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F I G U R E  1

FSH Uterus Ultrasound

Hypogonadotrophic hypogonadism
Hypothalamic amenorrhoea

Ovarian Insufficiency             
Turner Syndrome  

46,XY Disorder of gonadal development
46,XY Disorder of androgen synthesis

Primary Amenorrhoea

Breast Development

Disorder of Müllerian development
46,XY Disorder of androgen synthesis

46,XY Disorder of androgen ac�on

Polycys�c ovarian syndrome
Ou�low obstruc�on

Delayed/Absent

Low or 
normal High Absent Present

Normal
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Genomic tes�ng
• Single gene analysis (only if monogenic 

condi�on clearly  suspected)
• Microarray (if not done already, 

par�cularly if associated malforma�ons)
• High Throughput Sequencing

Ini�al evalua�on 
•Clinical phenotyping – history and examina�on 
•Chromosome analysis (QF-PCR then Karyotype/Microarray)
•Consent for DNA storage and genomic tes�ng

DSD Mul�disciplinary Team Mee�ng 
• Clinical endocrinology 
• Steroid & pep�de biochemistry 
• Clinical gene�cs 
• Molecular gene�cs

46,XX DSD or 46,XY DSD

Liaise and discuss results 
with clinical gene�cist in 

DSD team

Sex chromosome DSD or 
chromosome varia�on 

likely to explain DSD

Confirmatory result 
(Pathogenic/likely 
pathogenic gene 

variant)

VOUS or No causal gene�c 
variants iden�fied

Consider WES/WGS, especially if:
• Associated malforma�ons 
• Endocrine abnormali�es  
• Posi�ve family history
• Parental consanguinity

Clinical Gene�cs 
• Gene�c counselling
• Plan any further tests
• Cascade gene�c 

tes�ng in the family 
(if appropriate)
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α α β β β

Low T & 
Low Precursors

Low T & 
High Precursors

High/Normal T
Low DHT

High / Normal / Low T
Normal DHT

Normal / High AMH
Poor/Normal func�onal response to T

Leydig cell hypoplasia
Gonadal dysgenesis

Lipoid CAH
P450 SCC def
3βHSD2 def

17α-OH/17,20-lyase def

P450 OR def
3βHSD2 def

17α-OH/17,20-lyase def

5α-reductase2 def

AIS
Non-specific XY DSD

Standard HCG s�mula�on

ACTH s�mulated Cor�sol Response**

Prolonged HCG 
s�mula�on*

Low T & 
Low Precursors

Normal Low Normal Low

17βHSD3 def
17,20-lyase def

Cytochrome B5 def

Urinary 5β:5α

Normal High
AKR def
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Inheritance
46 XX/46 Gonadal 

dysgenesis
Testicular 
DSD

Ovotesticular 
DSD Associated Features
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