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Sex reversal in a child with a 46,X,Yp +
karyotype: support for the existence of a gene(s),

located in distal Xp, involved in testis formation
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Abstract
We report on a sex reversed Japanese
child with a 46,X,Yp + karyotype, minor
dysmorphic features, and no testicular
development. The Yp + chromosome was
derived by translocation of an Xp frag-
ment (Xp2l-Xp22.3) to Ypll.3. This has
resulted in deletion of distal part of the
Y chromosome pseudoautosomal region
(DXYS15-telomere) and duplication of
the X specific region (DXS84-PABX)
and proximal part of the pseudoauto-
somal region (MIC2-DXYS1 7). No deletion
of the Y specific region was detected
nor was any mutation found in SRY.
Cytogenetic analysis suggests that the
proximal part of the Xp fragment is
the most distal part of the short arm
of the Yp+ chromosome (Xp2l-Xp
22.3::Ypl 1.3 --Yqter). No chromosomal
mosaicism was detected.
These results are similar to previous

reports of sex reversal in four subjects
with a 46,Y,Xp + karyotype. We conclude
that the sex reversal is a direct, or in-
direct, consequence of having two active
copies of the distal part of Xp and may
indicate the presence of a gene(s) which

acts in the testis determination or differ-
entiation pathway.

Sex determination in man, and other mam-
mals, is chromosomally based: males have an
X and a Y chromosome, females have two X
chromosomes. Correlation between phenotype
and karyotype in subjects with unusual sex
chromosome constitutions has shown that the
Y chromosome carries a gene, TDF (testis
determining factor), essential for testis forma-
tion and male sex determination. Recent mo-
lecular analysis of the genomes of XX males
and XY females has provided strong evidence
that the Y located gene SRY is TDF,'-' and
this has been confirmed by transgenic mice
experiments.4 However, not all cases of sex
reversal can be explained by alterations in
SRY and it would be predicted that both 'gain
of function' and 'loss of function' mutations in
other genes in the sex determination pathway
may cause sex reversal. Another theoretical
possibility is that dosage of critical genes may
affect sex determination. In this report, we
describe a patient with sex reversal and an
extra fragment of Xp, which is translocated to
Yp.
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Figure 1 Histological finding of the gonad showing gonadoblastoma and ovarian
stroma (haematoxylin-eosin). Nests composed ofgerm cells and immature sex cord
derivatives contain rounded hyaline bodies. These nests are embedded in immature
ovarian stroma. No testicular structure is seen.

Case report
A phenotypic female child was born to non-
consanguineous parents at 40 weeks of gesta-
tion after an uncomplicated pregnancy and
delivery. The parents and older sister were
clinically normal. The birth length was 48 cm
and weight 2900 g. From birth, she was admit-
ted frequently to a local hospital with recur-
rent fever.
At 2 years 3 months of age, the patient was

referred to Keio University Hospital because of
high fever, lymphadenopathy, and erythematous
rashes. Physical examination showed a weak
child with marked hypotonia. External genitalia
were feminine and there was no clitoromegaly
or labial fusion. Dysmorphic features included
frontal bossing, antimongoloid slant, large, low
set ears with thick auricular folds, and cleft
palate. Psychomotor development was severely
retarded. Laboratory studies showed anaemia
(Hb 9 5 g/dl), thrombocytopenia (7-1 x 104/gl)3
positive antinuclear antibody (2560X, homo-
geneous pattern) and anti-DNA anti-
body (320X), decreased complement level
(C3 03 g/l), and immunoglobulin A (IgA)
deficiency (<0 01 g/l). After a diagnosis
of systemic lupus erythematosus (SLE),
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The copy number of each locus.

Locus (probe) Enzyme RFLP Patient Sister Father Mother Reference

Pseudoautosomal region
DXYS14 (29C1) TaqI + 1 2 2 2 9
DXYS15 (113D) TaqI + 1 2 2 2 10
DXYS17 (601) TaqI + 3 2 2 2 11
MIC2 (19B) TaqI - 3 (1-47) 2 (1-08) 2 (1-05) 2 (0-98) 12

X specific region
PABX (HfO.2) SstI - 2 (1-35) 2 (1-24) 1 (0 65) 2 (147) 13
DXS143 (dic56) BclI + 2 2 1 2 14
DXS9 (RC8) TaqI - 2 (1-05) 2 (1 20) 1 (0 60) 2 (1-02) 15
DXS43 (pD2) PvuII - 2 (0-85) 2 (0 80) 1 (0 38) 2 (0 78) 16
DXS41 (p99-6) PstI - 2 (0-96) 2 (1-10) 1 (0-49) 2 (1-12) 16
ZFX (pPB, pMF-1) EcoRI - 2 (1-06) 2 (1-19) 1 (0 60) 2 (1 05) 17
DXS164 (pERT87-1) PvuII - 2 (0-23) 2 (0-21) 1 (0 09) 2 (0 19) 18
DXS84 (754) PvuII - 2 (0 30) 2 (0-28) 1 (0-12) 2 (0-28) 19
OTC (cDNA probe) PvuII - 1 (0 12) 2 (0-27) 1 (0 11) 2 (0-23) 20
DXS7 (L1.28) TaqI - 1 (0-63) 2 (1-31) 1 (0-74) 2 (1-25) 21

Y specific region
PABY (HfO.2) SstI - 1 (0 60) 0 1 (0-75) 0 13
SRY (pY53.3) EcoRI - 1 (0 75) 0 1 (0-84) 0 1
DYS104 (27a) EcoRI - 1 (0 64) 0 1 (0 73) 0 22
ZFY (pPB, pMF-1) EcoRI - 1 (1 23) 0 1 (1 25) 0 17

The copy number of each locus was determined by the presence ofRFLP (DXYS14, DXYSI5, DXYSJ 7, and DXS143) or by the
comparison of band intensity (other loci). The values in parentheses represent the ratio of the band intensity between each locus and
autosomal TK gene. The loci are arranged from telomere to centromere.

she received corticosteroid therapy. At 2
years 6 months of age, a human chorionic
gonadotrophin test (3000 IU/m2/dose im for
three consecutive days) was done, yielding no
testosterone response (<05- <05 5nmol/l). At
three years of age, she exhibited persistent
SLE-like symptoms and died of cachexia.
Macroscopic examination of the internal

genitalia at necropsy showed that Mullerian
duct derivatives (fallopian tubes, uterus, and
upper portion of vagina) were normally de-
veloped and Wolffian duct derivatives were
absent. Streak gonads were observed in the
place of ovaries. Other organs were normal.
Microscopic examination of the gonads
showed ovarian stroma and gonadoblastoma
(fig 1). Testicular development and ovarian
germ cells were absent. In the extragonadal
organs, severe necrotising vasculitis character-
istic of polyarteritis nodosa was observed.

Methods
CYTOGENETIC STUDIES
Chromosome analysis was performed on 50
peripheral blood lymphocytes of the patient,
her older sister, and parents using G banding.56
In the patient, high resolution G banding was
also performed with ethidium bromide.7

SOUTHERN BLOT ANALYSIS
Genomic DNA was extracted from blood cells
of all the family members. Southern transfer,
probe hybridisation, and autoradiography
were carried out by the standard methods.8
The restriction enzymes and probes used are

shown in the table. The copy number of each
locus was determined by comparison of band
intensity or by the presence of restriction frag-
ment length polymorphisms. Band intensity
was measured by a laser densitometer (Ultro-
scan, LKB), using the bands for the autosomal
gene TK (probe kindly provided by Dr Y-F
Lau) and Xq gene F8C23 as intensity controls.
For paternity testing, a minisatellite probe
Ms124 was hybridised with AluI digested
DNA.

MUTATIONAL ANALYSIS OF SRY
SRY of this patient was subjected to both
single strand conformational polymorphism
(SSCP) analysis2526 and DNA sequencing (fig 2).
For SSCP analysis, polymerase chain reaction
(PCR) amplifications were performed with
primers XES1O and XES1 1 flanking the SRY
open reading frame,' generating a 778 bp
fragment. Amplifications were performed with
0-5 to 1 0 gg genomic DNA under standard
conditions8 in a reaction volume of 50 pi.
After an initial incubation of two minutes at
94°C, reactions were cycled for 80 seconds
at 94°C, 1-5 minutes at 60°C, and 2-5 minutes
at 71°C for 32 cycles. Primer sequences
were: XES10 5'-GAGCTCGAGAATTCG-
GTGTTGAGGGCGGAGAAATGC-3' and
XES11 5'-GAGCTCGAGAATTCGTAGC-
CAATGTTACCCGATTGTC-3'. Two-fifths
of the amplified DNA was fractionated on a
0-6% agarose gel. The amplified fragment was
excised from the gel and melted and 1 jil of this
DNA was reamplified with primers XES7 and
XES2, generating a 609 bp fragment. PCR

XES2 XES1 1
4- .4-

1022

XES10 XES7

354 Hp D XH D T P

HMG RELATED BOX
Figure 2 A schematic map of SR Y. The boxed region represents the open reading frame of SRY extending from nucleotide positions 354-1022 o0
the genomic clone of p Y53.3. The positions of oligonucleotide PCR primers are indicated by horizontal arrows. The positions of the restriction
endonuclease sites DdeI (D), HpaII (Hp), XbaI (X), HinfI (H), TaqI (T), and PstI (P) are marked between the primers XES7 and XES2.
The positions of these sites are: D, 536 and 672; Hp, 495; X, 648; H, 654; T, 798; and P, 874.
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Figure 3 The X and Yp + chromosomes of the patient by high resolution G banding.

conditions were as described previously.2
Primer sequences were: XES7 5'-CCCGAATT-
CGACAATGCAATCATATGCTTCTGC-3'
and XES2 5'-CTGTACCGGTCCCGTTG-
CTGCGGTG-3'. One microlitre of the PCR
product was digested with DdeI, and double
digested with Hinfl and TaqI, and HpaII and
PstI in a 10 pl volume. SSCP analysis was as
described previously.2
For DNA sequencing, two-fifths of the

XES1O/XES1 1 DNA amplification was digested
with EcoRI to cleave the 5' ends of the primers.
Digested DNA was fractionated on a 0 6%
agarose gel. The DNA fragments were excised
from the gel and ligated into the EcoRI site of
pUC19. Ligated plasmids were transformed
into E coli DH5a. DNA from a single colony
was purified by CsCl gradient centrifugation.
Purified DNA was sequenced as double
stranded DNA by the dideoxy chain
termination method27 on one strand using syn-
thetic oligonucleotide primers and Sequenase
(USB).

Results
CYTOGENETIC STUDIES
The patient's karyotype was 46,X,Yp + in all
of the 50 cells examined. On the elongated Yp,
four extra dark bands were visible by high
resolution G banding, the most distal band
being the largest (fig 3). The karyotypes of the
older sister and the parents were normal.

SOUTHERN BLOT ANALYSIS
Representative results are shown in fig 4 and
summarised in the table. In the patient, only a
single copy was detected for DXYS14 and
DXYS15 in the distal part of the pseudoauto-
somal region (PAR), whereas three copies were
found for DXYSJ 7 and MIC2 in the proximal
part of the PAR. The X specific loci from
PABX to DXS84 were present in two copies.
The Y specific loci were present in a single
copy as expected. Paternity was confirmed by
the minisatellite analysis.

U
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MUTATIONAL ANALYSIS OF SRY
In the SSCP analysis, none of the three dif-
ferent restriction enzyme digests gave an ab-
normal banding pattern as compared with nor-
mal male controls (fig 5). The DNA sequence
was also completely normal (data not shown)..4: 4*. 4

Figure 4 Southern blot analysis (P= patient, S= sister, F=father, M= mother).
(A) TaqI digests probed with 29CI. The paternal DXYS14 locus has not been
inherited by the patient, though the maternal locus is present. (B) SstI digests probed
with HfO.2. The patient has both the X specific 4 5 kb band and the Y specific 3 2 kb
band, with a band intensity ratio approximating 2:1. (C) EcoRI digests probed with
p Y53.3. The patient is positive for SR Y. (D) BclI digests probed with dic56. RFLP
is shown for the patient as well as her sister and mother, showing the presence of two
copies of this locus. (E)-(I) PvuII digests probed with pER T87-1, 754, and probes
for OTC, TK, and F8C, respectively (same filter). The patient has two copies of
DXS164, DXS84 and TK, and one copy of OTC and F8C.

Discussion
Our results suggest that the paternal distal Xp
segment (Xp2 l-p22.3) was translocated to
Yp 11.3 and inverted to form the Yp+ chro-
mosome (Xp2l -*Xp22.3::Yp 1 1.3- Yqter) (fig
6). Although the Y chromosome is missing the
distal part of the PAR, no deletion of the Y
specific region was detected nor was any muta-
tion found in SRY. This strongly indicates
that the impaired testis formation and the
resultant female development of our patient
occurred in the presence of SRY.

228

AfiiC

-I...

.-Wr..

4 40



Sex reversal in a child with a 46,X, Yp+ karyotype

Pat -ert

-- -- uortro:

_-XY fe iaie

XY fEnraie

f tIz!ntro.

Figure 5 SSCP analysis of SR Y. Shown is DNA
from the patient described here, normal male DNA, and
DNA from two XY females with apparently normal
SRY genes. Amplified DNA was digested with HpaII
and PstI.

This patient is similar to four non-mosaic
sex reversed patients with a 46,Y,Xp + karyo-
type. In spite of the presence of a morphologic-
ally normal Y chromosome, two sibs with
46,Y,dup(X)(p21 -+pter)28 and two patients
with 46,Y,dup(X)(p21.2- p22.2) and 46,Y,
dup(X)(p21.2-+p22.3) respectively29 exhib-
ited a female phenotype. Furthermore, the two
sibs were examined for gonadal structure and
confirmed to lack testis formation. In contrast
to the four patients, all other reported non-
mosaic patients with a partial X chromosome
duplication between Xp21.2 and Xqter
showed male sex development in the presence
of a normal Y chromosome.3>36
The four sex reversed patients and our

patient have a similar duplication of an active
X specific segment encompassing distal Xp2l

Breakage

- Breakage

I

Paternal X and Y

0
DXYS15
DXYS 17

PABY
SRY

cen

Yqter
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Yqter

I

Yp+
Figure 6 A schematic representation of the generation of the Yp + chromosome.
Striped, stippled, and white areas depict X specific, Y specific, and pseudoautosomal
regions, respectively. Chromosomal breakage occurred in the X and Y pseudoautosomal
regions between DXYS15 and DXYS17 and in the X specific region between DXS84
and OTC. The Xp fragment (Xp2l-Xp22.3) was translocated to Yp and inverted to
form the Yp + chromosome. Note that the most distal dark band of the Yp +
chromosome in fig 2 corresponds well to Xp2l.

and proximal Xp22 (the translocated Xp seg-
ment in our patient lacks the inactivation
centre37 and the duplicated X chromosome
segments in karyotypically male patients have
been reported to escape inactivation36). Thus,
it appears logical to assume that the same
mechanism inhibiting testis formation is oper-
ating in the four patients with dup(Xp) and
in our patient with Yp +. Although latent
mosaicism in the gonad or a position effect on
SRY might be possible in our patient, there is
no evidence for either mechanism (the associ-
ated alteration of PAR is unlikely to affect
sexual phenotype, since neither monosomy nor
trisomy of the PAR influences testis forma-
tion3839). Similarly, although it might be pos-
sible in the four patients with dup(Xp) that
latent mosaicism or a mutation of SRY existed,
or that the breakage of Xp caused a gene
disruption which acted as a dominant inhibitor
for testis formation, such a mechanism also
remains speculative.

If a causal relationship exists between two
active doses of the Xp distal region and
impaired testis formation, this implies that a
gene or genes subject to X inactivation,
involved in testis formation, exist in this region
and two active copies of the gene(s) hinder the
testis determination or differentiation process.
Under this hypothesis, patients with only one
active copy of the gene(s), for example,
47,XXY and 48,XXXY, masculinise like nor-
mal 46,XY males, whereas patients with two
active copies of the gene(s), for example,
46,Y,dup(Xp) and 46,X,Yp+, result in sex
reversal. Because no evidence for global de-
velopmental disruption was found in our
patient, it appears that this gene(s) functions
mainly, if not exclusively, in the gonad. Fur-
thermore, it is possible that some SRY positive
XY females may be explained by cryptic
duplications of the gene(s) proposed here. It is
also possible that other types of alteration in
the gene(s) would cause sex reversal. Although
Bernstein et aP8 ascribed defective testis for-
mation of two sibs with dup(Xp) to absent
H-Y antigen, and Scherer et aP9 regarded two
copies of ZFX as the cause of sex reversal in
two patients with dup(Xp), both hypotheses
are untenable at present for the following
reasons. (1) It has been shown that H-Y anti-
gen is not required for testis determination.404'
(2) ZFX has been shown to escape inactiva-
tion,42 so that if two copies ofZFX result in sex
reversal, Klinefelter patients should develop as
females.

In the present case, polyarteritis nodosa
(autoimmune inflammatory disease) and IgA
deficiency were observed. Interestingly, the
association between sex chromosome aberra-
tions and immune related diseases has been
described previously.4345 However, it is uncer-
tain at this time whether the immune related
complications of our patient were directly
related to the Yp + chromosome.

The authors would like to thank Dr T Ojima
for providing important clinical data.

1 Sinclair AH, Berta P, Palmer MS, et al. A gene from the
human sex-determining region encodes a protein with

DXYS15
DXYS 1 7

PABX

DXS84
OTC

cen

0

S

/

/E
/

Xqter
I

229



Ogata, Hawkins, Taylor, Matsuo, Hata, Goodfellow

homology to a conserved DNA-binding motif. Nature
1990;346:240-4.

2 Berta P, Hawkins JR, Sinclair AH, et al. Genetic evidence
equating SRY and the testis-determining factor. Nature
1990;348:448-50.

3 Jager RJ, Anvert M, Hall K, Scherer G. A human XY
female with a frame shift mutation in the candidate testis-
determining gene SRY. Nature 1990;348:452-4.

4 Koopman P, Gubbay J, Vivian N, et al. Male development
of chromosomally female mice transgenic for Sry. Nature
1991;351:1 17-21.

5 Seabright M. A rapid banding technique for human chro-
mosomes. Lancet 1971;ii:971-2.

6 Seabright M. Improvement of trypsin method for banding
chromosomes. Lancet 1973;i: 1249-50.

7 Ikeuchi T. Inhibitory effect of ethidium bromide on mitotic
chromosome condensation and its application to high-
resolution chromosome banding. Cytogenet Cell Genet
1984;38:56-61.

8 Sambrook J, Fritsch EF, Maniatis T. Molecular cloning: a
laboratory manual. 2nd ed. New York: Cold Spring Har-
bor Laboratory Press, 1989.

9 Cooke HJ, Brown WRA, Rappold GA. Hypervariable telo-
meric sequences from the human sex chromosomes are
pseudoautosomal. Nature 1985;317:687-92.

10 Simmler M-C, Rouyer F, Vergnaud G, et al. Pseudoautoso-
mal DNA sequences in the pairing region of the human
sex chromosomes. Nature 1985;317:692-7.

11 Rouyer F, Simmler M-C, Johnsson C, Vergnaud G, Cooke
HJ, Weissenbach J. A gradient of sex linkage in the
pseudoautosomal region of the human sex chromosomes.
Nature 1986;319:291-5.

12 Goodfellow PJ, Darling SM, Thomas NS, Goodfellow PN.
A pseudoautosomal gene in man. Science 1986;234:740-3.

13 Ellis NA, Goodfellow PJ, Pym B, et al. The pseudoautoso-
mal boundary in man is defined by an Alu repeat sequence
inserted on the Y chromosome. Nature 1989;337:81-4.

14 Middlesworth W, Bertelson C, Kunkel LM. An RFLP
detecting single copy X-chromosome fragment, dic56,
from Xp22-Xpter. Nucleic Acids Res 1985;13:5723.

15 Murray JM, Davies KE, Harper PS, Meredith L, Mueller
CP, Williamson R. Linkage relationship of a cloned DNA
sequence on the short arm of the X chromosome to
Duchenne muscular dystrophy. Nature 1982;300:69-71.

16 Aldridge J, Kunkel LM, Bruns G, et al. A strategy to reveal
high frequency RFLPs along the human X chromosome.
AmJf Hum Genet 1984;36:546-64.

17 Palmer MS, Berta P, Sinclair AH, Pym B, Goodfellow PN.
Comparison of human ZFY and ZFX transcripts. Proc
Natl Acad Sci USA 1990;87:1681-5.

18 Monaco AP, Bertelson CJ, Middlesworth W, et al. Detec-
tion of deletions spanning the Duchenne muscular dys-
trophy locus using a tightly linked DNA segment. Nature
1985;316:842-5.

19 Hofker MH, Wapenaar MC, Goor N, Bakker E,
van Ommen G-JB, Pearson PL. Isolation of probes
detecting restriction fragment length polymorphism from
X chromosome-specific libraries: potential use for dia-
gnosis of Duchenne muscular dystrophy. Hum Genet
1985;70: 148-56.

20 Horwich AL, Fenton WA, Williams KR, et al. Structure
and expression of a complementary DNA for the nuclear
coded precursor of human mitochondrial ornithine trans-
carbamylase. Science 1984;224:1068-74.

21 Davies KE, Pearson PL, Harper PS, et al. Linkage analysis
of two cloned DNA sequences flanking the Duchenne
muscular dystrophy locus on the short arm of the human
X chromosome. Nucleic Acids Res 1983;11:2303-12.

22 Pritchard CA, Goodfellow PJ, Goodfellow PN. Isolation of
a sequence which maps close to the human sex determin-
ing gene. Nucleic Acids Res 1987;15:6159-69.

23 Gitschier J, Wood W, Goralka T, et al. Characterization of
the human factor VIII gene. Nature 1984;312:326-30.

24 Wong Z, Wilson V, Patel I, PoveyS, Jeffreys AJ. Charac-
terization of a panel of highly variable minisatellites
cloned from human DNA. Ann Hum Genet 1987;
51:269-88.

25 Orita M, Iwahana K, Kanazawa H, Hayashi K, Sekiya T.
Detection of polymorphisms of human DNA by gel
electrophoresis as single-strand conformation poly-
morphisms. Proc Natl Acad Sci USA 1989;86:2766-70.

26 Orita M, Suzuki Y, Sekiya T, Hayashi K. Rapid and
sensitive detection of point mutations and DNA poly-
morphisms using the polymerase chain reaction. Genomics
1989;5:874-9.

27 Sanger F, Nicklen S, Coulson AR. DNA sequencing with
chain-terminating inhibitors. Proc Natl Acad Sci USA
1977;74:5463-7.

28 Bernstein R, Jenkins T, Dawson B, et al. Female phenotype
and multiple abnormalities in sibs with a Y chromosome
and partial X chromosome duplication: H-Y antigen and
Xg blood group findings. J Med Genet 1980;17:291-300.

29 Scherer G, Schempp W, Baccichetti C, et al. Duplication of
an Xp segment that includes the ZFX locus causes sex
inversion in man. Hum Genet 1989;81:291-4.

30 Steinbach P, Horstmann W, Scholz W. Tandem duplica-
tion dup(X)(ql3q22) in a male proband inherited from
the mother showing mosaicism of X inactivation. Hum
Genet 1980;54:309-13.

31 Nielson KB, Langkjer F. Inherited partial X chromosome
duplication in a mentally retarded male. J Med Genet
1982;19:222-3.

32 Vejerslev L, Rix M, Jespersen B. Inherited tandem duplica-
tion dup(X)(ql31-q212) in a male proband. Clin Genet
1985;27:276-81.

33 Schwartz S, Schwartz MF, Panny SR, Peterson CJ, Waters
E. Inherited X-chromosome inverted tandem duplication
in a male traced to a grandparental mitotic error. Am J
Hum Genet 1986;38:741-50.

34 Cremers FPM, Pfeiffer RA, van de Pol TJR, et al. An
interstitial duplication of the X chromosome in a male
allows physical fine mapping of probes from the Xql3-
q22 region. Hum Genet 1987;77:23-7.

35 Thode A, Partington MW, Yip M-Y, Chapman C,
Richardson VF, Turner G. A new syndrome with mental
retardation, short stature and an Xq duplication. Am J
Med Genet 1989;30:239-50.

36 Schmidt M, Du Sart D, Kalitsis P, et al. Duplications of the
X chromosome in males: evidence that most parts of the X
chromosome can be active in two copies. Hum Genet
1991;86:519-21.

37 Brown CJ, Lafreniere RG, Powers VE, et al. Localization of
the X inactivation centre on the human X chromosome in
Xql3. Nature 1991;349:82-4.

38 Curry CJR, Magenis RE, Brown M, et al. Inherited chon-
drodysplasia punctata due to a deletion of the terminal
short arm of an X chromosome. N Engl J Med
1984;311:1010-5.

39 Jacobs PA, Strong JA. A case of human intersexuality
having a possible XXY sex determining mechanism.
Nature 1959;183:302-3.

40 McLaren A, Simpson E, Tomonari K, Chandler P, Hogg
H. Male sexual differentiation in mice lacking H-Y anti-
gen. Nature 1984;312:552-5.

41 Simpson E, Chandler P, Goulmy E, Disteche CM,
Ferguson-Smith MA, Page DC. Separation of the genetic
loci for H-Y antigen and for testis determination on
human Y chromosome. Nature 1987;326:876-8.

42 Schneider-Gadicke A, Beer-Romero P, Brown LG,
Nussbaum R, Page DC. ZFX has a gene structure similar
to ZFY, the putative human sex determinant, and escapes
X inactivation. Cell 1989;57:1247-58.

43 Stern R, Fishman J, Brusman H, Kunkel HG. Systemic
lupus erythematosus associated with Klinefelter's syn-
drome. Arth Rheum 1977;20:18-22.

44 Lenoble L, Kaplan G. Systemic lupus erythematosus in a
woman with primary 47XXX hypogonadism. Rev Med
Intern 1987;8:430-2.

45 Donti E, Nicoletti I, Venti G, et al. X-ring Turner's
syndrome with combined immunodeficiency and selective
gonadotropin defect. J Endocrinol Invest 1989;12:257-63.

230


