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The term intersex used in the past has been replaced by “Disorders of Sex Differentiation”. In this
condition the development of chromosomal, gonadal or anatomical sex is atypical. This problem
creates anxiety to the parents and a challenge for attending doctor. The problems faced by the
individual are sexual, reproductive, sex of raring, placement in the society and psychological impact.
The optimal management of the patient should be individualized by multidisciplinary team. Three cases
of Disorders of Sex Differentiation (DSD) are presented with different causes and presentations. Two
cases carrying XY karyotype pattern, while one case was of XX. The diagnosis of swyers syndrome, 5
alpha reductase deficiency and congenital adrenal hyperplasia was made on the basis of genital tract
development, hormonal analysis and karyotyping. The strange feature which was common in all these
cases was the wish of patients as well as family members to adopt sex of raring as male.
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INTRODUCTION

Disorders of Sex Differentiation (DSD) is congenital
disorder, where development of chromosomal, gonadal or
anatomical sex is atypical.' in the past the term intersex
was used but Chicogo consensus in 2005 replaced the
nomenclature by DSD.> The overall incidence of DSD is
1 in 5500.* The new classification has taken three main
diagnostic categories, 46XY DSD (Female male), 46XX
DSD (female female) and true hermaphrodites.®” The
evaluation and management are complex and
multidisciplinary team approach is needed. Besides
sexuality and fertility main problem is the sex of raring
and psychological impact on the child. Health
professional should emphasize to the families that child
with DSD has the potential to become well-adjusted
functional members of society. Here we present three
cases of different presentation, with different karyotyping
pattern but all adopted sex of raring as male.

CASE -1

A 10 years old boy was referred from paediatric surgical
unit with the complaints of ambiguous genitalia and
passage of urine through a hole in the perineum since
birth. In his past surgical history, he had circumcision at 2
year of age, orchidopexy and herniotomy at the age of 4
year. Plastic surgery of genitalia at the age of 8 year alone
with cystourethroscopy by paediatric surgeon and
urologist. Phenotypically he was male, his height was 4
feet and weight was 31 kg. On genital examination
phallus was <2 cm, no penile urethra, urethral orifice was
at the base of the phallus and vaginal orifice was below
the urethral orifice. Labia majora was of pre pubertal
form, there was a swelling about 2x2 cm, mobile and firm
in consistency in the right labia majora. On pelvic

ultrasound uterus was small about 2.5x1cm, ovaries or
testes could not be seen. His testosterone, FSH and LH
levels were normal male like. His karyotyping was
46XY. Biopsy from the right sided swelling showed early
testicular tissue.

On the basis of all these findings he was
diagnosed as a case of mixed gonadal dysgenesis (Swyer
syndrome). Diagnosis was declared to him as well as
parents and management options were discussed. They
decided the sex of rearing as male. Total abdominal
hysterectomy was performed as well as testicular swelling
was removed. He was referred to plastic surgeon for
reconstruction of external genitalia. Vaginal obliteration
was done by plastic surgeon. His physical appearance
was also modified as male.

CASE-2

A 16 years old girl was brought to gynae OPD with
primary amenorrhea. She was accompanied by her sister
who was having same problem. On clinical examination
she was female looking. Her height was 5 feet and weight
was 55 kg. Breasts were not developed and axillary and
pubic hair was sparse, tanner stage ByP;A;. On
examination of external genitalia, there were sparse pubic
hair and phallus was <2.5 cm. There was hypospadias at
the base of the phallus, scrotum was splited into two
palpable masses in the lower part. Vagina was blind
showing only a dimple. On ultrasound uterus, fallopian
tubes and ovaries were absent. There was testicular tissue
in both scrotal swellings. Her hormonal profile FSH, LH
and testosterone was within the male range and DHT was
decreased. Her karyotype was 46XY. Diagnosis of 5
alpha reductase deficiency was made. Diagnosis was
declared to the parents as well as to the patient, they chose
her sex of raring as male. She was referred to the plastic
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surgeon for urethral and phallus reconstruction and
removal of the testes. Her physical appearance was also
converted to male like (see picture case No 2).
Endocrinologist was consulted, she was put on
testosterone and was advised for regular follow-up.

CASE-3

A healthy 22 years old male presented with ambiguous
genitalia and pain hypogastrium that was of sudden onset
6-8 months back. He was born of consanguineous
marriage. His family history was significant, his paternal
cousin was having the same signs and symptoms. On
general physical examination his height was 153 cm,
weight was 87 kg. His breast were not developed and his
axillary and pubic hair were having male pattern. His
external genitalia was ambiguous, having scrotal sac with
no testis and a small penis (phallus 3.5 cm). His
abdomino-pelvic scan showed a uterus measuring about
38x18%22 mm, anteverted with normal contour and
texture and collapsed cavity. Both ovaries were normal
looking. High resolution B scan of scrotum showed both
testicles were absent. On laboratory investigations his LH
was 11.92 miwml (normal 1.0-12.5), FSH 4.58miw/ml
(normal 1.0-12.1), Serum Testosterone 7.44ng/ml
(normal 2.5-12.5), Prolcatin was 205.37 ulU/ml (normal
42.5-414). Other investigations showed high levels of 17
hydroxy progesterone and low levels of plasma cortisol
levels. His karyotype was 46XX. This young male was
diagnosed as having Adult Type congenital Adrenal
Hyperplasia. =~ Management  was  started by
multidisciplinary approach involving Gynaecologist,
Endocrinologist and a Psychiatrist. He and his family
wanted total abdominal hysterectomy for rearing male
sex due to social and economic reasons. He was
counselled about changing gender and further treatment
but refused strongly to change his physical appearance.
He has been started on steroid therapy for few months as
advised by endocrinologist and has been asked for
follow-up, so we can proceed with his management
accordingly.

Figure-1 (Case-1): Swyer syndrome: External
genitalia showing enlarged clitoris and
hypospidias
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Figure-2 (Case-1): Physical appearance adopted

as male

Figure-3: (Case-2) Case of AIS, Female
appearance before treatment
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Figure-4 (Case-2): After treatment

Figure-5 (Case-3): Adult CAH (46XX)
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Figure-6 (Case-3): Adult CAH showing enlarged
clitoris

DISCUSSION

Confirmation of a baby sex at birth is common
curiosity, but when the sex assignment at birth
becomes difficult due to mixed feature of external
genitalia it causes severe anxiety to parents and
challenging dilemma for health provider. Patient
may present with phenotypically female while she
will be carrying XY chromosomes or vice versa.
We have presented three cases belonging to all the
categories of DSD. Their common feature was the
wish to adopt male as sex of rearing.

First case was of swyer syndrome where
SRY gene on Y chromosome is absent, which
results in inhibition of suppression of anti-
mullerian  hormone.® This results in the
development of female genital tract in male from
mullerian ducts. The incidence is 1:100,000 live
born males.” This exactly appeared in the 1*' case
where the patient was female phenotype with
46XY chromosomes and there was development of
uterus, tubes and vagina and under developed
testes. We don’t have the facility of testing SRY
gene so it was not done. It is easy to rare such
patients as female and there is possibility of
development of breasts and functioned uterus by
administration of hormone replacement therapy as
describe by Azidah A his case report.'”

In our case the patient and family strongly
opted to be a male due to social reasons. So,
hysterectomy, salpingectomy and gonadectomy
was performed as the reminant gonads may result
in seminoma formation. Similar cases have been
described by Patna Yak RI'' and Bagec G'?. The
diagnosis of swyer syndrome may be challenging,
sometimes the mullerian duct derived structures
i.e. uterus and fallopian tube may be hidden or not
well developed and analysis of genetic mutation
may not be available or helpful.
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The second case was Androgen Insensitivity
Syndrome (AIS). It is the X linked recessive
condition with the quoted incidence of 1 per 20400
live born males."”” There are two types complete
AIS and partial AIS depending upon the amount of
residual receptor.'* Both have 46 XY karyotypes.
In complete AIS patient has female external
genitalia, clitoris and vaginal introitis.'>'> The
phenotype of partial AIS may range from mildly
virilised  female  external  genitalia  with
clitoromegaly or mild under virilised male external
genitalia. Our case seems to have partial AIS as he
had 46 XY, non-developed breast and pubic hair,
slight clitoromegaly, hypospadias and scrotal
swelling containing gonad. Treatment depends
upon the type of AIS and also patients / relatives
desire for sex of raring. Treatment is hormone
replacement therapy and orchidectomy to prevent
the possibility of malignancy.'® Patient with partial
AIS may be treated with testosterone and/or
dehydro-testosterone  or therapy may vary
depending on the nature of gene defect.'” As in our
case patient opted sex of raring as male so
orchidectomy was performed and he was put on
testosterone by endocrinologist.

There is sometimes diagnostic dilemma in
differentiating between swyer syndrome and AIS."
In both conditions the karyotypes are 46 XY but
absence of breast and presence of uterus and pubic
hair makes the possibility of swyer syndrome.

The 3™ case was of non-classical late
onset adult congenital adrenal hyperplasia. It
involves a group of autosomal recessive disorders,
which result from deficiency of enzyme 21
hydroxylase or 11 beta hydroxylase involved in the
synthesis of cortisol, aldosterone or both. Males
and females are equally affected and the average
incidence is 1:15000 live births."” Diagnosis is
based upon  hormonal levels of 17-
Hydroxyprogesterone, Testosterone, DHEA
Sulphate, Andostenadion, cortisol and plasma
rennin.’”?' In our patient beside phenotypical
characteristics, karyotype was 46XX, genital
organs were female like and the level of
testosterone and 17-hydroxyprogesterone were
increased.

The treatment is based up the principle of
replacing normal glucocorticoids and
psychological support. Reconstructive surgery of
genital tract may help patient acquiring sexual and
fertility problems. This patient was counselled for
sex of raring as female as there are good chances
of acquiring menses, sexuality and fertility by
medical as well as surgical treatment. He was put
on steroids by endocrinologist. He strictly refused
to adopt female status due to social reasons as he
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was the earning person for his family. He also
insisted for removal of uterus and tubes he was
referred to psychiatric colleague and counselling
and follow up was advised.

CONCLUSION

Early diagnosis of females presenting with
amenorrhea is important. Treatment of these
problems need multidisciplinary approach. These
patient needs care of puberty, sexuality, fertility,
psychological support and adjustment in the
society.

REFERENCES

1.  Hughes IA. Disorder of sex development a new definition
and classification. Best Pract Res Clin Endocrinol Metab
2008;22(1):119-34.

2. Hughes IA, Houk C, Ahmad SF, Lee PA. Consensus
statement on management of intersex disorders. Arch Dis
Child 2006;91(7):554-63.

3. Lee PA, Houk CP, Ahmad SF, Hughes IA. Consensus
statement on management of intersex disorder.
International consensus conference on intersex. Pediatrics
2006;118(2):e486-500.

4.  Blackless M, Charuvastra A, Derryck A, Fausto-sterling
A, Lauzanne K. Lee E. How Sexually dimorphic are we?
Review and synthesis. Am J Hum Biol 2000;12(2):151-
66.

5. Sax L. How common is intersex? A response to anne
fausto-sterling. J Sex Res 2002;39(3):174-80.

6. Erdegan S, Kara C, Ucakturk A, Aydin M. Etiological
classification and clinical assessment of children and
adolescents with disorders of sex development. J Clin Res
Endocrinol 2011;3(2):77-83.

7. Crosby BM, Mansauri R, Dietrich JD, Muccullough LB,
Sultan UR, Austin EG, et al. State of the art review in
gonadal dysgenesis: Challenges in diagnosis and
management. Int J Pediatr Endocrinol 2014;2014(1):4.

8. Swyer GI. Male pseudohermaphiditism: A hitherto
undiscribed form. Br Med J 1955;2(4941):709—12.

9. Vollrath D, Teote SD, Hilton A, Page CD. The human Y
chromosome swyer GIM male preudohermophrodism: A
hithesto underdescribed form. Br Med 1995;2:709-12.

10. Azidah AK, Nik Hazlina NH, Aishah MN. Swyer
syndrome in a woman with pure 46, XY gonadal
dysgenesis and a hypoplastic uterus. Malays Fam
Physician 2013;8(2):58-61.

11. Patnayak RI, Suresh V, Jena A, Raja Gopal G,
Vijayalakshmi B, Reddy AP, et al. Swyer syndrome: a
case report with literature. INMA J Nepal Medical Assoc
2012;52(186):72-4.

12. Bagec G, Bisgin A, Karauzam SB, Trak B, Laleu G.
Complete gonadal diagnosis 46, XY (Swyer Syndrome) in
two sister and then maternal aunt with female phenotype.
Fertil Steril 2011;95(5):e1-3.

13. Beglund A, Johannson HT, Stochholm K, Viuft HM,
Folder J, Mian MK, et al. Incidence, prevalence,
diagnostic delay and clinical presentation of female 46 XY
disorders of sex development. J Clin Endocrinol Metab
2016;101(12): 4532-40.

14. Mangan RN, Tadokorna RC, Bunch T, Hughes Al
Androgen insensitivity syndrome. Best Pract Res Clin
Endocrinol Metab 2015;29(4):569-80.

15. Hashmi A, Hanif F, Hanif MS, Abdullah EF, Shamim
SM. Complete androgen insensitivity syndrome. J Coll
Physicians Surg Pak 2008;18(7):442-4.

http://www.jamc.ayubmed.edu.pk 457



16.

17.

18.

Houghes IA, Davis JD, Burch TI, Pasterski V,
Mastroyannopoulou K, Dougall JM. Androgen
insensitivity syndrome. Lancet 2012;380(9851):1419-28.
Winterborn HM, France EN, Raiti S. Incomplete
testicular feminization. Arch Dis Child
1970;45(244):811-2.

Becker D, Waih LM, Chong YH, Gosai SJ, Henduson
NK, Melburn J, et al. Topical dihydrotestosterone to treat
micropenis secondary to partial androgen insensitivity
syndrome (PAIS) before during and after puberty — a case
series. J Pediatr Endocrinol Metab 2016;29(2):173-7.

19.

20.

21.

J Ayub Med Coll Abbottabad 2019;31(3)

Nunes E, Rodrigues C, Geraldes F, Aguas F.
Differentiating swyer syndrome and complete androgen
insensitivity syndrome: a diagnostic dilemma. J Pediatr
Adolesc Gynaecol 2014;27(3)e67-8.

Aceto T Jr, Macgillivray MH, Caprano VJ, Munschaker
RV, Raiti S. Congenital virilizing hyperplasia without
acceleration of growth or bone maturation. JAMA
1996;198(13):1341-3.

Al-Agha A, Ochettrec AH, Al-Tamimi MD. Association
between genotype, clinical presentation and severity of
adrenal hyperplasia: a review. Turk J Pediatr
2012;54(4):323-32.

Submitted: 31 May, 2018 |

Revised: --

| Accepted: 18 March, 2019 |

Address for Correspondence:
Sadaqat Jabeen, Professor HOD gynae A unit, MTI lady Reading Hospital, Peshawar-Pakistan
Email: drsadaqatjabeen@gmail.com

458

http://www.jamc.ayubmed.edu.pk



