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CASE REPORT Open Access
Colloid cyst of the third ventricle, hypothalamus,
and heart: a dangerous link for sudden death
Emanuela Turillazzi1, Stefania Bello1, Margherita Neri1, Irene Riezzo1 and Vittorio Fineschi1,2*
Abstract: Colloid cysts are rare congenital, intracranial neoplasms, commonly located in the third ventricle. Colloid
cysts are endodermal congenital malformations. The cysts commonly range in size from 1–2 cm in diameter,
although large cysts >3 cm in size have been reported. The components of the cyst include an outer fibrous
capsule over an inner epithelium. The epithelium is usually a single layer of mucin-producing or ciliated cells. Such
cysts contain mucoid and gelatinous material, which is positive for both Periodic acid Schiff (PAS) and mucicarmen
staining. Although colloid cysts usually represent histopathologically benign neoplasms, they can result in sudden,
unexpected and potentially lethal complications. The mechanism(s) of death is still a controversial subject and
several mechanisms have been postulated to explain the sudden onset of severe symptoms and of fatal rapid
deterioration in patients with colloid cysts. In this case, macroscopic and histological findings addressed the
diagnosis of colloid cyst of the third ventricle with diffuse myocardial injury (coagulative myocytolysis or contraction
band necrosis, CBN) and led us to conclude that acute cardiac arrest due to hypothalamus stimulation in the
context of colloid cyst of the third ventricle was the cause of death. As the hypothalamic structures which are
involved in neuroendocrine and autonomic regulation playing a key role in cardiovascular control are located close
to the walls of the third ventricle which is the most frequent anatomical site of colloid cyst, this may suggest that
reflex cardiac effects due to the compression of the hypothalamic cardiovascular regulatory centers by the cyst
explain the sudden death in patients harboring a colloid cyst when signs of hydrocephalus or brain herniation are
lacking.

Virtual slides: The virtual slide(s) for this article can be found here: http://www.diagnosticpathology.diagnomx.eu/
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Background
Colloid cysts are rare congenital, intracranial neoplasms,
commonly located in the third ventricle, accounting for
0.2-2% of all intracranial and approximately for 15–20%
of intraventricular neoplasms, respectively. Colloid cysts
are slow growing and the initial onset of symptoms is
usually between 20 and 50 years of age, although they
have been reported also in younger patients [1]. Diagno-
sis during childhood is unusual and only 1-2% of all
reported cases occurred during the patients’ first decade
[2].Although colloid cysts usually represent histopatho-
logically benign neoplasms, they can result in sudden,
unexpected and potentially lethal complications. The
mechanism(s) of death is still a controversial subject and
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several mechanisms have been postulated to explain the
sudden onset of severe symptoms and of fatal rapid de-
terioration in patients with colloid cysts [3].
Here we present the death of a previously healthy

young boy harboring a colloid cyst of the third ventricle.
We investigated the possible mechanism of death
through a careful histological examination of heart spe-
cimens in addition to gross and histological examination
of the brain.
Case presentation
A 10 year – old boy at 8.00 p.m. complained a severe
headache accompanied by vomiting attacks. An emer-
gency physician visited him and advised him to rest for
some hours. He lost consciousness in the early morning
and was transported to the local hospital, where he was
pronounced dead upon arrival. The medical history
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Figure 1 Brain section according horizontal plan: a 2cm pale
grayish-white cyst partially filling and distending the third
ventricle.
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taken from the parents showed no significant signs and
symptoms except for repeated mild attacks of leg weak-
ness. Familial history was negative both for cardiovascu-
lar and neurological diseases and sudden death.
At autopsy, gross examination showed an enlarged,

edematous, symmetrical brain weighing 1650g. Marked
brain swelling with gyral flattening, and sulcal narrowing
were also detected. Both cerebellar tonsils were grooved.
The cerebral ventricles, containing clear and colorless
cerebral spinal fluid (CSF), were mildly widened. Unci
were normal and the midbrain was free of haemorragic
lesions. Other organs were unremarkable at gross obser-
vation. Due to the severe cerebral oedema, that would
Figure 2 (A) The cyst was wedged between the splayed columns of t
(B-C) The cyst was lined by a single layer of cuboidal, partially flattened, no
cause the death of the young boy, once removed, the
brain was fixed in formalin. The successive gross exam-
ination of the 2 – weeks formalin fixed brain was per-
formed by sectioning the specimen in the horizontal
plan. Sections were notable for a 2cm pale grayish-white
cyst partially filling and distending the third ventricle
(Figure 1), which was wedged between the splayed col-
umns of the fornix non obstructing the left foramen of
Monro (Figure 2A). The lateral ventricles were mildly
dilated. Sectioning of the cyst showed a viscid substance
hardened after formalin fixation and a thin fibrouse
capsule.
Specimens from all organs were taken and stained

with haematoxilyn and eosin (H&E). In addition, cyst’s
samples were stained with periodic acid-Schiff (PAS)
stain. Microscopic examination revealed a cystic lesion,
filled of a strongly PAS positive amorphous content and
lined by a single layer of cuboidal, partially flattened,
non – ciliated and ciliated epithelial cells, resting on a
thin collagenous membrane (Figure 2B-C). Histological
examination of the brain revealed a severe edema. The
pathological myocardial picture included two patterns of
lesion. One corresponds to fragmentation of the whole
myocell (pancellular lesion) in pathological band with in-
tense hyperosinophilia of the hypercontracted myocar-
dial cells, extremely short sarcomeres, highly thickened
Z lines, and rexis of the myofibrillar apparatus into
cross-fibre, anomalous and irregular (Figure 3A-B).
Pathological bands were formed by segments of hyper-
contracted and coagulated sarcomeres. The second pat-
tern associated to the previous one was represented by a
unique band of 10–20 hypercontracted sarcomeres close
he fornix non obstructing the left foramen of Monro.
n – ciliated and ciliated epithelial cells..



Figure 3 Contraction band necrosis. (A-B) Pancellular lesion with fragmentation of hypercontracted myofibrils and band formation of
hypercontracted or coagulated sarcomeres (A H&E × 40, B H&E x 80). (C-D) Paradiscal lesion formed by about 15 hypercontracted sarcomeres
without myofibrillar rhexis. Note the absence of edema, haemorrhage and myofibre vacuolisation (C H&E × 200, D H&E x 250).
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to the intercalated disc with a typical aspect of paradiscal
lesion (Figure 3C-D). In this case the band assumes a
dark, dense ultrastructural aspect with very thin Z lines
and myofibrils and mitochondria squeezed in the normal
portion of the myocyte. Aspects of myocardial fibrosis
were also detected. Histological examination of other
organs was unremarkable.
Toxicological analyses were negative.

Conclusions
In this case, macroscopic and histological findings
addressed the diagnosis of colloid cyst of the third ven-
tricle with diffuse myocardial injury (coagulative myocy-
tolysis or contraction band necrosis, CBN) and led us to
conclude that acute cardiac arrest due to hypothalamus
stimulation in the context of colloid cyst of the third
ventricle was the cause of death.
We observed two patterns of myocardial lesions. One

corresponded to fragmentation of the whole myocell
(pancellular lesion), which ranges from early breakdown
in pathological bands to a total granular disruption
(myofibrillar degeneration). The second pattern, asso-
ciated with the previous one, is characterized by a
unique band of 10 to 20 hyper-contracted sarcomeres
close to the intercalated disc (paradiscal lesion). These
lesions are typical of catecholamine myotoxicity and
may express a sympathetic overstimulation.
As previously reported, in many conditions in which a

sympathetic overtone is likely to be present, CBN is
observed as a histological hallmark of an adrenergic
storm [4]. Such myocardial pathological pattern is also
described in many brain diseases. In fact there is a
strong evidence that overactivity of the sympathetic limb
of the autonomic nervous system is the common
phenomenon that links the cardiac alterations seen in
neurological fatal events. These effects on the heart may
contribute in a major way to the mortality rates of many
primarily neurological conditions such as subarachnoid
hemorrhage, cerebral infarction, status epilepticus, and
head trauma, acute intracranial hypertension [5], and
may also be important in the pathogenesis of sudden
death in the context of intraventricular colloid cyst.
Neurogenic cardiac stunning (due to hyperacute, intense,
neuronal sympathetic activation) may represent the
pathological cardiac event occurring in response to sud-
den increase in intracranial cerebral pressure (ICP) in
third ventricle colloid cyst context [6]. The cyst can fill
the ventricle or obstruct the flow of CSF and lead to
prominent hydrocephalus. Acute ventricular hydroceph-
alus with intracranial hypertension and brain herniation
can result in cerebral compression, medullary (respira-
tory) compromise and death [7-10]. Sudden death has
been also related to acute cyst swelling due to spontan-
eous intralesional bleeding that may cause acute ob-
structive hydrocephalus and intracranial hypertension
due to rapid enlargement of the lesion itself [11-13].
However, although the frequent post – mortem finding

of ventricular enlargement and brain herniation in fatal
case of patients with colloid cyst of the third ventricle
had led most authors to postulate that hydrocephalus
may play a major role in fatal cases [9,14,15], the accur-
ate pathophysiologic lethal mechanism is not completely
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cleared. Moreover, it is interesting to note that neither
the cyst size, nor the degree of ventricular dilatation
appears to be a reliable predictor of outcome, as even
small, asymptomatic cists may result in sudden death
[7,16,17]. Such findings suggest an alternative mechan-
ism underlying the sudden death of patients with colloid
cyst. As the hypothalamic structures which are involved
in neuroendocrine and autonomic regulation playing a
key role in cardiovascular control [18,19] are located
close to the walls of the third ventricle which is the most
frequent anatomical site of colloid cyst, this may suggest
that reflex cardiac effects due to the compression of the
hypothalamic cardiovascular regulatory centers by the
cyst explain the sudden death in patients harboring a
colloid cysts when signs of hydrocephalus or brain her-
niation are lacking [3,7]. It is well known that stimula-
tion of the hypothalamus can lead to autonomic
cardiovascular disturbances [5,20]; bilateral prolonged
stimulation of the hypothalamus produces cardiac altera-
tions indistinguishable from that produced by catechol-
amine injections and stress, namely contraction band
necrosis [5] (Figure 4).
In other words, “sympathotonic” prone individuals

may have an “adrenergic crisis” any time a structural
brain damage occurs, which explains the high variability
among subjects of the same group. These pathological
conditions may trigger a catecholamine myotoxicity and
Figure 4 Alternative mechanisms underlying the sudden death of pat
involved in cardiovascular control are located close to the walls of th
cyst. This may suggest that reflex cardiac effects due to the compression o
explain the sudden death in patients harboring a colloid cysts when signs
acting through free radical mediated lipid peroxidation
with intramyocellular Ca2+ influx. In fact, we hypothe-
sized that in the pathophysiology of CBN a role is played
by the presence of reactive oxygen species (ROS) [21].
Exposure of normal myocardium to ROS-generating sys-
tems alters myocardial function through persistent cellu-
lar loss of K+, depletion of high-energy phosphates,
elevated intracellular calcium concentration, loss of sys-
tolic force development, progressive diastolic tension,
and depressed metabolic function [22,23]. Catechola-
mines may induce oxidative damage through reactive
intermediates resulting from their auto-oxidation, irre-
spective of their interaction with adrenergic receptors,
thus representing an important factor in the pathogen-
esis of catecholamines-induced cardiotoxicity [24]. In a
previous paper we have described the effect of ROS on
the catecholamine-mediated myocardial expressions of
TNF-a (tumor necrosis factor-alpha), MCP-1 (monocyte
chemotactic protein-1), interleukins IL6, IL8, IL10 and a
significant apoptotic process randomly sparse in the
damaged myocardium [25,26]. The rise of the cardio-
inhibitory cytokines may be interpreted as the adaptive
response of jeopardized myocardium with respect to the
cardiac dysfunction resulting from catecholamines
effects [25].
The presented histological investigation can contribute

to elucidate the link between cardiac damage and colloid
ients with colloid cyst: hypothalamic structures which are
e third ventricle which is most frequent anatomical site of colloid
f the hypothalamic cardiovascular regulatory centers by the cyst could
of hydrocephalus or brain herniation are lacking.
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cyst of the third ventricle and to understand the exact
pathophysiologic mechanism causing the sudden death
of these patients when acute hydrocephalus and brain
herniaton are not present. Coagulative myocytolysis may
represent the histological hallmark of the sympathetic
imbalance due to hypothalamic centers reflex stimula-
tion independently from the size of the cyst and the
amount of hydrocephalus. Considering this intriguing
hypothesis surgical removal of colloid cysts of the third
ventricle, even if small and asymptomatic, is mandatory
[3,12,27].

Consent
Written informed consent was obtained from the
patient’s relatives for publication of this case report and
any accompanying images.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
ET and VF equally contributed to this article and conceived the study. ET and
VF wrote the manuscript. SB, MN, IR made the pathological explorations. All
authors read and approved the final manuscript.

Received: 10 September 2012 Accepted: 8 October 2012
Published: 18 October 2012

References
1. Humphries RL, Stone CK, Bowers RC: Colloid cyst: a case report and

literature review of a rare but deadly condition. J Emerg Med 2011,
40:e5–e9.

2. Goldberg EM, Schwartz ES, Younkin D, Myers SR: Atypical Syncope in a
Child Due to a Colloid Cyst of the Third Ventricle. Pediatr Neurol 2011,
45:331–334.

3. Pollock BE, Schreiner SA, Huston J III: A Theory on the Natural History of
Colloid Cyst of the Third Ventricle. Neurosurg 2000, 46:1077–1083.

4. Baroldi G, Mittleman RE, Parolini M, Silver MD, Fineschi V: Myocardial
contraction bands. Definition, quantification and significance in forensic
pathology. Int J Legal Med 2001, 115:142–151.

5. Samuels MA: The brain-heart connection. Circulation 2007, 116:77–84.
6. Jarquin-Valdivia AA, Rich AT, Yarbrough JL, Thompson RC: Intraventricular

colloid cyst, hydrocephalus and neurogenic stunned myocardium.
Clin Neurol Neurosurg 2005, 107:361–365.

7. Ryder JW, Kleinschmidt-DeMasters BK: Sudden deterioration and death in
patients with benign tumors of the third ventricle area. J Neurosurg 1986,
64:216–224.

8. Skerbinjek Kavalar M, Kavalar R, Strojnik T: A colloid cyst of the third
ventricle – the cause of episodic headache and sudden unexpected
death in an adolescent girl. Wien Klin Wochenschr 2005, 117:837–840.

9. Büttner A, Winkler PA, Eisenmenger W, Weis S: Colloid cyst of the third
ventricle with fatal outcome: a report of two cases and review of the
literature. Int J Legal Med 1997, 110:260–266.

10. Demirci S, Dogan KH, Erkol Z, Gulmen MK: Sudden death due to a colloid
cyst of the third ventricle: Report of three cases with a special sign at
autopsy. Forensic Sci Int 2009, 189:e33–e36.

11. Godano U, Ferrai R, Meleddu V, Bellinzona M: Hemorrhagic colloid cyst
with sudden coma. Minim Invasive Neurosurg 2010, 53:273–274.

12. Carrasco R, Pascual JM, Medina-López D, Burdaspal-Moratilla A: Acute
hemorrhage in a colloid cyst of the third ventricle: A rare cause of
sudden deterioration. Surg Neurol Int 2012, 3:24.

13. Silva D, Matis G, Chrysou O, Carvalho Junior EV, Costa L, Kitamura M,
Birbilis T, Azevedo Filho H: Sudden death in a patient with a third
ventricle colloid cyst. Arq Neuropsiquiatr 2012, 70:311.

14. Byard RW, Moore L: Sudden and Unexpected Death in Childhood Due to
a Colloid Cyst of the Third Ventricle. J Forensic Sci 1993, 38:210–213.
15. Leestma JE, Konakci Y: Sudden unexpected death caused by
neuroepithelial (colloid) cyst of the third ventricle. Forensic Sci 1981,
26:486–491.

16. Mamourian AC, Cromwell LD, Harbaugh RE: Colloid cyst of the third
ventricle: sometimes more conspicuous on CT than MR. AJNR Am J
Neuroradiol 1998, 19:875–878.

17. de Witt Hamer PC, Verstegen MJT, De Haan RJ, Vandertop WP, Thomeer RT,
Mooij JJ, van Furth WR: High risk of acute deterioration in patients
harboring symptomatic colloid cysts of the third ventricle. J Neurosurg
2002, 96:1041–1045.

18. Swanson LW, Sawchenko PE: Paraventricular nucleus: a site for the
integration of neuroendocrine and autonomic mechanisms.
Neuroendocrinol 1980, 31:410–417.

19. Busnardo C, Tavares RF, Corrêa FM: Role of N-methyl-D-aspartate and
non-N-methyl-D-aspartate receptors in the cardiovascular effects of
L-glutamate microinjection into the hypothalamic paraventricular
nucleus of unanesthetized rats. J Neurosci Res 2009, 87:2066–2077.

20. Dikshit BB: The production of cardiac irregularities by excitation of the
hypothalamic centres. J Physiol 1934, 81:382–394.

21. Fineschi V, Michalodimitrakis M, D’Errico S, Neri M, Pomara C, Riezzo I,
Turillazzi E: Insight into stress-induced cardiomyopathy and sudden
cardiac death due to stress. A forensic cardio-pathologist point of view.
For Sci Int 2010, 194:1–8.

22. Cerretani D, Fineschi V, Bello S, Riezzo I, Turillazzi E, Neri M: Role of
Oxidative Stress in Cocaine-induced Cardiotoxicity and Cocaine-related
Death. Curr Med Chem 2012, Epub ahead of print.

23. Wei J, Tang J, Xia L, Chen X, Wang DW: A case of arrhythmogenic right
ventricular cardiomyopathy without arrhythmias. Diagn Pathol 2012, 7:67.

24. De-Giorgio F, Arena V: Ostial plication: a rarely reported cause of sudden
death. Diagn Pathol 2010, 5:15.

25. Neri M, Cerretani D, Fiaschi AI, Laghi PF, Lazzerini PE, Maffione AB, Micheli L,
Bruni G, Nencini C, Giorgi G, D’Errico S, Fiore C, Pomara C, Riezzo I,
Turillazzi E, Fineschi V: Correlation between cardiac oxidative stress and
myocardial pathology due to acute and chronic norepinephrine
administration in rats. J Cell Mol Med 2007, 11:156–70.

26. Bello S, Neri M, Riezzo I, Othman MS, Turillazzi E, Fineschi V: Cardiac
beriberi: morphological findings in two fatal cases. Diagn Pathol 2011, 6:8.

27. Desai KI, Nadkarni TD, Muzumdar DP, Goel AH: Surgical management of
colloid cyst of the third ventricle–a study of 105 cases. Surg Neurol 2002,
57:295–302.

doi:10.1186/1746-1596-7-144
Cite this article as: Turillazzi et al.: Colloid cyst of the third ventricle,
hypothalamus, and heart: a dangerous link for sudden death. Diagnostic
Pathology 2012 7:144.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Outline placeholder
	Abstract
	Virtual slides

	Background
	Case presentation
	Conclusions
	Consent
	Competing interests
	Authors’ contributions
	References

