughter. In this
family, autosomal dominant inheritance is confirmed by male to male
transmission. Four individuals are affected. The index case presented
at age 30 years with left sided chest pain and shortness of breath. He
was treated with a chest drain. Complete resolution occurred and he had
no further episodes of chest complaints. His brother presented aged 21
and had two separate pneumothoraces, their sister, presented aged 17
years with left sided pneumothorax. X-Ray of chest confirmed
pneumothorax in all cases. Their father had an acute pneumothorax aged
32 years. Laboratory investigations including a-i antitypsin assays were

normal. The age at onset variability within this family is consistent with
an autosomal dominant gene with variable penetrance. We conclude that
autosomal dominant pneumothorax is a definite entity.

5.012
Aicardi Ataxia - A second case in two siblings confirming
autosomal recessive inheritance
Morison, Patrick J 1; Hicks EM2; Gibson JM 2; Nevin NC .

Departments of ' Clinical Genetics; and 2 Neurology, Belfast City Hospital Trust,
Belfast BT9 7AB

Introduction: Ataxia-ocular motor apraxia is a rare ataxia syndrome.
Aicardi [1]defined this as a distinct entity.We describe a brother and sister
with features suggestive of this syndrome. Case description: A brother
and sister presented at ages 5 and 4 respectively, with gait problems
leading to ataxia, choreoathetosis and severely abnormal oculomotor
apraxia, with abnormal saccades and head thrusting. There was no

evidence of multisystem involvement. Chromosome analysis,
immunoglobulins, haematology and a-fetoprotein investigations were

normal. Both parents were first cousins, and were unaffected. There were

no other affected family members. Progression has been slow; both
siblings are still alive at ages 17 & 14 respectively and are wheelchair
bound - walking only with extreme difficulty. Discussion: The siblings
have features consistent with Ataxia-oculomotor apraxia syndrome. The
parents were first cousins, suggesting autosomal recessive inheritance for
this condition. Conclusions: This diagnosis should be considered in
patients with an Ataxia-Telangectasia (AT) -like phenotype without
immunological problems, and a slower progression. The distinction from
AT is important for the better prognosis of affected cases, and the lack of
complications such as cancer or infections in relatives. 1: Aicardi J et al.
Ataxia-ocular motor apraxia: a syndrome mimicking ataxia-telangectasia.
Ann Neurol 1988;24:497-502.
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5.013
Childhood neuronal ceroid-lipofuscinosis in the West of
Scotland 1974-1995
Crow, Yanick'; Tolmie, JL'; Howatson, AG3; Patrick, WJA3; Stephenson,
JBP2.
Departments of ' Medical Genetics, 2 Paediatric neurology and 3 Pathology: Yorkhill
Hospitals NHS Trust, Glasgow, G3 8SJ

We report on 12 children with neuronal ceroid lipofuscinosis (NCL)
diagnosed between 1974-1995 at the neuropaediatric tertiary referral
centre for the West of Scotland. Diagnosis was made on the basis of
pathological examination including electron microscopy (EM) in all cases.
Incidence was calculated on the basis of the year of diagnosis and the
live birth rate. 6 cases were infantile and 6 juvenile NCL derived from a
total of 10 families. No cases of late infantile or early juvenile NCL were
identified. All cases were essentially typical in clinical description.
Cumulative incidence was 1.61 / 100,000 live births (0.87 and 0.73 /
100,000 live births for juvenile and infantile NCL respectively). There was
significant delay in diagnosis of the juvenile form of NCL. EM findings
were unusual in the juvenile group in that 5 of 6 cases exhibited granular
osmophilic deposits (GROD) rather than typical fingerprint inclusion
bodies. These 5 cases also failed to show vacuolation of lymphocytes.
Thus, in the West of Scotland, the distribution of NCL cases by type and
by EM findings is most unusual and suggests a distinct genetic variant.

5.014
Multiple coagulaton factor deficiencies in the congenital
bleeding disorder of Noonan syndrome
Brady, Angela F 1; Hatzis, T 2; Archer, J 2; Talbot, S 2; PaKton, M A 1;
Bevan, D H 2
' Department of Genetics and 2 Department of Haematology, St George's Hospital
Medical School, Cranmer Terrace, London, SWI7 ORE

Noonan syndrome is a multiple congenital abnormality syncdome
associated with a bleeding disorder. The most common clinical pattern
resembles von Willebrand's disease with easy bruising, mucosal bleeding
and brisk bleeding on surgical challenge. In a previous study, (Sharland et
al., Lancet 1992; 339:19-21), of 72 individuals, 65% had an abnormal
bleeding history and 50% had partial coagulation factor deficiencies of
XI:C, XIl:C and VIII:C. Extended haemostatic studies of 17 patients
sampled from the original 72 have been carried out to determine: within-
patient variation over time; assay vWF modalities; assay vitamin K-
dependent factors; assay natural anticoagulant factors; determine platelet
number and platelet function by aggregometry. Factors found to be
reduced in decreasing frequency were XI:C, Protein C, XII:C, VIII:C, vWF
and V:C, combined deficiencies of these factors were found in some
patients. Other investigations were normal. In summary 50% of
individuals with Noonan syndrome have a clinical bleeding disorder,
coagulation factor deficiencies are heterogeneous but seem stable within
individuals and kincdeds over time, correlation of clinical bleeding with
factor deficiencies remains unclear. Patients with Noonan syndrome can
need a variety of operations, individualised haemostatic support is
required. DDAVP tests, Hepatitis B vaccination and registration are
indicated in selected patients.

5.016
Familial patent ductus arteriosus - a further case of
CHAR syndrome
Slavotinek, Anne 12; Clayton-Smith, J '; Super, M 2
' Department of Clinical Genetics, St Mary's Hospital, Manchester M13 OJH, 2

Department of Clinical Genetics, Royal Manchester Childrens Hospital, Manchester
M27 IHA

We report a family with patent ductus arteriosus, a distinctive facial
appearance, insertional polydactyly and fifth finger clinodactyly. The mode
of inheritance was autosomal dominant, with incomplete penetrance of the
patent ductus arteriosus. The features of a flat facial profile, flaring of the
eyebrows, a short, fiat nose, short philtrum and duck-bill lips were in
keeping with CHAR syndromel,2. Our family broadens the clinical
spectrum associated with CHAR syndrome, and provides further evidence
for a change in phenotype with age. The report illustrates the importance
of a full family history and careful examination of affected family members
before the estimation of recurrence risks for patent ductus arteriosus.
1Char F, BDOAS 1978, XIV 6B:303 2 Temple IK, Clin Dysmorphol 1992,
1:17

5.017
Knowledge and awareness among men in breast cancer
families
McAllister, Marion 1; Daly, P 2; Ormiston, W 2; Williamson, P 1; Evans, G '
' Dept of Clinical Genetics, St Mary's Hospital, Hathersage Road, Manchester M13
OJH, UK 2 Dept of Oncology, St James's Hospital, Dublin 8, Republic of Ireland

Following identification of the familial breast cancer genes BRCA1 and
BRCA2, studies have begun to examine attitudes to genetic testing
among women in breast cancer families. However, little is known about
the attitudes of men in these families. Among patients attending an
oncology clinic for management of their breast cancer, 16 families were
selected which met predefined criteria for familial breast cancer. 22
brothers of breast cancer patients from these families consented to be
interviewed and to complete a questionnaire. Men with daughters were
more willing to participate than men without daughters. 73% of
interviewees were aware at some level of the genetic nature of their
sisters' disease. Of 18 subjects identifying genetic factors when
interviewed, 13 expressed concern that their daughters might get breast
cancer. There was some evidence that men with daughters over 16 had
more difficulty identifying a genetic basis for the disease. This was found
not to be related to the age of the men themselves, and could reflect
increasing difficulty confronting their potential carrier status as their
daughters become fully grown women. Qualitative analysis of the
interview transcripts revealed some interesting themes. Genetic
counselling for men in breast cancer families will be discussed.
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5.018
A new autosomal dominant syndrome of
blepharochalasis, short stature, joint laxity, cardiac and
urogenital defects
Wilson, Louise 1; Kerr, B 2; Super, M 2
' Dept of Clinical Genetics, St Mary's Hospital, Hathersage Road, Manchester M13
OJH; 2 Dept of Clinical Genetics, Royal Manchester Childrens Hospital, Manchester
M27 IHA

We describe a three generation family where four individuals have a
consistent dysmorphic appearance associated with short stature of post-
natal onset, valvular heart defects, hypospadias, neonatal hypotonia and
persistent joint laxity. All have normal intelligence. The most striking facial
features are marked sagging of the tissues above the upper eyelid,
termed blepharochalasis, and low set posteriorly rotated ears. The pattern
of inheritance is autosomal dominant with a male to male transmission
observed. This combination of abnormalities is clinically distinct from
Noonan's syndrome despite several overlapping features. Investigations
including karyotyping and FISH for both 22q1 I and elastin deletions were
normal. A similar constellation of features in a mother and two daughters
has previously been reported by Collins et all suggesting that this
condition is not confined to a single family and forms a distinct clinical
entity. No males in that family were affected and we suggest that
hypospadias and possibly undescended testes can be added to the list of
features of this new dysmorphic syndrome. I Collins FA et al, Clin Genet
1990, 37:18-23

5.019
Analysis of families with keratoconus and atopy
Black, Graeme 1; Clayton-Smith, J 1; Downes, S 2
' Regional Genetics Service, St Mary's Hospital, Manchester; 2Moorfields Eye
Hospital, City Road, London

Keratoconus is a degenerative condition of the cornea of unknown
aetiology, characterised by progressive, non-inflammatory ectasia of the
cornea due to stromal thinning. The aetiology of the condition is
multifactorial, with both genetic and environmental pathogenic factors.
The genetics of keratoconus are poorly documented with both autosomal
dominant and recessive forms described; around 6-8% of keratoconics
have a positive family history. Atopy is a complex genetic disorder which
similarly has both inherited and environmental components in its
aetiology. It is a highly heterogeneous condition which is difficult to
categorise at the clinical level. Recently genetic factors which are thought
to be involved in the condition have been identfied on chromosomes
5q31-q33 and 1 1ql3 (Fc epsilon RI beta). We describe families in whom
both conditions are present - often from early in life - in multiple
generations. We suggest that the association between severe atopy and
keratoconus in families should be considered to be a specific entity.

5.024
Determination of the parental origin of the extra X
chromosome in two brothers with Kinefelter's
syndrome from a consanguineous pedigree
Woods, Geoff 1; Noble, J 2
' Yorkshire Regional Genetics Service, Department of Clinical Genetics, Ashley
Wing, 2 Regional DNA Laboratory, Department of Clinical Genetics, Ashley Wing,
St. James's University Hospital, Beckett Street Leeds, LS9 7TF

We report our clinical and molecular genetic studies of two brothers with
Klinefelter's syndrome. The brothers both presented with radio-ulnar
synostosis and short stature. Their karyotypes were non-mosaic 47,XXY.
The parents and two further sibs had normal non-mosaic karyotypes. The
parental origin of the extra X chromosome present in the two brothers with
Klinefelter's syndrome was determined using microsatellites from the X
chromosome. Nine microsatellites from the dystrophin locus at Xp2l
were uninformative. The microsatellite present in intron 13 of the factor
VIIIC gene at Xq28, however, showed that both brothers had inherited an
X chromosome from their father. In both cases non-disjunction had
therefore occurred at patemal meiosis 1. This was unexpected as the
additional X is of paternal origin in only 1/3rd of Klinefelter's syndrome, in
the remaining 2/3rd it is maternal. The father of the Klinefelter's boys was
the product of a first cousin marriage, suggesting the etiology of the
recurrence of Klinefelter's syndrome in this family may be an autosomal
recessive disorder of meiosis.

5.025
Huntington's Disease after the gene - diagnostic difficulties remain.
EM Rosser', B McDonald2, G Norbury3, SM Huson'
I Dept Clinical Genetics, 2 DNA Laboratory, Churchill Hospital, Oxford 3 Dept
Neuropathlogy, Radcliffe Infirmary, Oxford

The diagnosis of Huntington's Disease (HD) traditionally required
suggestive clinical features, a family history and confirmation by
neuropathological examination. Since mutation analysis for Huntington's
Disease (HD) became available we have found a correlation between the
clinical features, neuropathological findings and molecular genetics results
for the vast majority of families. However, discrepancies were found in 4
families. Two cases were diagnosed clinically as HD but PM did not find
any features suggestive of the condition. Mutation analysis demonstrated
two alleles within the normal range for one but an expanded allele for the
other. One case was clinically diagnosed as having HD with a clear
family history of the condition. PM demonstrated changes consistent with
HD (von Sattel Grade 3) but mutation analysis demonstrated two alleles
within the normal range. One family had been diagnosed as having HD
and had previously been written up as having HD associated with
cerebellar atrophy(1). Mutation analysis then demonstrated two alleles in
the normal range. Mutafion analysis for SCA I and DRPLA have also
been negative. The need for patient confidenfiality can make it difficult to
obtain results of mutation analysis. Our cases emphasise the importance
of confirming the prescence of the expansion associated with HD in at
least one family member prior to presymptomatic testing as reliance on
clinical and even neuropathology may be misleading. Ref I Rodda RA
Cerebellar atrphy in Huntington's Disease. (1981) J Neurol Sci, 1981, 50:
147-157
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5.027
Maternal uniparental isodisomy of chromosome 14
resulting from i(14q) formation
Penman Splitt, Miranda; Cross, I; Goodship, J
Northem Regional Genetics Service, Newcastle upon Tyne

We describe a 26year old female who presented at 15yrs with short
stature. Karyotype analysis showed 45,XX,der(14;14)(qlO;ql0). Parental
chromosomes were normal. Molecular analysis with microsatellite
markers D14S283,D14S288,D14S77,D14S65 and D14S250 showed no
inheritance from her father and she was homozygous at all six loci tested.
This suggests that the apparent Robertsonian translocation is an
isochromosome derved from one maternal chromosome 14 and that she
has matemal uniparental isodisomy. The true karyotype is thus 45,XX,-
14,i(14)(q10). The features of note in the clinical history were low birth
weight(<lst Centile), premature puberty (menarche at 8yrs) and a history
of migraine. On examination she had no facial dysmorphic features, very
small hands and feet, an increased carrying angle and mild obesity. Final
adult height was 132cm (<3rd centile). On investigation she was found to
have a mildly elevated serum cholesterol level (6.8 mmol/U). All features
with the exception of migraine and increased carrying angle are common
to previous reports of matemal UPD of chromosome 14 and suggest a
distinct syndrome(1). 1. Healey et al;Am J Hum Genet:51:147-149
(1994).

5.028
A reliable diagnostic test for the S and Z mutations in the
alpha-1-antitrypsin gene.
McKechnie, Douglas; Duxbury, N; Robertson, N H; Whitcombe, D; Ferrie,
R M; Webb, M B T; Little, S
Zeneca Diagnostics, Northwich, Cheshire

AJpha-1-antitrypsin (MT) is the major serum protease inhibitor and the
primary inhibitor of neutrophil elastase in the lungs. Mutations in the MT
gene predispose individuals to neonatal liver disease and emphysema in
early adult life. The normal MT gene is known as the M form and the two
major variants of the MT gene are the S and Z forms, both of which are
the result of single point mutations. A simple DNA test for these variants
would allow individuals carrying mutations in the alleles of their MT gene
to be identified. The ARMSTM technique is a rapid and reliable method
for the detection of point mutations in genomic DNA samples. We have
used the ARMS system to develop a multiplex test for the S and Z
variants of the MT gene. A panel of 14 blood samples previously typed
by iso-electric focusing and a further 200 independently genotyped
samples all gave the expected results when analysed using the test. To
assess the reliability of the test for routine use a series of challenge
experiments were performed. The key findings were: input DNA range,
lOOpg-500ng; PCR annealing temp. + 2oC and Taq DNA polymerase +
20%.

5.029
Development of an ARMS(TM) screening test for the
detection of 12 common European mutations of the
CFTR gene.
Kelly, Stephen; Weston, S L; Robertson, N H; Little, S
Zeneca Diagnostics, Northwich, Cheshire

Cystic fibrosis (CF) is the most common severe autosomal recessive
disorder of the Caucasian population, with an estimated incidence of
1/2500 and a carrier frequency of 1/25. Since the discovery of the cystic
fibrosis transmembrane conductance regulator (CFTR) gene in 1989, over
500 mutations have been identified. Most of these mutations are rare and
are not routinely screened for. We have developed a two tube multiplex
ARMS (Amplification Refractory Mutation System) test which detects 12
CF mutations prevalent in the European population. The primary
application of the test is screening for individuals who may be carriers of
one of these mutations. In addition, the test gives genotype information on
DF508, the most common mutation. Genomic DNA is added to both
tubes, amplified by ARMS PCR and the reaction products separated by
gel electrophoresis. The presence or absence of a diagnostc product
band of a defined size indicates whether or not a particular mutation is
present in the sample. The test was validated using a large panel of
typed DNA samples and was shown to be very reliable. It is simple to
perform and highly suitable for routine use in clinical diagnostics.

5.030
Marfan syndrome, MASS phenotype and chromosome 3
Dean, John 1; Davidson C 2;Boxer M 2
' Department of Medical Genetics, Aberdeen Royal Hospitals NHS Trust,
Foresterhill, Aberdeen; 2 Human Genetics, Department of Pathology, Ninewells
Hospital, Dundee

Marfan syncdrome is usually regarded as being associated with
abnormalities of the fibrillin gene on chromosome 15. The Berlin nosology
allows an affected diagnosis in a relative if two systems are involved. In
1994, Dietzs group descrbed 2 families in which a mild form of Marfan's
was evident in relatives of Marfan's patients, but who had not inherited the
putatively affected chromosome 15. In the same year, Boileau's group
described a large family with apparent linkage to chromosome 3. We
describe a family in which the proband has typical Marfan's syndrome,
with aortic dilatation, skeletal features and lens dislocation. Several
relatives have skeletal features, striae and myopia, one has aortic
dilatation, but none have lens dislocation (MASS phenotype). The MASS
phenotype segregates with chromosome 3 markers. We postulate that
the proband has Marfan's syndrome due to new mutation, but that his
mildly affected relatives have MASS phenotype linked to chromosome 3.
This family illustrates the difficulties of diagnosis and counselling given
linkage heterogeneity and the current usage of the Berlin diagnostic
criteria in Marfan's syndrome and raises issues relating to prophyllactic
treatment.
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5.031
Partial trisomy 22 including the CATCH 22 locus
associated with 11q;22q translocation.
Gregory Helen, Massie D, Baruni J, Stephen GS, Dean JCS.
Department of Medical Genetics, University of Aberdeen, Foresterhill, Aberdeen.

Features associated with deletion of the CATCH 22 region include
Cardiac anomalies, Abnormal facies, Thymic hypoplasia, Cleft palate and
Hypocalcaemia. The abnormal face includes a characteristic nose,

micrognathia, small mouth and dysplastic ears. Many features are

embryologically related to the maldevelopment of the branchial arches.
Partial trisomy 22 is associated with severe growth retardation,
micrognathia, long philtrum, large posteriorly rotated ears, preauricular
skin tags or pits, congenital heart defects and genital anomalies. We
report a newborn male infant who had a hooked nose, reminiscent of that
seen in CATCH 22, prominent dysplastic ears, preauricular ear tags, cleft
palate, micrognathia, tall forehead, genital anomalies and rocker bottom
feet. Karyotyping revealed partial trisomy 22 due to an additional small
chromosome 22 associated with a balanced reciprocal translocation
between chromosomes 11 and 22, which was inherited from the mother.
FISH studies demonstrated that the chromosome 22 fragment included
the CATCH 22 region, therefore the patient was trisomic for this locus.
The patient had a number of features similar to CATCH 22 (micrognathia,
cleft palate, abnormal nose, dysplastic ears) despite being trisomic for this
region, indicating that some of the CATCH 22 anomalies may represent
non-specific effects of aneuploidy for this region.

5.032
Two patients with insulin resistance and lipodystrophy
Moore, Sue 1; Auchterlonie, IA 1; Cole, GF 1; Duffty P 2; Gray, ES 3; Dean
JCS4
' Department of Medical Paediatrics 2 Neonatal Unit 3 Department of Pathology 4

Department of Medical Genetics, Aberdeen Royal Hospitals NHS Trust, Foresterhill.
Aberdeen AB25

The lipodystrophies are a group of rare disorders associated with insulin
resistance which can affect many organ systems and may be sporadic or

inherited and complete or partial. We describe the case of a fifteen year
old girl with the Barraquer-Simon syndrome and a neonate with Donohue
syndrome. Barraquer-Syndrome is a sporadic variant of partial
lipodystrophy usually presenting by the second decade. Most patients
with this syndrome are well but develop partial lipodystrophy. This case is
unusual as she presented as an infant with atypical features of myopathy
and delayed development and only later developed lipodystrophy and
further complications. Donohue syndrome is an autosomal recessive
disorder associated with total lipodystrophy and insulin receptor
mutations, which usually presents in the newborn period with intra-uterine
growth retardation, characteristic facies, hirsutism and lipodystrophy. This

neonate had recurrent abdominal distension in addition to other typical
features. We present these cases to illustrate the spectrum of

abnormalities associated with insulin resistance and lipodystrophy.

5.033
Clinical study of a new case of acrofacial dysostosis -

Catania form
Rusu, Cristina 1; Volosciuc, M 1; Covic, M 1; Haba, D 2

' University of Medicine and Pharmacy, Department of Human Genetics, Str
Universitatii 16, lasi 6600, Romania; 2 University of Medicine and Pharmacy,
Department of Radiology, Str Universitatii 16, lasi 6600, Romania

We are presenting a case of Acrofacial Dysostosis, Catania Form,
pathologic entity described by Opitz in 1993. The patient G.I. (17 years

old) is mentally retarded, has microcephaly, widow's peak, prominent
nasal bridge, crowded teeth, dental caries, micrognathia, pectus
excavatum, spina bifida occulta, brachydactily, clinodactily, short thumb,
cryptorchid testes. We did the differential diagnosis with other forms of
Acrofacial dysostosis (Nager, Miller etc). Opitz described two
possibilities of inheritance - Autosomal dominant and X-linked dominant.
In our case the father of the patient has some features of the disease
(mental retardation, dismorphic face, brachydactily), reason why we

suppose a father - son transmission and an autosomal dominant
inheritance. We consider the description of a new case of Acrofacial
dysostosis - Catania form, to be useful for the evaluation of this new

described entity.

5.035
Chromosome 18q deletion associated with Beckwith-
Wiedemann syndrome
Brewer, Carole 1; Maher, ER2; Hayward, C; FitzPatrick, DR'.
' South East of Scotland Clinical Genetic Service, Western General Hospital, Crewe
Road, Edinburgh EH4 2XU; 2 Addenbrooke's NHS Trust, Hills Road, Cambridge,
CB2 2QQ

We report a female infant with Beckwith-WViedemann syndrome (BWS)
and a deletion of chromosome 18q22.1. She has macroglossia, earlobe
creases, facial capillary haemangioma, umbilical hernia and
hemihypertrophy. Birth weight was -75th centile and >90th centile by
eight months. Hypoglycaemia was mild and there is no evidence of
visceromegaly or renal malformation. Chromosome analysis,
unexpectedly, showed 46XX, del(18)(q22.1). BWS is often associated
with aneusomy of chromosome IIpI5, with uniparental disomy for
chromosome 11 occuring in 20% of sporadic cases. However, our case

has a normal methylation pattern around the H19 gene in our case making
isodisomy unlikely. Interestly, on two separate cultures her father showed
a previously undescribed fragile site at 18q22.1 in 2/60 and 1/140 cells
respectively with an otherwise normal karyotype. We have used
chromosome 18 specific (CA)n repeat polymorphisms to localise the
fragile site and deletion breakpoint to a 1cM region between D18S477 and
D18S61. We are currently analysing a YAC contig to physically localise
this breakpoint. This case is interesting as it suggests that the

dysregulation, or more unlikely deletion, of a gene or genes on

chromosome 18q produces BWS by acting down-stream of the IGF2
locus on chromosome 11p.
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5.036
Fragile X syndrome in a consanguineous Muslim Asian
family
Williams, Denise 1; Linforth, GH 2; Mukaddam, F 1; Duckett,D 3; Barrow M
I

' Departments of Clinical Genetics; 2 Molecular Genetics; and 3 Cytogenetics, The
Leicester Royal Infirmary NHS Trust, Leicester LEI 5WW

Fragile X syncdrome is the commonest form of X-linked mental retardation
affecting 1 in every 1000 male births. Affected males have moderate to
severe intellectual handicap, a prominent jaw, enlarged ears and macro-
orchidism. Up to one third of carrier females have some degree of
learning difficulty. The common mutation causing the fragile X syndrome
is an increase in the number of CGG triplet repeat sequences in the FMR-
1 gene on chromosome Xq27. We describe a consanguineous Muslim
Asian family in whom a diagnosis of Fragile X syndrome was made in the
proband cytogenetically and by DNA analysis. Pedigree information
revealed several other affected males and females within the family.
Investigation of the mother showed that both her X chromosomes are
carrying premutation size expansions. The proband's matemal
grandmother has been shown to have an undelying expansion
premutation within FMR-1 and her husband is a normal transmitting male.
The impact of this diagnosis within the family has had far-reaching
consequences upon reproductive decision making, particularly in the
setting of special social and cultural beliefs. The detection of two distinct
premutation expansions in one individual has not been reported
previously.

5.037
Reporting Umes in family studies for Fragile X: a rock
and a hard place.
Dalton, Ann', Curtis, D' Giblin, C2 Johnson, M2 Cook, J2 Quarrell, 02
' North Trent Molecular Genetics Laboratory 2 Clinical Genetics Service both at
Centre for Human Genetics, 117 Mancheter Road, Sheffield S10 5DN

Reporting times are on the agenda for CMGS guidelines for best practice
in NHS laboratories. We report two contrasting families where reportng
times and completeness of the result have played crifical and conflicting
roles in the management of the family. Case 1: During an extended family
invesfigation for Fragile X, an interim report resulted in the disclosure of a
first cousin who was 22 weeks pregnant; she was found to be a carrier but
shown to be carrying a normal male. Case 2: A report was delayed
despite demonstrating a normal matemal allele until a paternal sample
was obtained for postnatal tesfing of a girl with a matemal history of
Fragile X. She was shown to be a carrier of a small premutation inherited
from her father. Close collaboration exists between the laboratory and
the Genetic Counselling service and these cases emphasised the
importance of such collaboration and the need for flexibility on both sides.
Interim reports can play a vital role in the management of the family but of
primary importance is the accuracy of that report; reporting times are not
the only consideration.

5.041
Agenesis of the corpus callosum in two patients with
ring X Turner syndrome
El Abd, Samaa 1; Patton, MA;2; Wilson, L3
Child and Adolescent Psychiatry, St. George's Hospital Medical School, Jenner
Wing, Tooting SW17 ORE, 2 & 3 SW Thames Regional Cytogenetics Unit,
St.George'sHospitalMedicalSchool, JennerWing, TootingSW170RE

We repot two cases with total agenesis of the corpus callosum with ring
X chromosome and behavioural characteristics. To our knowiedge these
are the first two cases with ring X karyotype and agenesis of the corpus
callosum. They also have disturbance of sleep and temperature control
suggesting problems in hypothalamic control. Both patients have learning
disability. They are also hyperactive and have specific communication
problems. Both have some Kabuki make-up facial characteristics.
These two cases may suggest a clue in the embryological timing of brain
development and the possible link to X activation/inactivation process
during embryonic development. It also raises the question of a higher
than reported incidence of central nervous system (CNS) malformaion in
individuals with a ring X who have learning disability.

5.043
Clinical variability of the 17p11.2 duplication in CMTlA
Marques Jr, Wilson'; Davis, MB1; Sweeney, MG'; Wood, NW'; Thomas,
PK2
'Neurogenetics Section; University Department of Clinical Neurology; Institute of
Neurology; Queen Square; London; WClN 3BG(; 2Royal Free Hospital School of
Medicine; Rowland Hill Street London; NW4 2QG

We have analyzed the clinical phenotype in 53 patients from 35 families
with CMT1A.Chromosome 17 duplication was identified by the presence
of 03 alleles or quantification of alleles with fluorescent-labelled
microsatellite markers.A wide range of clinical manifestations were
observed. In 24 patients the neurological features were those of the
classical CMT1A and in 3 there was associated tremor (Roussy-Levy
syndrome-RLS). Uncommon findings were observed in 14 patients with
otherwise typical CMTIA or RLS: hip dysplasia, focal neuropathies,
disproportonal proximal involvement, finger-nose incoordination,
dyaphragma weakness and cranial motor involvement. However in a
further 9 patients there were more unusual features including
acrodystrophic neuropathy;incapacitating muscle cramps; neuromyotonia;
cramps and enlarged calf muscles; hearing loss, denervation of anal
sphincter and dyaphragma weakness;pyramidal signs, cerebellar
syndrome and VII, X, Xi and XII cranial nerves; 2 probable examples of
associated chronic inflammatory demyelinating polyneuropathy; and a
superimposed parkinsonism. Finally, in 3 patients the diseased was
expressed only as abnormally low nerve conduction velocities. This
demonstrates the reduced penetrance and clinical variability of genetically
proven CMTIA.
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5.044
A patient with spinal and bulbar muscular atrophy
(Kennedys disease) and an intermediate expansion in
the androgen receptor gene
Boum, David 1; Cole, T 2; Ward, A 1
'West Midlands Regional Genetics Service , Birmingham Heartlands Hospital,
Birmingham B9 5PX; 2 Clinical Genetics Unit, Birmingham Womens Hospital,
Birmingham 815 2TG

X-linked spinal and bulbar muscular atrophy (Kennedys disease) is a late-
onset motor neuron disorder which is caused by an expansion of a
trinucleotide repeat (CAGn) in the first exon of the androgen receptor
gene. The range of repeat lengths in normal individuals is usually quoted
as 17-26 repeats, and the range in affected individuals has previously
been reported to be 40-52 repeats. We have used a PCR-based assay to
investigate the repeat length in an individual presenting with features of
spinal and bulbar muscular atrophy (SBMA). The repeat length in this
individual appeared to be intermediate between that seen in normal
controls and in three individuals known to have an expansion. The PCR
product from this patient was fluorescently labelled and directly
sequenced using an Applied Biosystems 373 DNA sequencer. The results
from sequencing on both strands were consistent and showed this
individual to have 35 repeats, clearly outside what is regarded as the
normal range. Further family studies may show whether this expansion
size is causative for SBMA.

5.045
Complementary molecular and cytogenetic diagnosis of
Angelman syndrome in a 52 year old woman
Rindl, Max 1; Simpson, P 2; Waters, J 2; Roy, A 3, Macdonald, F 1.
' DNA Laboratory, Birmingham Heartlands Hospital, Birmingham; 2 Cytogenetics
laboratory, Birmingham Heartlands Hospital; 3 Brooklands Hospital, Birmingham

In 1965, Angelman described three unrelated childken with the following
phenotype: flat head, jerky movements, protruding tongues and bouts of
laughter. Since then, many cases of Angelman syndrome (AS) have been
diagnosed and the main clinical features are developmental delay, absent
speech, jerky movements, inappropriate laughter, dysmorphic facies,
abnormal EEG patterns and severe mental retardation. Most of these
cases describe the proband in childhood, very little being known about
older AS patients. We present a case of a 52 year old woman with severe
leaming disability,pica, epilepsy, prominent chin, hyperactivity, frequent
smiles/laughter. Molecular studies with probe PW71b revealed the
absence of a matemal contribution and cytogenetic studies showed a
karyotype 46,XX, del(15)(ql 1.2q13). These results confirm a diagnosis of
AS. It is interesting that some of the characteristics of AS which are well
documented in childhood cases also exist in our older patient ie. leaming
disability and frequent smiling and laughter. Since most diagnoses of AS
are made in childhood it would be instructive to ascertain if a number of
older patients exist which may help in the management of affected
individuals. Angelmans orginal three cases will themselves now be in
their 5th decade.

5.046
Familial Sotos Syndrome
Sun, Mohnish1; Garrett, Cl; Siva-Kumar, P2.
'Kennedy-Gafton Centre, Northwick Park and St Marks Hospital NHS Trust, Harrow
HAI 3UJ; 2The Luton and Dunstable Hospital NHS Trust, Luton LU4 ODZ

Sotos syndrome is an overgrowth syndrome with more than 200 cases
reported world-wide. Children with this syndrome are large at birth, show
accelerated growth, have characteristic craniofacial features,
developmental delay and advanced bone age. The vast majority of cases
appear to be sporadic. Reports of familial Sotos syndrome are rare and in
familial cases the mode of inheritance is usually autosomal dominant. We
report on a mother and daughter with characteristic features of this
syndrome. The 1-year-old proband was referred for developmental delay
and overgrowth. Birth weight was 3.7 kg. On examination, weight, length
and OFC were all >97th centile. She had a prominent forehead with
frontal bossing. Her bone-age was advanced and karyotype was normal.
A diagnosis of Sotos syndrome was made. The mother's OFC was >97th
centile and she had large hands and feet. She was on valproate for
epilepsy. Childhood photographs of the mother showed the characteristic
facial features of Sotos syndrome. There are at least 10 other families
in which this condition has been transmitted in an autosomal dominant
manner. Sotos syndrome may be a single gene disorder or a configuous
gene syndrome. Familial examples may help to map the gene(s)
responsible for this condition.

5.047
Further evidence for an emerging maternal uniparental
disomy chromosome 14 syndrome: Analysis of a
phenotypically abnormal de novo Robertsonian
translocation t(13;14) carrier.
McQuaid, Shirley 1; Geraghty, M 1; Stallings, R 1; Barton, DE 1; Griffin, E 2;
Geraghty, M 1
' National Centre for Medical Genetics, Our Lady's Hospital for Sick Children,
Crumlin, Dublin 12, Ireland; 2 Neonatology Department, Our Lady's Hospital for Sick
Children, Crumlin, Dublin 12, Ireland.

Uniparental Disomy (UPD) is increasingly recognised as a cause of
abnormal phenotypes in humans due either to homozygosity of recessive
alleles and/or to parental imprinting of genes. Several cases of matemal
UPD for chromosome 14 (mUPD14) in phenotypically abnormal caniers of
Robertsonian translocations have been reported and a 'matemal UPD
chromosome 14 syndrome' is emerging. We have studied an infant
female with a de novo Robertsonian t(13;14), with cleft palate,
retrognathia and other problems. The parental origin of chromosomes 13
and 14 in the infant was determined by analysing the genotypes of
microsatellite markers in the patient and her parents' blood DNA. Three
of six chromosome 14 markers showed matemal UPD, with isodisomy
confirmed for tw of these. In addition, a minor (<10%) patemal
chromosome 14 contribution was detected, suggesting the infant to be
mosaic for trisomy 14 and mUPD14. This mosaicism was confirmed by
cytogenetic analysis. There was no evidence of non-patemity. These
findings suggest that further studies are needed to 1) establish the
frequency of occurrence of UPD in Robertsonian translocation carriers
and to 2) correlate the abnormal phenotypes of those with UPD in order to
investigate the possible presence of imprinted and/or recessive genes on
chromosome 14.
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5.048
Cancer genetics knowledge and views of doctors and
nurses treating cancer patients.
Chorley Wendy 1; MacDermot K I

' Clinical Genetics; Royal Free Hospital School of Medicine; Rowland Hill Street;
London NW3 2PF

Seminars were given in the specialities treating cancer pabents.
Anonymous questionnaire was sent to 14 senior nurses and 19 senior
doctors in the same teaching hospital to obtain data on the following:
recognition of genetic predisposion to cancer, ability to explain common
Mendelian inheritance, cancer screening in the hospital, views on genetic
testing. Questionnaire was retumed by 10 nurses and 10 doctors.
Majority knew common cancer syncdomes and half about recently
isolated genes. Each cared for 150 cancer patients per year, but none
recognised patients with likely predisposition to cancer. Family history of
cancer was not discussed by the doctors for lack of time.Only 80% could
explain Mendelian inheritance and 60% knew about screening
programmunes. All doctors thought that genetic evaluatiorntesfingJ
screening should be part of their clinical practice and that cancer genetical
tesfing is ethical. 20 % of nurses thought that genetic tesfing is unethical
and 80% that it should be done only when * something can be done" for
patients which are positive. Protocols for genetic cancer screening and
testing and updating informal seminars were requested from genetic
department. Senior medical and nursing staff in cancer specialities are
reasonably well informed, but require input from clinical genetic
departments.

5.049
Natural history of Anderson Fabry disease in theUK
MacDermot Kay 1; Gorecki D 1; Novo J I

' Clinical Genetics; Royal Free Hospital School of Medicine; Rowland Hill Street,
London NW3 2PF

Anderson Fabry disease is perceived to be a rare lysosomal storage
disorder. Ascertainment and follow up of UK families started 10 years
ago and genetic register now contains data on 72 families. At least 100
living affected males are known, the same number as that of UK Gaucher
patients receiving enzyme replacement therapy in 1996. Alpha
galactosidase replacement therapy, gene therapy and mouse model of the
disease are all under development. The natural history of Anderson Fabry
disease and clinical parameters for monitoring future therapy were
investigated. All affected males aged 20 years and over, have
progressive left ventricular and septal cardiac hypertrophy.
Echocardiography appears to document disease progression, but the
interpretation can be difficult. Clinically significant cardiomyopathy and
anythmia developed in 10 %, renal failure in 40 % and strokes in 30 % of
homozygous males. Gastrointestinal symptoms and the typical severe
Fabry pains were present in nearly all males.At least 80 % of carrier
females had milder symptoms of the disease, but renal failure and strokes
were rare.The uptake of prenatal diagnosis was low.The age at diagnosis
of the disease is decreasing, but in the majority of patients diagnosis is
reached only after the onset of complications.

5.050
Follow up of the huntington's disease predictive test
group; early days, early signs.
Simpson, Sheila Al; Moore, J2, Emslie LE3
I Medical Genetics, Medical School, Aberdeen Royal Infirmary NHS Trust,
Foresterhill, Aberdeen, AB9 2ZD; 2 Department of Neuropsychology, Aberdeen
Royal Infirmary NHS Trust, Foresterhill, Aberdeen; 3 Grampian Health Care,
Cornhill Hospital, Aberdeen

121 predictive tests results have been given in Grampian region, Scotland
(June, 1996) 44 individuals have been shown to have the characteristic
expansion in the Huntingtin gene. Detailed information is available on this
group. Long term follow up is offered and usually accepted by those who
have the gene. We will present data from the group, and describe the
difficulties some of these individuals have in accepting their result whether
it be good or bad news; the problems within relationships of the whole
group, and the early signs of the disease which are now seen in some of
those who were told that they have the gene. Management strategies will

be described, and the resource implications for these policies discussed.

5.051
Hallevorden-Spatz disease: presentation as stammer at
18 years
Simpson, Sheila 1; King, DJ2; Robb, 03; McKinnon, A4
I Medical Genetics, Medical School, Aberdeen Royal Infirmary NHS Trust,
Foresterhill, Aberdeen, AB9 2ZD, 2 Dept of Pathology, Aberdeen Royal Infirmary
NHS Trust, Foresterhill, Aberdeen, AB9 2ZD; 3 Dept of Radiology, Aberdeen Royal
Infirmary NHS Trust, Foresterhill, Aberdeen, AB9 2ZD; 4 Dept of Pathology,
Aberdeen Royal Infirmary NHS Trust, Foresterhill, Aberdeen, AB9 2ZD;

Classical Hallevorden-Spatz disease is a disorder of early childhood with
rapid progression and early death. We present a 47 year old man whose
diagnosis was made at the age of 45 after a long history of behaviour
problems, cognitive decline, stammer, blepharospasm, gait disturbance
and dystonia. The first reported sign was stammer at the age of 16 years.
Diagnosis was suspected after magnetic resonance imaging of the brain
showed evidence of deposition within the basal ganglia, and examination
of lymphocytes by electron microscopy showed typical multilaminar profile
inclusions, granular eosinophilic deposits and vacuoles with apparent
double membrane, consistent with the diagnosis of Hallovorden-Spatz
disease. His clinical course will be described, and the therapeutic options
discussed.
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