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Transient Postural Vestibulo-Cerebellar Syndrome in Three Dogs With Presumed Cerebellar Hypoplasia
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This case study presents a unique transient postural vestibular syndrome in three dogs. The transient postural symptoms present as pronounced vestibulo-cerebellar signs after altering the position of the head. Magnetic resonance imaging findings of the brain suggest caudal cerebellar hypoplasia, affecting vermis, and floccular lobes bilaterally in case 1, and hypoplasia of the nodulus vermis in cases 2 and 3. No progression of clinical signs was reported in minimum of 4 months period.
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INTRODUCTION

Vestibular syndrome is a common neurological finding in dogs. It is related to a pathologic process affecting either the inner ear and/or vestibulocochlear nerve (peripherally), or the medulla oblongata (vestibular nuclei), brain stem, thalamus, and cerebellum (flocculonodular lobe, fastigial nuclei) centrally (1, 2). Clinically, it is characterized by signs such as head tilt, a broad based stance, nystagmus, strabismus, ataxia, and other neurological deficits related to neuroanatomical localization of the lesion. Vestibular deficits related to head movement have been described in dogs (3), introducing the relationship of nodulus and uvula pathology to vestibular signs described as positioning head tilt. The aim of our case study is to describe additional presentations related to vestibular dysfunction and cerebellar malformation.



CASE PRESENTATION


Case 1

A male Golden Retriever dog from a local shelter was presented for evaluation of incoordination and occasional head tilt. The age of the dog was estimated to be 2–3 years based on general appearance and teeth condition. No information was available regarding onset and duration of clinical signs. A general clinical examination did not reveal any abnormalities. Neurological findings included an episodic bilateral head tilt related to the posture of the head during sniffing and very mild cerebellar ataxia (hyperflexion of the limbs, mild pelvic limb incoordination and mild truncal swaying) lasting several seconds (Figure 1). Postural testing by extension of the neck revealed an exacerbation of bilateral vestibular signs with vertical nystagmus, a sternal body position and an inability to stand without signs of head tilt, lasting 10–15 s, followed by mild cerebellar ataxia lasting several seconds (Video 1). In between the episodes, the dog presented only subtle pelvic limb dysmetria. The neuroanatomic localization was consistent with a lesion affecting the vestibular system within the cerebellum. Due to limited history information, most likely differential diagnoses at the time of presentation consisted of inflammatory, degenerative, and congenital disorders, however, vascular, neoplastic, and infectious conditions were also included.


[image: Figure 1]
FIGURE 1. Vestibular signs of the dog in case 1. The lower images show sternal position with vertical nystagmus and inability to stand up following the extension of the neck. The upper images focusing on the sniffing behavior with abnormal body and head position (upper left) leading to transient vestibular signs (upper right).


Complete blood count (ProCyte Dx Hematology analyzer), chemistry profile (Cobas c 111 analyzer), serum thyroxin level (IDEXX Catalyst), and CRP (C-reactive protein) were unremarkable. Head, thoracic, abdominal radiographs as well as abdominal and cardiac ultrasound examination were performed with no abnormalities detected, and blood pressure measurements were normal. Holter ECG (Mortara H3+) monitoring (24 h) during the episode did not reveal any abnormalities. Serological testing for neosporosis (IFAT) was within normal limits. Serological testing for toxoplasmosis revealed elevated IgG-titer 1:1,024 (normal <1:32). Magnetic resonance imaging (MRI) of the brain was scheduled in a month after admission. Interim supportive treatment with vitamins B1 (1.2 mg/kg SID), B6 (4 mg/kg SID), and B12 (0.250 mg pro toto SID) was initiated and the neurological status remained stable.

An MRI was performed under general anesthesia using a 0.18 T Esaote Vet-MR unit, used for all cases. Multiplanar T2-weighted (T2W), T1-weighted (T1W), T2W-fluid attenuated inversion recovery (T2W-FLAIR) images of the brain and cranial cervical region were acquired. Additional T1W images were acquired following intravenous administration of a gadolinium-based contrast medium (Omniscan, GE Healthcare AS, NO, 0.1 mmol/kg). The sagittal and transverse images revealed evidence of a wider and subjectively deeper sulci between the pyramis vermis and the tuber vermis consistent with caudal cerebellar hypoplasia (Figures 2, 3). Additionally, T2W parasagittal images and T2W transverse images at the level of the nodulus vermis showed smaller floccular lobes giving the appearance of widening of the lateral apertures. The cerebrospinal fluid (CSF) analysis [cisternal tap, TNCC, and cytology (Statspin Cytofuge 12)] was within normal limits. At this time, second serological test for Toxoplasma gondii was performed with IgG-titer 1:256, which remained above the limit, however had decreased. At this time, the most likely differential diagnoses were cerebellar hypoplasia due to perinatal viral infection or cerebellar abiotrophy.


[image: Figure 2]
FIGURE 2. T2W and T1W sagittal images of the dog in case 1 obtained 12 months apart showing non-progressive reduction in the tissue volume in the caudal cerebellar vermis indicated by deep wide sulci between the folia, particularly noted between pyramis and tuber—(arrow).



[image: Figure 3]
FIGURE 3. T2W parasagittal and transverse images of the dog in case 1 at the level of nodulus vermis 12 months apart showing non-progressive loss of cerebellar hemisphere tissue in the area of flocculus (arrows).


After 12 months, without a change in neurological status, a repeated MRI examination of the brain was performed including short tau inversion recovery (STIR) sequences. A comparison of the previous and new MRI studies indicated no change (Figure 2). Another CSF analysis was performed (cisternal tap) including infectious disease PCR assays (Ehrlichia canis, canine herpes virus, canine parvovirus, canine distemper virus, Neospora caninum, Toxoplasma gondii, and Anaplasma phagocytophilum) and tick encephalitis antibody testing, and was within normal limits. Twenty two months since the first presentation, the dog has been stable with the transient vestibular episodes still present, mainly during playing. Cerebellar hypoplasia was considered to be the presumed diagnosis.



Case 2

A 2-month-old female Pug was presented with a history of the vestibular episodes especially during or after eating. The owners first noticed the episodes when the puppy started to eat dry food. General physical examination was unremarkable. Neurological examination showed very mild vestibular ataxia while the puppy was walking. However, after the postural head testing, playing and eating, the vestibular deficits became transiently pronounced, showing moderate head tilt to the left, moderate vestibular ataxia with drifting to the left and a broad-based stance. After several seconds to a minute, the deficits mostly disappeared. Neuroanatomic localization was consistent with vestbulo-cerebellum. Differential diagnoses included congenital and degenerative causes, nevertheless, inflammatory and infectious conditions were considered as well. The complete blood count (IDEXX Lasercyte) and serum biochemistry results (IDEXX Catalyst, Clip 10) were normal for a puppy.

Brain MRI was performed on the initial presentation day, and multiplanar T2W, T2W-FLAIR, T1W, and T1W post intravenous administration of a gadolinium based contrast agent (Omniscan, GE Healthcare AS, NO, 0.1 mmol/kg) images were acquired. The T1W and T2W sagittal images showed a reduced size of the nodulus and uvula of the caudal cerebellum with hypoplasia of the caudal cranial fossa (Figure 4A), without contrast enhancement. The patient also had a midline fusion defect of the dorsal arch of C1, however, did not demonstrate any associated cervical instability. The cerebrospinal fluid (CSF) analysis [cisternal tap, TNCC and cytology (Statspin Cytofuge 12)] was within normal limits. Both infectious disease PCR assays (Ehrlichia canis, canine herpes virus, canine parvovirus, canine distemper virus, Neospora caninum, Toxoplasma gondii, and Anaplasma phagocytophilum) and tick encephalitis antibody testing from CSF were negative. Caudal cerebellar hypoplasia was suspected and no treatment was administered.


[image: Figure 4]
FIGURE 4. T1W sagittal images of the dogs in case 2 (A) and case 3 (B) showing absence of the nodulus vermis.


The owners report a stable status after 4 months, and the puppy has learnt to compensate for the deficits. The episodes continue to occur; mostly after playing with sticks and toys and now are rarely noted during eating.



Case 3

A 7-month-old female Boston terrier was presented for vestibular episodes. The owners first noticed the episodes when she was 3 months of age. According to the owners, the episodes were present mostly during, or shortly after, sniffing and eating. General physical examination was unremarkable. Neurological examination showed only mild head tilt to the left during walking and standing, however, oculo-vestibular reflex testing caused marked vestibular ataxia, a broad based stance and moderate to severe head tilt to the right. This transient postural vestibular episode lasted for approximately a minute following which the dog returned to its inter-episodic status. Neuroanatomical localization was consistent with pathology related to vestibulo-cerebellum. Differential diagnoses were considered in the same manner as in case 2. The owners declined hematological and biochemical analysis.

An MRI examination of the brain was performed and T2W, T2W-FLAIR, T1W, and T1W post contrast (Omniscan, GE Healthcare AS, NO) images were acquired. The T1W and T2W sagittal images showed reduced size of the nodulus and uvula of the caudal cerebellum (Figure 4B). There was no other abnormality observed in the brain, and no abnormal contrast enhancement. Complete analysis of the cerebrospinal fluid was declined. These imaging findings were considered most likely to represent caudal cerebellar hypoplasia, and no treatment was recommended.

According to the owners, the dog is stable after 7 months, and has adapted to the episodes which remain present during playing or sniffing, lasting ~20–30 s. In between the episodes, the dog's gait and head posture is normal.




DISCUSSION

The cases described here presented with a unique change in severity of the vestibulo-cerebellar signs after the alteration of the head position, while having none to mild vestibulo-cerebellar signs between the episodes. Our investigation did not lead to a specific diagnosis and histopathologic confirmation of the MR findings was not available in these cases since none were euthanized. The MRI studies suggested unspecified reduction of size of the caudal cerebellar structures (caudal vermis, floccular lobes). Cases 2 and 3 share common MRI findings with absent nodulus as the main finding, whereas smaller floccular lobes and deeper sulci between pyramis and tuber vermis are the main findings in case 1. Clinically, the pronounced vestibular deficits in cases 2 and 3 were lateralized, while case 1 seemed to be bilateral. We were not able to prove the cause in any of the described cases, however, caudal cerebellar hypoplasia was suspected based on MRI examination.

Benign paroxysmal positional vertigo (BPPV) and central paroxysmal positional vertigo (CPPV) are well-known conditions in human medicine. While BPPV is the most common positional vestibular disturbance without an underlying cause, CPPV is related to cerebellar pathology (4). Transient vestibular signs in patients with CPPV such as vertigo and nystagmus are caused by changing the posture of the head. The underlying mechanism is not yet fully understood, however, interruption of the vestibular nuclei-archicerebellar loop seems to be responsible for central paroxysmal positional vertigo (5).

Positioning head tilt has been described in three dogs with presumptive nodulus and ventral uvula hypoplasia (3). In these dogs, the head tilted to the opposite side when the dog turned during walking, while the head was held in a level position when static or when the dog was walking in a straight line. All dogs showed absence of nodulus and ventral uvula on MRI imaging. Cases in reported study had consistent postural vestibular signs while head turning (positioning head tilt), changing depending on side turning to, however, dogs did not present additional or worsening of vestibular signs while stressing vestibular system by neck and head extension. Cases in our study are displaying very similar findings on MRI examination with some overlap in clinical presentation, nevertheless, the positional aspect is different. The patients are showing limited amount of vestibulo-cerebellar deficits during gait but there is marked to severe temporary deterioration of vestibular signs elicited by changing the head posture (positional sign). Additionally, MRI findings and vestibulo-cerebellar signs in the case 1 of our study differs even more. Mild transient vestibular deficits during normal behavior turn to severe temporary vestibulo-cerebellar signs after marked postural changes of the head. Imaging findings are also suggestive of floccular lobes atrophy bilaterally in addition to caudal vermis malformation. Therefore, despite similar MRI findings between the studies and concurrent positioning tilting of the head in case 1, neurological manifestation of posture-related vestibular signs are different with the emphasis on marked temporary deterioration caused by positional changes of the head.

Our hypothesis is related to the activity of the vestibular nuclei being continually under cerebellar control. This control includes regulation of ongoing reflexes, vestibuloocular and vestibulospinal, and an apparent role in reflex plasticity. It is the vestibulocerebellum, consisting of the flocculus, nodulus, uvula, and ventral paraflocculus, that is related particularly closely to the vestibular system and to some of the reflexes that result when the labyrinth is activated (6). The flocculonodular lobe and adjacent portions of vermal lobule IX (the paraflocculus) receive afferents from the ipsilateral vestibular ganglion (primary vestibulocerebellar fibers) and vestibular nuclei (secondary vestibulocerebellar fibers). Along with the fastigial nucleus, they form the vestibulocerebellar module. Vestibulocerebellar fibers access the flocculonodular cortex and fastigial nucleus via the juxtarestiform body and convey information concerning the position of the head and body in space as well as information useful in orienting the eyes during movements. The unipolar brush cell is largely unique to the granular layer of the vestibulocerebellum and is involved in the cerebellar and vestibular regulation of eye movement. This information is supplemented by inputs carried on olivocerebellar fibers from the contralateral olivary nuclei, and on pontocerebellar fibers (only to the flocculus) from the contralateral basilar pons. These pathways convey indirect inputs from nuclei of the diencephalon and brainstem, which are concerned with a broad spectrum of information regarding visual processing and eye movements (7). We believe that various pathological cerebellar conditions affecting these structures will result in disinhibition of vestibular nuclei leading to static mild vestibulo-cerebellar signs. These can be subtle and exacerbated by stressing the vestibular system by changing the head posture, leading to severe temporal deterioration of vestibular signs, which appears to be related to the pathology of vestibulocerebellum as presented in our study.

MRI findings in our case study are consistent with cerebellar tissue reduction, which can be a result of active pathologic process such as degeneration or non-progressive finding due to atrophy or hypoplasia. Cerebellar cortical abiotrophy is a degenerative, slowly progressive disorder with a genetic component described in multiple breeds (8–13). However, the repeated MRI study in case 1 and follow up in all three cases did not suggest and signs of progression as would be expected with degeneration. Cerebellar hypoplasia has been described in patients suffering from congenital diseases, such as Dandy Walker like malformation (14–18) or in utero viral infections (19, 20). The MRI findings of cerebellar vermis hypoplasia and cystic malformation of the 4th ventricle (termed a variant Dandy Walker malformation) described in dogs affects a greater area of the cerebellar vermis (21) than in the cases presented in this report. On the other hand, MRI findings in one of the dogs affected by in utero infection showed a mild increase in CSF between dorsal cerebellar folia compared to the ventral cerebellar folia on sagittal images, suggestive of folial atrophy and cerebellar hypoplasia (20). In these cases, viral infection was not identified with PCR testing of cerebrospinal fluid, however, viral DNA could possibly be amplified from brain tissue post mortem. Therefore, we believe that the cases presented in this current report suffer from a partial cerebellar vermis hypoplasia, rather than Dandy Walker malformation.

Vestibulo-cerebellar signs in the cases described above are considered most likely related to the imaging findings of caudal cerebellar hypoplasia, particularly affecting caudal vermis and floccular lobes, however, this cannot be proven without post mortem examination and histology. Specific treatment was not pursued in these cases, nonetheless avoidance of activities like swimming were recommended. The disorder described was non-progressive for at least the duration of the follow up period, and does not alter the overall quality of life. The main limitation of our case study is a lack of histopathological examination providing a definitive diagnosis. We believe that vestibulocerebellum plays a crucial part in regulating the vestibular system in dynamic postural changes and its dysfunction also presents with posture-related vestibular signs.



DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be made available by the authors, without undue reservation, to any qualified researcher.



ETHICS STATEMENT

Ethical review and approval was not required for the animal study because we are presenting case study on three dogs, which underwent diagnostic testing (blood analysis, MRI of the brain, CSF tap) approved by their owners and we did not perform any experimental treatment on these animals. Written informed consent was obtained from the owners for the participation of their animals in this study.



AUTHOR CONTRIBUTIONS

MP has contributed to writing the article and managing the patient in Case 1. VP has contributed to expertise and knowledge and providing diagnostic options. AC has contributed to expertise in describing MRI studies in the article. All authors contributed to the article and approved the submitted version.



SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fvets.2020.00453/full#supplementary-material



REFERENCES

 1. de Lahunta A, Glass EN, Kent M. Vestibular system. In: De Lahunta A, Glass EN, Kent M, editors. Veterinary Neuroanatomy and Clinical Neurology, 4 ed. St. Louis, MO: Elsevier Saunders (2015). p. 354–83.

 2. Sanders SG. Disorders of hearing and balance: the vestibulocochlear nerve (CN VIII). and associated structers. In: Dewey CW, Costa RC, editors. Practical Guide to Canine and Feline Neurology, 3rd ed. Hoboken, NJ: Wiley-Blackwell (2015). p. 277–98.

 3. Tamura S, Nakamoto Y, Uemura T, Tamura Y. Head tilting elicited by head turning in three dogs with hypoplastic cerebellar nodulus and ventral Uvula. Front Vet Sci. (2016) 3:104. doi: 10.3389/fvets.2016.00104

 4. Büttner UCHTB. Diagnostic criteria for central versus peripheral positioning nystagmus and vertigo: a review. Acta Oto Laryngol. (1999) 119:1–5. doi: 10.1080/00016489950181855

 5. Hosomi M, Matsumoto K, Kageyama Y, Ichikawa K. Three cases of small brain infarction in the lateral wall of the fourth ventricle presenting with paroxysmal positional vertigo and vomiting. Rinsho Shinkeigaku. (2008) 48:709–12. doi: 10.5692/clinicalneurol.48.709

 6. Wilson VJ, Jones GM. The vestibular system and the cerebellum. In: Wilson, editor. Mammalian Vestibular Physiology. Boston, MA: Springer Science+Business Media (1979). p. 169–84.

 7. Haines DE, Mihailoff GA. Chapter 27 - the cerebellum. In: Haines DE, Mihailoff GA, editors. Fundamental Neuroscience for Basic and Clinical Applications (Fifth Edition). China: Elsevier (2018). p. 394–412.e391.

 8. Gumber S, Cho DY, Morgan TW. Late onset of cerebellar abiotrophy in a boxer dog. Vet Med Int. (2010) 2010:406275. doi: 10.4061/2010/406275

 9. Sanders SG. Cerebellar diseases and tremor syndromes. In: Dewey CW, Costa RC, editors. Practical Guide to Canine and Feline Neurology, 3rd ed. Hoboken, NJ: Wiley-Blackwell (2015). p. 299–328.

 10. Scott EY, Woolard KD, Finno CJ, Murray JD. Cerebellar abiotrophy across domestic species. Cerebellum. (2018) 17:372–9. doi: 10.1007/s12311-017-0914-1

 11. Sen C, Sharma AK, Randhawa CS, Gupta K. Cerebellar cortical abiotrophy in young labrador-retrievers. Top Companion Anim Med. (2017) 32:20–3. doi: 10.1053/j.tcam.2017.06.003

 12. Urkasemsin G, Nielsen DM, Singleton A, Arepalli S, Hernandez D, Agler C, et al. Genetics of hereditary ataxia in Scottish Terriers. J Vet Intern Med. (2017) 31:1132–9. doi: 10.1111/jvim.14738

 13. Urkasemsin G, Olby NJ. Canine hereditary ataxia. Vet Clin North Am Small Anim Pract. (2014) 44:1075–89. doi: 10.1016/j.cvsm.2014.07.005

 14. Bernardino F, Rentmeister K, Schmidt MJ, Bruehschwein A, Matiasek K, Matiasek LA, et al. Inferior cerebellar hypoplasia resembling a Dandy-Walker-like malformation in purebred Eurasier dogs with familial non-progressive ataxia: a retrospective and prospective clinical cohort study. PLoS ONE. (2015) 10:e0117670. doi: 10.1371/journal.pone.0117670

 15. Kornegay JN. Cerebellar vermian hypoplasia in dogs. Vet Pathol. (1986) 23:374–9. doi: 10.1177/030098588602300405

 16. Lim JH, Kim DY, Yoon JH, Kim WH, Kweon OK. Cerebellar vermian hypoplasia in a Cocker Spaniel. J Vet Sci. (2008) 9:215–7. doi: 10.4142/jvs.2008.9.2.215

 17. Noureddine C, Harder R, Olby NJ, Spaulding K, Brown T. Ultrasonographic appearance of Dandy Walker-like syndrome in a Boston Terrier. Vet Radiol Ultrasound. (2004) 45:336–9. doi: 10.1111/j.1740-8261.2004.04064.x

 18. Schmidt MJ, Jawinski S, Wigger A, Kramer M. Imaging diagnosis–Dandy Walker malformation. Vet Radiol Ultrasound. (2008) 49:264–6. doi: 10.1111/j.1740-8261.2008.00362.x

 19. Percy DH, Carmichael LE, Albert DM, King JM, Jonas AM. Lesions in puppies surviving infection with canine herpesvirus. Vet Pathol. (1971) 8:37–53. doi: 10.1177/030098587100800106

 20. Schatzberg SJ, Haley NJ, Barr SC, Parrish C, Steingold S, Summers BA, et al. Polymerase chain reaction (PCR) amplification of parvoviral DNA from the brains of dogs and cats with cerebellar hypoplasia. J Vet Intern Med. (2003) 17:538–44. doi: 10.1111/j.1939-1676.2003.tb02475.x

 21. Kobatake Y, Miyabayashi T, Yada N, Kachi S, Ohta G, Sakai H, et al. Magnetic resonance imaging diagnosis of Dandy-Walker-like syndrome in a wire-haired miniature dachshund. J Vet Med Sci. (2013) 75:1379–81. doi: 10.1292/jvms.12-0550

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Prikryl, Caine and Palus. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fvets-07-00453-g003.gif





OPS/images/fvets-07-00453-g004.gif





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Transient Postural Vestibulo-Cerebellar Syndrome in Three Dogs With Presumed Cerebellar Hypoplasia



		Introduction



		Case Presentation



		Case 1



		Case 2



		Case 3







		Discussion



		Data Availability Statement



		Ethics Statement



		Author Contributions



		Supplementary Material



		References

















OPS/images/cover.jpg
, frontiers
in Veterinary Science

Transient Postural
Vestibulo-Cerebellar Syndrome in
Three Dogs With Presumed
Cerebellar Hypoplasia





OPS/images/fvets-07-00453-g001.gif





OPS/images/fvets-07-00453-g002.gif









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Veterinary Science





