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A pilot study of maiernal alpha-fetoprotein screening wilh dcied-blood spot
samples collected oa filter paper. K., ¥ - -

X X 3 5 4 5 )
Institute of Genetics, National Yang-Ming Medical College. (2) Depanment of
Mcdical Research, Vetcrans General Hospital- Taipel, (3) Taiwan Provinclal tnsitute of
Maternal and Child Health, (4) Nan Tou Public Health Bureau, () Tal Tuag Public
Health Bureay, Taiwan, Republic of China.

From Jan. 1988 1o Dec. 1990, we d 3 pilot p protei
(AFP) screcning program {n Nan Tou County, Taituag Couaty and Taipei City,
Taiwan. From 2 hospitals, 4 clinics and 35 heallh stations, a towl of 8,800 pregnant
women, were screcned using the (ilter paper blood cotlecting technique. Of those
screencd, 3.6% of them were found borderline positive for neural tube defects (NTD)
(2.0 ¢ MoM < 2.5). The screening pasitive rates for NTD (MoM »2.5) and Down
syndrome (Down's risk > 1/100) were 2.6% and 3.6%, respectively. Except for those
Jost 10 follow-up, 6 (2.1%) of the borderline cases were confirmed 1o have serious
preg! plications (p ty, fetal demise, and imminent miscarriage).
Fouricen (8.1%) of the | pregnancies, including 2 hydrocephalus, 2
anencephalus, 1 triploid and § fewal demise, were found in the NTD positive group.

uphll-thslls:uil majors: Outcone of 39 fetuses at
risx; and PCR testing for 11 pregnancies.
Heiag*, J,A. Hunt. J, Yuen, B.M chu, F. Mivakawa.
U. Hawaii, Kapioclani Med. Ctr. Honolulu, HI, USA.

Among 1402 Filipino, 485 Chinese, and 372 Laotian
adults screened for a« or f thalassemias in Hawaii,
18 couples were at risk for homozygous u‘-thalas-
semia; and 1 for severe Hemoglobin H/Constant spring
[cS) disease (—-/a“a). Southern blots were used for
diagnosis of Southeast Asian (SEA} (-=%*) or Total
(--*) a-region deletions; and PCR with allele-
specific oligomer {ASO] hybridization for (a*fa) .

In 92 fetuses at known risk for (==3EA/-—5t") or
(--5e4/-=Tety 23 had hydrops, but in 17 known preg-
nancies at risk for (--Tt/==1e%) none was affected.

Coupl at Risk [chin {Fil |Lao retus| Affected
S

-2 )y | 16 10 1 48 12 Nine (4.6%) anomalics (2 Down syndrome, 2 tripliods, 1 hydatidiform mole, and 4
I A B R 1] 1 1 44 11 miscarriages) were desected in the increased Down's risk group. Toally, 29 adverse
(==Toty==T") s 9 17 0 pregnancics, i 033% (29/8,800) of the scroencd wornen, were confirmed in his
(=-%4/aa) 1 1 2 2 screening program. From 2,836 post-delivery questionnaires compicted, one false-

negalive case of Down syndrome was found, which had a Down's risk of 1/240 when

In 11 pregnancies at risk, we have detected 1 screencd. In this study, a public health and medical scrvices network was incorporated P
(--%€4/-=12¢), and 3 (-=~SEA/--%4) fetuses by PCR for lnmcmmcnin“ysmmsuchlncrw\xkmyworkwcll:ven(nmcr:mmcmof :
the a,-gena, and 1 (--%4/aa) by PCR with ASO. Taiwan. The results indicai that the use of the filter paper biood collecting technique

For pregnancies at risk, rapid PCR taests can for i AFP ing is practical. Currently, we are siudying the possibility of
detect these fetal a-globin genotypes that are major \lslnlm:umeblaodumplzwwuuhrdm(c.g.DM.umm)_wm
causes of fetal mortality and morbidity in SEA. will make the screening program more cost cffective.
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Rate of chromosome 1C in balanced translocations.
{uderovd,E.Nebesndkovd.University

xatecnal cell contamination (NCC) in amniocytes: A constant
frequency in 10 years and 26,000 cases, LYP Hsu*, S Xaffe and
B Tang. Prenatal piagnosis Lab (PDL) of New York Cit /MHRA .

In amnjiocytes, MCC is usually detected through lny Hospital,Koéice,Czechoslovakia. .
sdmixture of XY and XX cells., 1In 1983, in our lst 3,000
cases, we observed an incidence of 0.5 of MCC in comparison
to a frequency of 0.123% of MCC in the nationwide MCC survey
(Benn & Bsu, 1381). This difference could result from
tigher detection at PDL, and/otr an actual higher MCC rate.
Tn our first 26,000 cases (the first 10 years), we detected
132 cases with XY and XX admixture, i.e., a frequency of
0.5t. When the NMCC pezcentages were examined for successive
3 year periods and for every 2,000 cases {FPigure A&B), the
incidence of MCC remained consistently around 0.5%. A dip
in 1990 was statistically insignificant (p>0.25}. Among
132 cases, 25% showed only a single XX cell, 53,8% had
aultiple XX cells but restricted to one flask: and 21.2% had
sultiple XX cells from two or more flasks, We believe that
the detectable NCC cate will remain around 0.3%. The true
MCC incidence would be twice that, i.e., 1%, since MCC is
usually not recognized vhen the fatal sex is (emale,

We have done a cytogenetic investifation
in 279 conjugal peirs with unsuccessfu
reproduction in their history case.This )
analysis was aimed at occurrence of balanced )
translocation in one of the parents.Cytogenetic."
findings were positive in 7 couples/2,1%/,four
pairs vere the carriers cf balanced transiocation
including chromosome 10 which it represents
1,45 out of the group investigated and €6,6
cut of the balanced translocations which were
detected.Rearrangements of chromosome 10 with
autosomes l,4,7 and ¢ included the regions
of short arm in the band 10pl5 /1 couple/ end
of long erm in the bands 10q23, 10q25 and
10q26 3 couplee /. -

Scme tendency for chromosome 10 in the
fragile sites expressed bty the following

prrastiecs) — = o) joining with enother sutosomes is accounted for
! o 1 H its increased rate in the chromosomal anomalies
! - - e . | teing examined. .
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A familisl amino scid substitution in SRY can lead to condi- .
tional XY sax inversion. R.J.Jéger® (1), R.A.Pfeiffer (2)

snd G.Scherer (1). Inst. of Human Benetics, (1) Univ, of
reiburg, and {2) Univ. of Erlangen-Nirnberg, FRG.

Primary gonsdal development in msmmals is determined by
the presence or shsence of a gene on the Y chromosome enco-
ding a testis detarmining factor, TDF. A candidate for TDF
close to tha Y pseudosutosomal boundary, termed SRY, encodes
a protein with homology to a conserved DNA binding motif
known as the HMG box. We and others have praviously observed
ds novo mutations in SRY in XY gonadsl dysgenesig; in addi-
tion, one XY femals hss been reportad with a conservastive
amino acid changs in tha HMG box motif of SRY which is
shared by her father (Nasture 348: 448 and 452, 1990).

We have now identified s second inherited point mutation
in the HMG box motif of SRY in an XY femsle. This mutation
is clearly familisl, because it is also present in the pati-
ent's normal male father, brother and uncle. The mutation, 8
T to C transition, results in 8 substitution of s Phe residue
by Sar st position 52 in the HMG box motif. In contrast to
the mutation mentioned sbove this substitution constitutss s

Prexatal identification of chromosome markers by fluorescent (n
sity hybndization. i

(1)Waynae State Univ., Hutzel Hosp., Datroit, Ml and (2)Univ. of
Maryland, Baltimore, MD.

Markers sre de novo, extra, structuratly abnormail chromosomes with variable
clinical significance. We present 2 cases of civ markers Identified
prenatally using fluorescent ln_sity hybridization (FISH). Pt#1
uncerweni amniocentesis at 17 wks for matemal age. The karyotype showed a
Mmosaic 45,X.9qh+/48.X,-(X or Y).9qh+ +marker. Parsntal karyotypes were
nomal, Y-specitic DNA probes, DYZ3 and DYZS (Y-190), which localize 1o the
Y centromere and Yp respectively, were utilized for a more detailed analysis.
0YZ3 semonsirated thatl the marker chromosome had the Y centromere, while
DYZS incated the presence ol 2 signais for Yp. We concluded this marker 10
be a Yp isochromosome (Ypter—scan—Ypler). The patient elacted 1o continue
the pregnancy, and delivered 3 phenotypicalty normal male infanl, whose
blood karyotype conlirmed amniocentesis lindings. P1#2 underwent
amniocentesis at 18 wks for maternal age. Karyotype showed
47.XX +bisatelited marker. Parental karyotypes were normal. FISH was
pertormed using a probe that locakizes to the repetitive portions of 15p. This
showed hybndi 1 10 both d regions, suggesting that this marker
was an invened paniat duplication of 15 (15pter—Qq11:q11—15pter). After

further counseling, the patient elected pregnancy termination at 22 wks.
Advaniages ol FISH include: 1) divect analysis from mounted siides using

fiuorescent molecular probes, a capability not possible with Southem biot, 2)

tewer p with i when compared to polymerase chain

reaction, and 3) avoidance of radicactive reagenis necessary tor
sutoradiography. We conckide that FISH s uselul lor the prenatal
chanacienzation ol CWOMOSOMe Mmarkers.

non-conservative change st e highly conserved position. In
all HMG box motifs known an sromatic residue is invariasbly
found at the correspanding position. The mutation does not
occur in more than 150 msls controls., We concluds that this
familisl mutation is not s trivisl polymorphism but causes
conditional sex inversion depending on the genetic (or en-
vironmental) background. - : . :




