AROMATIC L-AMINO ACID DECARBOXYLASE (AADC) DEFICIENCY:

A genetic neurotransmitter disease with a devastating clinical course'

Patients most often do not achieve developmental
milestones and may present with hypotonia,
oculogyric crisis, and autonomic symptoms, and
require lifelong care’*¢

AADC deficiency is a rare, inherited disorder
of neurotransmitter synthesis resulting from a

mutation in the dopa decarboxylase (DDC) gene'

AADC deficiency has the potential to

be misdiagnosed due to similarity of
symptoms associated with other conditions,
including cerebral palsy, epilepsy, and
neuromuscular weakness*’-°

Mutations in the DDC gene result in reduced
AADC enzyme activity, leading to severe
combined deficiency of the neurotransmitters
dopamine, serotonin, noradrenaline,

and adrenaline?®

Patients with AADC deficiency have been
documented worldwide, spanning gender,
ethnic origin, and geographic region*®

The lack of these neurotransmitters leads to
movement disorders, autonomic symptoms,
and behavioural symptoms**

) Consider genetic testing for AADC deficiency in patients with unexplained :
hypotonia, movement disorders (especially oculogyric crisis), autonomic symptoms, PTE:)
and developmental delay. Y
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Expert consensus guidelines state that AADC deficiency should be considered

in children in whom some or all of the following symptoms go unexplained*"

Symptom presentation in patients with AADC deficiency (%)*?

Hypotonia>3¢ Developmental delay>3¢
95% ? Most commonly 63% ? Impairments in head control, sitting,
reported symptom crawling, or standing

> Speech delays

Movement disorders
; feic2-4,7
86% Oculogyric crisis

? Episodes of sustained upward or lateral deviation of the eyes, rhythmic orofacial
movements, backward and lateral flexions of the neck, tongue protrusion, and
jaw spasms

? Can last a few seconds or persist for several hours, and occur several times
per day or week

? May not be present in all cases

Others??

> Dystonia (53%) > Hypokinesia (32%)

Autonomic symptoms**

? Hyperhidrosis (65%) ? Ptosis (39%)

> Hypersalivation (41%) ? Nasal Congestion (31%)

2Percentages hased on a clinical study of 78 patients diagnosed with AADC Deficiency.?
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Diagnostic tests
for AADC deficiency?

L1

2/

3/

Perform?

a) Genetic Testing

b) CSF neurotransmitter metabolite panel
AND/OR

©) Plasma enzyme activity assay

Interpret?

a) Mutation(s) in the DDC gene

b) CSF:
Elevated: 3-OMD, L-dopa and 5-HTP;
Reduced: 5-HIAA, HVA and MHPG;
Normal: pterins
AND/OR

) Plasma: Decreased AADC enzyme activity

Other diagnostic tests that may be helpful?
? Blood level measurement of 3-OMD

? Urinary organic acid analysis

3-0MD=3-0-methyldopa; 5-HIAA=5-hydroxyindoleacetic acid; 5-HTP=5-hydroxytryptophan;
CSF=cerebrospinal fluid; HVA=homovanillic acid; L-dopa=L-3, 4-dihydroxyphenylalanine;

MHPG
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=3-methoxy-4-hydroxyphenylglycol; VLA=vanillactic acid.

For more information about AADC deficiency

go to www.AADClInsights.com.au
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