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1 |  INTRODUCTION

Cutis verticis gyrata is a neurocutaneous syndrome charac-
terized by folds and furrows in the scalp mimicking the ce-
rebral cortex surface. Epilepsy was described in a primary 
form of presentation with intellectual disability. We present 
two cases of cutis verticis gyrata with drug-resistant epilepsy, 
highlighting the interdisciplinary management of comorbidi-
ties associated with this entity.

Cutis verticis gyrata (CVG) is an abnormality of the 
scalp characterized by the formation of symmetric skin 
folds and furrows that cannot be corrected by pressure or 

traction on the scalp and that resemble the surface of the 
cerebral cortex.

Cutis verticis gyrata was classified as primary (essential 
and nonessential) or secondary. The essential and nonessen-
tial primary terms are used to describe those cases that are 
not associated with other abnormalities, as long as primary 
nonessential refers to cases associated with mental retarda-
tion, epilepsy, schizophrenia, ophthalmologic abnormalities, 
or any combination of these. Secondary CVG is the most fre-
quent presentation form and has been associated with condi-
tions such as inflammatory diseases, hamartomatous lesions, 
tumors, acromegaly, and myxedema.1,2
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Abstract
Cutis verticis gyrata (CVG) is a neurocutaneous syndrome characterized by the for-
mation of folds in the scalp that resembles the cerebral cortex. We present two cases 
of CVG and intellectual disability with drug-resistant epilepsy. Recognizing CVG 
is necessary to provide interdisciplinary support for the treatment of comorbidities 
associated with this entity.
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Brain anomalies detected by CT or MRI are found in 
about 38% of patients. Cortical or subcortical atrophy in any 
area of brain is the most common finding. Scalp imaging 
shows a typical pattern of skin folds on the scalp, resulting 
in a typical cerebriform pattern. The skull is typically unaf-
fected.3 The term “CVG-ID” was used to describe the associ-
ation between primary CVG and intellectual disability (ID). 
In addition to cutaneous abnormalities, epilepsy has been de-
scribed in CVG-ID.4,5 The type of epilepsy could be variable. 
Generalized tonic-clonic seizures, absences seizures, and 
Lennox-Gastaut syndrome have been described.6

A recent review of CVG-ID of 62 cases3 found that 44% of 
patients had a history of epilepsy since childhood. However, 
the association between CVG and epilepsy is not frequently 
considered. We report two patients, both with CVG-ID and 
drug-resistant epilepsy.

2 |  CASE 1 HISTORY

A 33-year-old left-handed male with an unremarkable fam-
ily history presented with strabismus and severe psychomo-
tor delay. When he was 4 years old, he developed nocturnal 
tonic-clonic seizures. He was treated with phenobarbital, car-
bamazepine, clobazam, and topiramate, without seizure con-
trol. An EEG showed generalized epileptiform activity. He 
had a severe mental retardation with a complete absence of 
language. After puberty, his parents noticed thickening and 

folding of the parietal and occipital regions of the scalp that 
became more evident over the years (Figure 1, Panel A-B). 
After treatment with levetiracetam 3000 mg/d and valproate 
1500  mg/d, the patient continues to have approximately 1 
generalized tonic-clonic seizure per month.

3 |  CASE 2 HISTORY

A 36-year-old right-handed male presented with intractable 
epilepsy and mild intellectual disability. His first seizure was 
in early childhood. He then continued to have seizures, with-
out response to several antiepileptic drugs such as phenytoin, 
levetiracetam, carbamazepine, valproate, and lacosamide. An 
ophthalmological examination showed strabismus. At the age 
of 14, he was diagnosed with acromegaly and a surgical resec-
tion of a pituitary tumor was performed. Years later, furrows 
separated by folds running anterior to posterior involving the 
vertex and the occipital were noted (Figure 1, Panel C-D). This 
patient continues to have frequent seizures despite the admin-
istration of valproate 2000 mg/d and lacosamide 400 mg/d. 
The implant of a vagus nerve stimulator is being considered.

4 |  DISCUSSION

Several case reports of CVG-ID have been published in the 
literature.3,7-10 (Appendix) CVG-ID was mainly identified in 

F I G U R E  1  A, Cutis verticis gyrata: 
skin folds and furrows, B, noncontrast brain 
MR: hypoplasia of the splenium. Diffuse 
thickening and folds of the superficial layers 
of the scalp (arrow), C, cutis verticis gyrata: 
scalp hypertrophy with anteroposterior folds 
in the parietal region, D, noncontrast brain 
MR: postoperative changes involving the 
right frontal region (craniectomy). Diffuse 
thickening and folds of the superficial layers 
of the scalp (arrows)
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subjects living in psychiatric institutions, where it was a preva-
lence of up to 11.4%.11 CVG was described in some genetic dis-
orders12-14; however, the etiology and pathogenesis of CVG-ID 
is unknown. According to Tucci et al,3 (Appendix) the clinical 
manifestations of CVG-ID include cutis verticis gyrata that is 
evident after puberty, severe psychomotor retardation, child-
hood-onset epilepsy, strabismus, and microcephaly.

We report two patients with CVG and drug-resistant epi-
lepsy. The first had a CVG-ID, and the second patient presented 
a secondary CVG to an endocrinological disease (acromegaly). 
Similar to previous reports, both patients were male, epilepsy 
started in early childhood, skin manifestations were evident after 
puberty, and they have strabismus, which is the most frequent 
ocular manifestation in this syndrome. CVG is possibly subdi-
agnosed. The knowledge of clinical manifestations and a care-
ful physical examination in patients with mental retardation and 
epilepsy would facilitate the early diagnosis of this syndrome. 
Although the pathophysiology of nonessential primary CVG-ID 
is relatively unknown, it is hypothesized that decreased levels 
of free testosterone possibly due to peripheral use have been 
implicated in the development of this pathology15 (Appendix). 
Additionally, CVG is seen more commonly in males rather than 
females, further supporting this hypothesis. The normal testos-
terone axis is depicted below (Figure 2A).

It is hypothesized that free testosterone is lowered in pa-
tients with nonessential primary CVG due to peripheral use 
contributing to the development of the gyrata seen in the scalp 
of affected individuals. The histopathology of cutis verticis 
gyrate further supports this hypothesis as it shows hypertro-
phy of sebaceous glands and hair follicles within the lesion.16 
This pathogenesis is depicted in Figure 1. Furthermore, two 
cases have been reported of resolution of CVG upon castra-
tion of the affected individual, further implicating the role of 
testosterone in the pathophysiology of this disease.17

Secondary cutis verticis gyrata can be seen due to a va-
riety of conditions as described above; in our second case 
described here, it is secondary to a growth hormone–secret-
ing pituitary adenoma. Although the pituitary adenoma was 
removed prior to the presentation of CVG, this presentation 
could be due to residual effects of the tumor or a recurrence 
of the adenoma.18

Excess secretion of growth hormone from a pituitary ad-
enoma can have dramatic downstream effects on the produc-
tion of insulin-like growth factor 1. This can, in turn, lead 
to the proliferation of dermal fibroblasts and the develop-
ment of secondary CVG (Figure 2, Panel B).19 (Appendix) 
Recognizing this neurocutaneous syndrome is necessary 
in order to provide the interdisciplinary support that is re-
quired for the treatment of comorbidities associated with 
this entity.
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F I G U R E  2  A, Testosterone's effect 
on adnexal structures in the scalp, B, 
acromegaly induced secondary CVG
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APPENDIX 
Questions:

1. What are common genetic syndromes that can be as-
sociated with Cutis verticis gyrata?
a. Turner syndrome.
b. Noonan syndrome.
c. Other craniosynostosis syndromes.
d. All of the above.

2. What type of patient shows a higher prevalence of CVG?
a. Children.
b. Adult males.
c. Patients with intellectual disabilities.
d. Adult females.

3. On histology, CVG can be characterized by what factors?
a. Normal epidermis with increased number and size 

of collagen bundles along with increased matrix in 
the dermis.

b. Abnormal epidermis.

c. Subsequent lesions throughout all dermal layers.
d. Decreased number and size of collagen bundles.

4. What is the pathognomonic clinical presentation for CVG 
in male patients?
a. Appears before puberty, between 12 and 15 years old.
b. Appears after puberty, before the age of 30.
c. Widespread variability in presentation, unable to deter-

mine specific timeline of disease.
d. Appears at birth.

5. What are some associated comorbidities patients with 
CVG may present?
a. Benign scalp tumors or other intracerebral tumors.
b. Inflammatory dermatoses, eczema, psoriasis, acne, and 

pemphigus.
c. Internal malignancies.
d. Endocrine diseases, acromegaly, myxedema, Graves’ dis-

ease, acanthosis nigricans, insulin resistance syndrome.
e. Amyloidosis.
f. All of the above.

REFERENCES
 1. O'Reill FM, Sliney I, O'Loughlin S. Acromegaly and cutis verticis 

gyrate. R Soc Med. 1997;90:79.
 2. Larsen F, Birchall N. Cutis verticis gyrata: three cases with differ-

ent aetiologies that demonstrate the classification system. Australa 
J Dermatol. 2007;48:91-94.

 3. Chang GY. Cutis verticis gyrata, underrecognized neurocutaneous 
syndrome. Neurology. 1996;47:573-575.

 4. Tucci A, Pezzani L, Scuvera G, et al. Is cutis verticis gyrata-in-
tellectual disability syndrome an underdiagnosed condition? 
A case report and review of 62 cases. Am J Med Genet Part A. 
2017;173A:638-646.

 5. Harish V, Clarke F. Isolated cutis verticis gyrata or the glabella 
and nasal bridge: a case report and review of the literature. J Plast 
Recontr Aesthet Surg. 2013;66:1421-1423.

 6. Filosto M, Tonin P, Vattemi G, L. G. Bongiovanni N, Rizzuto G. 
Tomelleri. . Cutis verticis gyrata, mental retardation and Lennox-
Gastaut syndrome: a case report. Neurol Sci. 2001;22(3):253-256.

 7. Farah S, Farag T, Sabry MA, et al. Cutis Verticis Gyrata-Mental 
Deficiency syndrome: report of a case with unusual neuroradiolog-
ical findings. Clin Dysmorphol. 1998;7(2):131-134.

 8. Striano S, Ruosi P, Guzzetta V, Perone L, Manto A, Cirillo S. 
Cutis verticis gyrata-mental deficiency syndrome: a patient 
with drug-resistant epilepsy and polymicrogyria. Epilepsia. 
1996;37(3):284-286.

 9. Mégarbané A, Waked N, Chouery E, et al. Microcephaly, cutis 
verticis gyrata of the scalp, retinitis pigmentosa, cataracts, sensori-
neural deafness, and mental retardation in two brothers. Am J Med 
Genet. 2001;98(3):244-249.

 10. Hurtado PM, Pachajoa H. Cutis verticis gyrata. Medicina (B Aires). 
2012;72(2):132.

 11. Schepis C, Palazzo R, Cannavo SP, Ragusa RM, Barletta C, Spina 
E. Prevalence of primary cutis verticis gyrata in a psychiatric pop-
ulation: Association with chromosomal fragile sites. Acta Derm 
Venereol. 1990;70:483-486.

 12. Sasaki T, Niizeki H, Shimizu A, et al. Identification of mutations 
in the prostaglandin transporter gene SLCO2A1 and its pheno-
type-genotype correlation in Japanese patients with pachydermo-
periostosis. J Dermatol Sci. 2012;68(1):36-44.

 13. Mégarbané A, Slim R, Nürnberg G, Ebermann I, Nürnberg P, Bolz 
HJ. A novel VPS13B mutation in two brothers with Cohen syn-
drome, cutis verticis gyrata and sensorineural deafness. Eur J Hum 
Genet. 2009;17(8):1076-1079.

 14. Marque M, Gardie B, Bressac de Paillerets B, et al. Novel FH mu-
tation in a patient with cutaneous leiomyomatosis associated with 
cutis verticis gyrata, eruptive collagenoma and Charcot-Marie-
Tooth disease. Br J Dermatol. 2010;163(6):1337-1339.

 15. Palazzo R, Schepis C, Ruggeri M, et al. An endocrinological study 
of patients with primary cutis verticis gyrate. Acta Derm Venereol. 
1993;73(5):348-349.

 16. Synder MC, Johnson PJ, Hollins RR. Congenital primary cutis ver-
ticis gyrate. Plast Reconstr Surg. 2002;110(3):818-821.

 17. Akesson HO. Cutis verticis gyrate and mental deficiency in 
Sweden i. epidemiologic and clinical aspects. Acta Med Scand. 
1964;175:115-127.

 18. Roelfsema F, Biermasz NR, Pereira AM. Clinical factors in-
volved in the recurrence of pituitary adenomas after surgical 
remission: a structured review and meta-analysis. Pituitary. 
2012;15(1):71-83.

 19. Schunter JA, Metze D, Bohm M. Is IGF-1 a key player in the 
pathogenesis of acromegaly-associated cutis verticis gyrata? Exp 
Dermatol. 2016;26(1):85-86.

How to cite this article: Rattagan M, De Francesco M, 
Kriebaum A, et al. Cutis verticis gyrata: Two cases 
associated with drug-resistant epilepsy. Clin Case Rep. 
2020;8:1365–1368. https://doi.org/10.1002/ccr3.2814

https://doi.org/10.1002/ccr3.2814

