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Creutzfeldt-Jakob disease in the psychiatric practice
— case reports of the ataxic and Heidenhain variant
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Summary

Objectives. Sporadic Creutzfeldt-Jakob disease (sCJD) is a rare fatal neurodegenerative
brain disorder of variable clinical manifestation. Making right diagnosis still remains challen-
ging. First symptoms are vague and differ between clinical subtypes of the disease. This is to
present the symptoms variability and diagnostic difficulties in sCJD based on case reports of
two female patients examined at time of the disease duration by psychiatrists.

Methods. Data of our patients were collected from hospital medical records.

Results. The case of patient A. P.” ataxic sCJD is an example of clinical picture suggesting
neurological background of the disease almost from the symptoms’ onset and being referred by
psychiatrist to the neurological ward, where the right diagnosis of probable sCJD was estab-
lished. In the opposite is the case of patient I. W.” Heidenhain variant of sCJD, misdiagnosed
with dissociative disorder and delivering huge diagnostic difficulties, even to neurologists.
In both patients the certain diagnosis was confirmed at autopsy.

Conclusions. In patients with visual disturbances of unknown etiology, even if the ophthal-
mological and neurological background is excluded, sCJD should be taken into consideration
in the differential diagnosis.
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Background

Creutzfeldt-Jakob disease is a fatal neurodegenerative brain disorder. Making
right diagnosis remains challenging with regard to inconstant presentation and low
prevalence being assessed at 1 — 1,6 : 1 000 000. The most frequent type of CJD, spo-
radic Creutzfeldt — Jakob (sCJD), accounts for 85-95% of all cases [1]. Moreover, the
sCJD patients are a heterogeneous group divided into a few clinical subtypes which
vary according to clinical manifestation, disease course and results of a diagnostic
workup. World Health Organization (WHO) diagnostic criteria for sCJD are listed in
Table 1[2]. A core diagnostic criterium is quickly progressing dementia but there can
be seen variable psychiatric symptoms interfering clinical picture of the disease and
causing misdiagnoses [3].

We describe cases of two different clinical subtypes of sCJD to emphasize incon-
stant clinical manifestation of the disease and diagnostic difficulties it cause. First case,
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patient A.P., is a patient with ataxic type of sCJD. The clinical picture was suggestive of
neurological background from the beginning and the patient was referred to neurologists
by psychiatrist in outpatients. Correct diagnosis of probable sCJD was established in
neurological ward and was confirmed at autopsy. The second one case is patient [.W.
with rare presentation of sCJD, the Heidenhain variant. We focus mainly on this case
because it delivered diagnostic difficulties and was misdiagnosed with dissociative
disorder. The Heidenhain variant accounts for 3,7% of all sCJD cases [4].

Table 1. World Health Organization diagnostic criteria for sCJD

I Quickly progressing dementia.

IIA. Myoclonus.

IIB. Visual or cerebellar disturbance.

IIC. Pyramidal or extrapyramidal dysfunction.
IID. Akinetic mutism.

IITA. Typical EEG during an illness of any duration.
IIIB. Positive 14-3-3 CSF assay and a clinical duration to death < 2 years.
IIIC. Routine investigations should not suggest an alternative diagnosis.

Possible sCJD:
[ + 2/4 criteria from II + duration < 2 years.

Probable sCID:
a. I + 2/4 criteria from II + IIIA or,
b. I+ 2/4 criteria from II + duration < 2 years + I1IB

Case Presentation
Ataxic sCJD — patient A.P. case

A.P. was a 65 year-old woman, retired, living with husband. She was diagnosed
with significant binocular myopia since she was born and she was hypertensive since
few years.

Patient A.P. visited psychiatrist in outpatients because of rapidly progressing memo-
ry loss of 1 month duration. The psychiatrist noticed cerebellar gait disturbances and
in the context of rapid onset of dementia and no previous psychiatric and neurological
history, referred her to neurological ward for further diagnosis.

There was no meningeal signs and no focal deficits on admission to neurological
ward. After one week her cerebellar gait and dementia progressed. Since the second
week general muscle rigidity, total lack of communication abilities and myoclonus
were noticed. In the third week more new symptoms appeared: nystagmus and akine-
tic mutism. Her computed tomography (CT) and magnetic resonance imaging (MRI)
brain scanning showed general cortical and subcortical brain and cerebellar atrophy.
Her electroencephalography (EEG) was not specific for CJD. Cerebrospinal fluid
(CSF) examination excluded inflammatory process and confirmed the presence of the
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14-3-3 protein. The patient fulfilled WHO diagnostic criteria for probable sCJD: the
presence of progressing dementia, myoclonia, cerebellar disturbances, extrapyramidal
symptoms and akinetic mutism, positive CSF immunoassay for 14-3-3 protein and the
time of symptoms’ duration shorter than 2 years.

Finally her general state get worse and she died in the 47" day of hospitalization
because of respiratory and circulatory insufficiency.

In genetic examination no PrP gene mutations were identified. Certain sCJD diag-
nosis was confirmed histologically. Both histological and immunochemistry data were
consistent with sCJD VV2 type according to Gambetti-Parchi classification [5].

Heidenhain variant of sCJD — patient 1. W. case

I.W. was a 53 year-old woman, high school - educated, working as a count, living
with husband and daughter. Her psychiatric and neurological history was silent. There
was no concomitant somatic disorder. The patient died about 5 months from the onset
of her visual symptoms.

The patient was first diagnosed by neurologists because of blurred vision of 1
month duration. The total time of neurological hospitalization was 10 days. The patient
had word finding and articulation difficulties. She was trying to speak loud and slow
to be clear for others. The electroretinography showed undisturbed retinal function;
electrolyte values (sodium, potassium) were normal; MRI-angio brain scanning and
ultrasonography of carotid and vertebral arteries were also normal. However single-
photon emission computed tomography (SPECT) revealed diminished perfussion in
postero-inferior area of the left occipital lobe and in the base of right temporal lobe
(hipoccampus area). Among next days the articulation disturbances get worse and
unsteady gait appeared. No clear neurological background for those disturbances was
found and the decision of psychiatric and psychological consultation was made up. The
patient was described as histrionic in behavior and dissimulating when asked about
family relations. Moreover the patient experienced very traumatic event, her sister’s
death, about 5 months prior to the onset of visual symptoms. Taking into considera-
tion all this data, the initial diagnosis of dissociative disorder was established and the
patient was referred to our psychiatry ward.

Hospitalization in the psychiatry ward last for 5 days. On admission, the patient
had normal autopsychic orientation but allopsychic orientation was disturbed. No
hallucinations and delusions were present. She was tearfulness and of labile mood.
The patient was able to walk only with help. She was answering with single words or
sounds. Neurological examination revealed increased muscle tension in lower and upper
limbs. Her psychomotor drive was temporary accelerated: she was loud, with sleep
disturbances. Her treatment consisted of: clorazepate ad hoc (maksimum dose - 100
mg/day), sulpiride (only during 2 first days; maksimum dose - 200mg/day), doxepin
(during all 5 days; maksimum dose — 100mg/day). On the third day of hospitalization
her general state declined: she lost her communication abilities (akinetic mutism), she
was spitting out medicines and food, progressive worsening of quantitative disturbances
in conscious was noted and nuchal rigidity appeared. During fourth and fifth day the
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body temperature was elevated till 37 — 38" C which was accompanied by elevated white
blood count (WBC) (11,3 K/ul) and slightly elevated potassium concentration (5,04
mmol/l). A lumbar puncture was done to exclude neuroinfection. CSF examination
excluded inflammatory process. There was no examination towards 14-3-3 protein
presence because there was no CJD suspicion. EEG was not done because patient was
too unwell for hospital transfer. On the fifth day of hospitalization the patient fell into
coma. The nuchal rigidity was still present. The Babinski sign was negative.

The patient was transferred to the intensive care unit with a suspicion of neuro-
leptic malignant syndrome. She died in about 3 months because of respiratory and
circulatory insufficiency.

The right diagnosis was pathologically established at postmortem examination.
We can see that she fulfilled WHO diagnostic criteria for possible sCJD because
of quickly progressing dementia, visual and cerebellar disturbance, extrapyramidal
dysfunctions, akinetic mutism. It is possible that she fulfilled also WHO diagnostic
criteria for probable sCJD. However because of above listed reasons, EEG and 14-3-3
CSF assay examination was not done.

Discussion

World Health Organization diagnostic criteria for possible and probable sCJD are
shown in Table 1 [2]. Certain diagnosis of sCJD can be established pathologically at
postmortem examination. Characteristics of sCJD may be vague at onset and inconstant
during the course. The WHO core diagnostic criterium is quickly progressing dementia.
Other symptoms which may appear are: cerebellar ataxia, myoclonus, seizures, limb
paresis. Visual symptoms developed during sCJD course can be of blurred vision, visual
field defect, optical hallucinations, and even cortical blindness. They are frequent [5]
and listed between WHO diagnostic criteria [2]. They can lead to misdiagnoses while
isolated, existing without concomitant neurological symptoms suggestive of sCJD,
ie, myoclonia, pyramidal and extrapyramidal symptoms. Few weeks visual symptoms
isolation is the main characteristic of the Heidenhain variant. Cognitive decline is
unanticipated and quickly progressing.

Cooper et al. [4] analysed 594 sCJD patients and concluded that it affects people
aged from 50 to 88 years which resembles our cases. Patient A.P. was 65 and patient
[.W. was 53 years old. sCJD in general leads to death in few months [6]. Patient A.P.
died after 2,5 month from the symptom onset, [.W. — after 5 months. The shorter time
of duration was seen in the older patient (patient A.P.). However it can not be conclu-
ded that the older patient is the more aggressive is the disease course. Unusually long
survival (over 2 years) was described as well, both in 37 year-old women [7] and 77
year-old women [8]. Unfortunately only in one patient, A.P., a genetic assessment of
valine/methionine (M/V) polymorphism at PrPc 129 codon was done. It is reported
that homozygotes VV and MM are more susceptible and heterozygotes VM are more
resistant to developing sCJD [9]. All Heidenhain variant cases reviewed by Cooper et
al. [4] were homozygotes MM. In patient A.P. case, both histological and immunohi-
stochemistry data were consistent with sCJID VV2 of the Gambetti-Parchi classification
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[5]. Periodic sharp waves complexes (PSWCs) in EEG or a detection of 14-3-3 protein
in CSF may be suggestive but not pathognomonic of sCJD. EEG with PSWCs can be
also seen in Alzheimer’s Disease and Dementia with Lewy Bodies [10, 11]. Moreo-
ver PSWCs can be seen at any time of duration of the sCJD, not necessarily from the
beginning. In I.W. case, EEG was not registered because of patient’s bad condition.
Patient A.P.” EEG was not specific of sCJD. The 14-3-3 CSF assay examination in
patient A.P. was positive. It is noteworthy that this examination can give false positives
in hypoxic and metabolic encephalopathies and in cases of cerebral metastases and
herpes simplex encephalitis [12,13].

In reviewed articles SPECT in sCJD revealed diminished blood perfusion in the
frontal, temporal, parietal and occipital lobe [14]. SPECT was done in patient [.W.
and revealed diminished perfussion in postero-inferior area of the left occipital lobe
and in the base of right temporal lobe (hipoccampus area). Neurologists after taking
into consideration all diagnostic workup results excluded neurological background
for patient’s visual symptoms. Magnetic resonance imaging done in patient I.W. at
the time of visual symptoms isolation was normal and was not repeated. MRI and CT
brain scanning made in patient A.P. after one month from the symptom onset revealed
brain and cerebellar atrophy. Weber-Donat et al. [15] reported one Heidenhain variant
case and emphasized that MRI must be repeated in patients with visual symptoms of
unknown etiology. MRI can be false negative when visual symptoms are isolated. In
reported by Weber-Donat et al. [15] case MRI showed cortical and basal ganglia hyper-
intensities, when a constellation of neurological symptoms appeared and EEG became
typical of sCJD. It is noteworthy that in sCJD many psychopathological symptoms
can appear and they may be misdiagnosed with psychiatric disorders. Yen i wsp. [3]
reviewed 8 cases of confirmed sCJD, hospitalized in neurological ward during the last
15 years and indicated that 5 of them had psychiatric symptoms: disturbances in mood,
thoughts, behavior, perception and were misdiagnosed with psychiatric disorders, one
underwent electroconvulsive therapy, another one was diagnosed with neuroleptic ma-
lignant syndrome. The authors concluded that it happens when psychiatrists examine
patient with sCJD at the beginning of the disorder. However patient . W. was first
assessed by neurologists and ophthalmologists and referred by them to the psychiatric
ward after they excluded structural background for patient’s symptoms. Additionally
misleading data were of patient’s sister death previous to visual symptoms onset. Wall
et al. [16] reviewed 126 sCJD cases and confirmed the presence of psychopathologic
symptoms: depression, anxiety, psychosis, disturbances in behavior, sleep disturbances
in 80% of patients during the first 100 days of disease duration and in 26% of them
they were initial symptoms.

Conclusions

In patients with visual disturbances of unknown etiology, even if the ophthalmo-
logical and neurological background is excluded, sporadic Creutzfeldt-Jakob disease
should be taken into consideration in the differential diagnosis.
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Bouaesns Kpeiitudenara-koda B ncuxuarpuyeckoii npaktuke. Onucanne HadIio1eHHii
aTakTu4yeckoii popmbl U XeliieHxanHa

Conep:xanue

3amanme. Cniopasnuecku Bcrpedaemas 6onesns Kpeiindenara-Sdkoda (BKA) sensercs peakoit
CMEpTENbHOM HelpoiereHepaTuBHO 00JIE3HBI0 MO3Ta C HEONIPEICICHHON KIIMHUYCCKON KapTUHOM.
Ee mpaBuiibHBII JUaTHO3 0 CHX HOP SBIISIETCS PEAKOCTHI0. HauambHBIE CHMITTOMBI HEOTIPE/ICIICHHBI
1 OTIIMYAIOTCSI MEXK/TY BBIICICHHBIMA KIHHIUeckuME popmamu BKSI. 3agannem paboTs! aBseTcs
MPEJCTaBICHNE PA3HOPOJHOCTH CHMITOMOB M JUAarHOCTUYECKHX TPYyAHOCTEH HAa OCHOBaHHU
OIMCaHMs HAOMIONEHMIT IByX MAIUEHTOB 00CIEJOBAHHBIX ICUXHATPAMHU Ha OIPEIEJICHHOM 3Tarle
0oJe3Hu.

Meton. Onucanne HaGroneHNH ObUIM pa3paboTaHbl HA OCHOBE JOCTYITHOHN JOKyMEHTAINU
MEUIIUHCKUX JaHHbIX.

PesyabTarsl. Habnronenue araxruunoii hopmbl BKS manmentkn A.Il. sBiseTca mpumepom
KnIuHU4eckol penpesentanuu BKS, ykassiBaromiee Ha Heliponorndeckuid GpoH Oone3HH yxe
B HayaJie MOSBUBIINXCS CUMIITOMOB M IPAaBUJIBHO OLIEHEHHBIX IICHXHATPOM C HarpaBICHHEM
OOJILHOM B HEBPOJIOTHUYECKOE OTAENEHHE. B oTheneHun nuarHocTipoBaHa BO3MOXKHasi OOJNE3Hb
BKA1. Kontpacrom siBnsieTcst BapuaHT XeHaeHxanHa nanuenTku M.B., HenpaBuiibHO pacrio3HaHHBIN
KaK JHCCONUAIMHHOE HAapyIIeHHEe, H3BECTHOE U3 JUTEPATYPHBIX AAHHBIX U3 TPYAHOCTEH
JMarHOCTUYECKOTO MOpsfKa, Jake HeBposoram. Y obeux skeHIuH auarHo3 bBKS moareepxaen
CEKIIMOHHOM HCCIICIOBAHHEM.

BriBoabl. Bo Bcex ciydasix 3pHTENBHBIX CHMIITOMOB C HESICHOI 3THOJIOTHEH, Jake eciin
BHaYasle HCKII0YAeTCsl HeHpoIornieckuii poH 1 M3MEeHeHNs 1a3Horo 3aboneBanus, bKS nomkna
TIPUHAMATHCS] BO BHIMaHUE TpH AnddepeHnnaabHoN JHarHOCTHKE.

KiroueBbie ciioBa: 6one3ns Kpeiitidennra-Skoda, ncuxuarpus

Creutzfeldt-Jakob-Krankheit in psychiatrischer Praxis — Fallbeschreibung:
Ataxie und Heidenhain-Variante

Zusammenfassung

Ziel. Sporadische Creutzfeldt-Jakob-Krankheit (sCJK) ist eine sehr selten auftretende
todlich verlaufende spongiforme Enzephalopathie mit nicht fixem klinischen Bild. Thre richtige
Diagnosestellung ist immer noch eine Herausforderung. Die Krankheitssymptome sind am Anfang
unklar und unterscheiden sich zwischen den ausgesonderten klinischen Typen von sCJK. Das Ziel der
Studie ist die Besprechung der Unterschiedlichkeit der Symptome und der diagnostischen Probleme
in sCJK aufgrund von zwei Fillen, zwei Patientinnen, die durch die Psychiater auf einer Etappe der
Krankheit untersucht werden.

Methode. Die Fallbeschreibungen wurden aufgrund der zugénglichen medizinischen
Dokumentation bearbeitet.

Ergebnisse. Der Fall einer Ataxie bei sCJK der Patientin A.P. ist ein Beispiel fiir die klinische
Darstellung von sCJK, das den neurologischen Hintergrund der Krankheit schon beim Auftreten der
ersten Symptome vermuten lisst. Die Patientin wurde richtig vom Arzt in die neurologische Abteilung
eingewiesen, wo die Diagnose einer wahrscheinlichen sCJK gestellt wurde. Im Gegensatz dazu steht
die Heidenhain - Variante der Patientin I.W., die nicht korrekt als fiir die diagnostische Problematik
von der Literatur bekannte dissoziative Storung diagnostiziert wurde. Bei den beiden Frauen wurde
die Diagnose sCJK in der Autopsie bestétigt.

Schlussfolgerungen. In allen Fillen, wo optische Symptome von unbekannter Atiologie auftreten,
auch wenn am Anfang der neurologische Hintergrund ausgeschlossen wurde, sollte sCJK bei der
Differentialdiagnostik in Erwigung genommen werden.

Schliisselworter: Creutzfeldt-Jakob-Krankheit, Psychiatrie
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La maladie de Creutzfeldt-Jakob dans la pratique psychiatrique
— description des variantes : ataxique et d’ Heidenhain

Résumé

Objectif. La maladie de Creutzfeldt-Jakob (MCJ) sporadique est une maladie mortelle rare,
maladie nuerodégénérative du cerveau, dont I’image clinique est instable. Son diagnostic juste reste
toujours difficile. Ses premiers symptomes sont vagues et ils différent dans les variantes cliniques
particulieres de MCJ. Ce travail veut présenter cette diversité des symptomes et les difficultés
diagnostiques de MCJ en décrivant deux cas de patientes examinées par les psychiatres dans un
moment donné de leurs maladies.

Méthodes. On analyse la documentation médicale de deux patientes.

Résultats. Le cas de la patiente A.P. est un exemple de la variante clinique de MCJ sporadique qui
suggere le fondement neurologique déja au début des symptomes, la patiente est bien diagnostiquée
a’hopital neurologique (diagnose- probable MCJ). Le deuxiéme cas de la patiente [.W. est différent.
Son diagnostic est erroné : troubles dissociatifs, troubles difficiles a diagnostiquer méme pour les
neurologues, tendis qu’elle souffre de la variante d’Heidenhain de MCJ. Les deux diagnostics de
ces femmes sont confirmés par leur autopsie.

Conclusions. Dans tous les cas des troubles visuels dont I’étiologie est incertaine, méme si
I’on exclue le fond neurologique et ophtalmologique, il faut prendre en considération MCJ comme
possibilité diagnostique.

Mots clés : maladie de Creutzfeldt-Jakob, psychiatrie

References

1. Heinemann U, Krasnianski A, Meissner B, Varges D, Kallenberg K, Schulz-Schaeffer WJ. i wsp.
Creutzfeldt—Jakob disease in Germany: a prospective 12-year surveillance. Brain 2007; 130:
1350-1359.

2. Report of a WHO consultation on global surveillance, diagnosis and therapy of human trans-
missible spongiform encephalopathies. Geneva, Switzerland, 9-11 February 1998. WHO/EMC/
7ZDI1/98.9. WHO Weekly Epidemiological Record 1998; 73: 361-372.

3. Yen CF, Lin RT, Liu CK, Lee PW, Chen CC, Chang YP. The psychiatric manifestation of
Creutzfeldt-Jakob disease. Kaohsiung J. Med. Sci. 1997; 13(4): 263-267.

4. Cooper SA, Murray KL, Heath CA, Will RG, Knight RSG. Isolated visual symptoms at onset
in sporadic Creutzfeldt-Jakob disease: the clinical phenotype of the “Heidenhain variant”. Br.
J. Ophthalmol. 2005; 89: 1341-1342.

5. Parchi P, Castellani R, Capellari S, Ghetti B, Young K, Chen SG. i wsp. Molecular basis of phe-
notypic variability in sporadic Creutzfeldt-Jakob disease. Ann. Neurol. 1996; 39: 767-778.

6. Knight R, Collins S. Human prion diseases: cause, clinical and diagnostic aspects. W: Rabenau
HF, Cinatl J, Doerr HW. red. Prions: a challenge for science, medicine and public health systems.
Basle: Karger; 2001. s. 68-92.

7. Tanev KS, Yilma M. An unusually presenting case of sCJD—The VV1 subtypel. Clin. Neurol.
Neurosurg. 2009; 111: 282-291.

8. Lin CJ, Chen L, Chen P, Cheng S. A case of sporadic Creutzfeldt-Jacob disease with unusually
long survival: correlation with clinical features, electroencephalogram, and brain magnetic
resonance imaging. Int. J. Gerontol. 2012; 6(4): 292-294.

9. Collinge J. Molecular neurology of prion disease. J. Neurol. Neurosurg. Psychiatry 2005; 76:
906-919.

10. Tschampa HJ, Neumann M, Zerr I, Henkel K, Schréter A, Schulz-Schaeffer W. i wsp. Patients

with Alzheimer s disease and dementia with Lewy bodies mistaken for Creutzfeldt—Jakob disease.
J. Neurol. Nerusurg. Psychiatry 2001; 71: 33-39.



194 Dominika Berent et al.

11.

12.

13.

14.

15.

16.

du Plessis DG, Larner AJ. Phenotypic similarities causing clinical misdiagnosis of pathologically
-confirmed sporadic Creutzfeldt-Jakob disease as dementia with Lewy bodies. Clin. Neurol.
Neurosurg. 2008; 110: 194-197.

Chapman T, McKeel Jr DW, Morris JC. Misleading results with the 14-3-3 assay for the diagnosis
of Creutzfeldt-Jakob disease. Neurology 2000; 55: 1396-1397.

Satoh J, Jurohara K, Yukitake M, Kuroda Y. The 14-3-3 protein detectable in the cerevrospinal
fluid of patients with prion-unrelated neurological diseases is expressed constitutively in neurons
and glial cells in culture. Eur. Neurol. 1999; 41: 216-225.

Meissner B, Westner IM, Kallenberg K, Krasnianski A, Bartl M, Varges D, i wsp. Sporadic
Creutzfeldt-Jakob disease: clinical and diagnostic characteristics of the rare VV1 type. Neurol-
ogy 2005; 65: 1544-1550.

Weber-Donat G, Ukkola-Pons E, Donat N, Garcia C, Teriitehaua C, Minvielle F, Baccialone J.
Heidenhain variant of Creutzfeldt-Jakob disease diagnosis: Place of MRI. Eur. J. Radiol. Extra
2010; 75: 47-50.

Wall CA, Rummans TA, Aksamit AJ, Krahn LE, Pankratz VS. Psychiatric manifestations of
Creutzfeldt-Jakob disease: a 25-year analysis. J Neuropsychiatry Clin. Neurosci. 2005; 17(4):
489-495.



