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Case Presentation

A 44-year-old female presented to our practice with
the complaints of sudden onset of severe headache
and migraine associated with visual aura, dizziness
and fogginess in her head. This was her first epi-
sode of the kind and she could only see through half
of her vision. She was having daily headaches and
migraine in the lead up to this episode.

Past medical history included depression, migraine
and rosacea. She was medicated with citalopram 20
mg daily for treatment of depression and was on mi-
nocycline 50 mg twice daily for rosacea.

On physical examination she had malar rash, her
visual acuity was normal with no evidence of papil-
loedema or vascular changes. Extra ocular move-
ments were normal. The rest of the cranial nerves’
examination were normal. Upper and lower limb ex-
aminations were normal. A gait examination did not
reveal any abnormality. Cognitive assessment was
unremarkable.

As part of the initial assessment and due to suspi-
cion of a possible intracranial pathology a CT brain
scan was performed, showing patchy low-density
regions throughout the white matter and a recom-
mendation was made for an MRI scan for a detailed
assessment. The patient was referred to a neurolo-
gist and subsequent investigation with MRI revealed

extensive bilateral periventricular and deep white
matter hyper intensity throughout the cerebral hemi-
spheres as well as anteromedial aspects of the an-
terior temporal poles bilaterally, favouring CADAS-
IL. Differentials considered were, Systemic Lupus
Erythematous (SLE), CADASIL and Fabry disease.
Further investigations included serum autoantibod-
ies, inflammatory markers, spinal fluid analysis and
thrombophilia screen which returned normal results.
For confirmation of diagnosis of CADASIL patient
was referred for skin biopsy by a dermatologist. A
confirmed diagnosis of CADASIL was made by pres-
ence of osmophilic granular deposits in the arteri-
oles. Investigation for Fabry disease was deferred.

Corroborative history was taken from family mem-
bers. Patient's mother suffered from migraine and
was under care of a neurologist. Patient’s father had
long standing history of epilepsy, since the age 18.
No other relevant history of note. Both parents were
alive, both were in their late sixties and none were
diagnosed with CADASIL.

The patient declined genetic testing and following
skin biopsy, declined genetic counselling initially
due to fear of implications it held for her three young
children. After further discussions with empathetic
approach, the family decided to have genetic coun-
selling.
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Discussion

Cerebral Autosomal DominantArteriopathy with Subcortical
Infarcts and Leukoencephalopathy (CADASIL) is a
hereditary vascular disease the onset of which can be early
causing multiple asymptomatic strokes and commonly
accompanied by migraine, psychiatric symptoms i.e
depression and progressively severe neurological deficits
over a period of time (1). MRI of the brain can be an
important tool to aid diagnosis. A pathognomonic feature
of the condition is typical involvement of the temporal lobes
and external capsule. MRI changes have been detected
in younger adults even below the age of 35 (2,3,4). Most
affected individuals with CADASIL will have an affected
parent. Nevertheless no apparent family history of
CADASIL should not preclude the diagnosis, for example,
the case mentioned above (5,6). A conclusive diagnosis of
the condition requires genetic testing detecting mutation
in NOTCH 3 gene or electron microscopy of skin biopsy
specimens showing osmophilic granular deposits in the
arterioles (7). However, a significant proportion of genetic
testing for CADASIL may vyield false negative results. If
there is strong suspicion for the disease, a skin biopsy
should be considered (7).

Conclusion

The case of CADASIL reported, in addition to the typical
MRI findings, was confirmed by presence of granular
deposits in the arterioles, from skin biopsy. The patent’s
presentation with worsening migraine and aura were
consistent with those mentioned in literature. Important
information not to be missed here was the history of
depression, which is also well recognised, evident from
the studies. The patients’ refusal to have genetic testing
and later declining genetic counselling indicates how the
affected individuals are confronted with such a predicament
in the diagnostic process and management planning.

Important learning points

1. CADASIL should be considered a possible cause
in patients with migraine and aura associated with
psychiatric disorder i.e. depression

2. A lack of apparent family history should not preclude
the diagnosis of CADASIL.

3. Diagnosis of affected patients will allow family members
to seek genetic counselling, but one has to be mindful
of the predicament of the affected individual which may
hinder management.

4. MRI scan of the brain can be an important diagnostic
aid.

Ethical concerns: Consent for case presentation taken
from patient.
Conflict of interest: None

References

1. Chabriat H, Joutel A, Dichgans M, Tournier-Lasserve
E, Bousser MG. Cadasil. The Lancet Neurology. 2009
Jul 1;8(7):643-53. https://doi.org/10.1016/S1474-
4422(09)70127-9

2. Tournier-Lasserve, E., Joutel, A., Melki, J. et al. Cerebral
autosomal dominant arteriopathy with subcortical infarcts
and leukoencephalopathy maps to chromosome 19q12.
Nat Genet 3, 256-259 (1993). https://doi.org/10.1038/
ng0393-256

3. Chabriat H, Levy C, Taillia H, Iba-Zizen MT, Vahedi
K, Joutel A, Tournier-Lasserve E, Bousser MG. Patterns
of MRI lesions in CADASIL. Neurology. 1998 Aug
1,51(2):452-7.
https://n.neurology.org/content/51/2/452.short

4. O’Sullivan M, Jarosz JM, Martin RJ, Deasy N, Powell
JF, Markus HS. MRI hyperintensities of the temporal
lobe and external capsule in patients with CADASIL.
Neurology. 2001 Mar 13;56(5):628-34. https://n.neurology.
org/content/56/5/628.short

5. Mizuno T, Mizuta |, Tomimoto H. Evaluation of NOTCH3
pro167Ser variation in a Japanese family with cerebral
autosomal dominant arteriopathy with subcortical infarcts
and leukoencephalopathy. Dementia and geriatric
cognitive disorders extra. 2016;6(2):183-4.
www.ncbi.nim.nih.gov » books » NBK1500

6. Kalaria RN, Viitanen M, Kalimo H, Dichgans M, Tabira
T, of Vas-Cog TC. The pathogenesis of CADASIL: an
update. Journal of the neurological sciences. 2004 Nov
15;226(1-2):35-https://www.sciencedirect.com/science/
article/pii/lS0022510X04002898

7. Peters N, Opherk C, Bergmann T, Castro M, Herzog
J, Dichgans M. Spectrum of mutations in biopsy-proven
CADASIL: implications for diagnostic strategies. Archives
ofneurology. 2005 Jul 1;62(7):1091-4. https://jamanetwork.
com/journals/jamaneurology/article-abstract/788963

WORLD FAMILY MEDICINE/MIDDLE EAST JOURNAL OF FAMILY MEDICINE VOLUME 18 ISSUE 10 OCTOBER 2020



