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<p><strong><strong>&nbsp;</strong></strong></p>

<p><strong>ABSTRACT </strong></p>

<p>We report a case of genetic Creutzfeldt-Jakob disease (gCJD).&nbsp;The 51-year-old male complained of sleep disorder and imbalance who had visited five different hospitals before diagnosed. A neurological examination revealed a triad of symptoms characteristic for WKs such as gaze paresis, ataxia of limbs and trunk, and memory disturbances. The disturbances increased during the course of the&nbsp;disease, which led to the death of the patient 18 months after the appearance of the&nbsp;signs. Although the patient show negative in brain magnetic resonance imaging&nbsp;(MRI)&nbsp;and 14-3-3 protein of cerebrospinal&nbsp;fluid&nbsp;(CSF), he was finally diagnosed with gCJD disease by the human prion protein&nbsp;(PRNP) gene mutations.</p>
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<p><strong><strong>&nbsp;</strong></strong></p>

<ol>

<li><strong><strong>History </strong></strong></li>

</ol>

<p>Since the sleep disorder was initial discovered 12 months ago, the patient has been hospitalized in five different hospitals.&nbsp;He attributed his symptoms to busy government tasks,&nbsp;so he did not go to the doctor. Five months after initial symptoms, episodes of&nbsp;dizziness occurred. The patient was no longer able to drive that had previously been&nbsp;easy for him. During his first hospitalization, neurologists found no positive sign, and his Magnetic Resonance Imaging(MRI) was also negative. He was diagnosed&nbsp;with Generalized anxiety disorder(GAD) and discharged from hospital with&nbsp;Paroxetine. After taking the medicine for one&nbsp;month, the patient's symptoms did not&nbsp;improve and went to another hospital in Beijing. His Mini-Mental State&nbsp;Examination score was 25&nbsp;and Montreal Cognitive Assessment was 16&nbsp;on a scale of 0 to 30. Lumbar puncture was performed, and tests for paraneoplastic antibodies and autoimmune encephalitis antibodies in the blood and cerebrospinal fluid(CSF) were negative. MRI of the head exhibits no observable changes from those obtained one&nbsp;month earlier. The&nbsp;electroencephalogram (EEG) and electromyogram(EMG) showed normal waves. After excluding other possible diseases, the patient was still diagnosed with GAD and discharged. One month after the second discharge, the patient was&nbsp;hospitalized in a psychiatric hospital, and he developed leg muscle atrophy this&nbsp;time. Although he could walk independently, he was afraid of falling and reduced his activity. There is no change in the diagnosis and treatment in this hospitalization. Two&nbsp;months after his third discharge, he was hospitalized again because couldn't stand and keep balance alone. The results of EEG, EMG and brain MRI did not change significantly compared with previous examination results in Beijing. The Montreal Cognitive Assessment(MOCA) score was 14 and the Mini&ndash;Mental State Examination (MMSE) score was 22. One month after the&nbsp;fourth discharge, the patient presented dreaminess and sleepwalking, and&nbsp;was&nbsp;hospitalized in the psychiatric hospital again. His sleepwalking was stopped when&nbsp;psychiatrists replaced paroxetine with sertraline, trazodone, and oxazepam. One&nbsp;month after his fifth discharge (12 months after the initial symptoms), he was&nbsp;admitted to our hospital. He was unable to stand steadily even with help of his&nbsp;wife. He had trouble falling asleep and looked anxious. The patient had previously been healthy. He lived in an apartment in Hainan island with his wife and had no sick contacts. He drank alcohol intermittently for more than 10 years. After suffering from&nbsp;sleep disorder 12 months ago, he began to drink heavily, about 6 unit of beer per&nbsp;day.</p>

<p>&nbsp;</p>

<ol>

<li><strong><strong> Examinations on admission </strong></strong></li>

</ol>

<p>On physical examination, the patient&rsquo;s temperature was 36.7&deg;C, heart rate 91&nbsp;beats&nbsp;per minute, blood pressure 154/93mmHg, respiratory rate 15 breaths per minute, and&nbsp;oxygen saturation 98% while he was breathing ambient air. He appeared to be&nbsp;fatigued and was temporal and spatial disoriented but able to converse&nbsp;at very low&nbsp;volume. His pupils were 3mm in diameter, round, and reactive to light. The funduscopic examination revealed no evidence of papilledema. He had horizontal&nbsp;gaze nystagmus. His finger to finger contact was inaccurate,&nbsp;and failed to find knee with heel. His limbs strength decreased slightly, and lower limb tuning fork vibration sense decreased. His deep tendon reflexes were&nbsp;symmetric hyperactivity, Babinski sign was positive on both sides. His MoCA was 11 on a scale of 0 to 30, the&nbsp;loss&nbsp;points focused on visuospatial and executive functions(0/5), delayed&nbsp;recall(1/5), and orientation(2/6). The remainder of&nbsp;neurologic examination was normal.</p>

<p>&nbsp;</p>

<ol>

<li><strong><strong>Disease development</strong></strong></li>

</ol>

<p>Two weeks after admission, the patient's sleep disorder aggravated further. He did not&nbsp;sleep all night, wandered around in the ward, accompanied by throat wheezing,&nbsp;increased blood pressure(160/96mmHg) and increased heart rate(103bpm). Finally, the patient's genetic examination found that the human prion&nbsp;protein gene(RPNP) 129 amino acid polymorphism was M/M type, 219 amino acid&nbsp;polymorphism was E/E type, E200K gene mutation were found. gCJD was diagnosed.</p>

<p><strong><strong>&nbsp;</strong></strong></p>

<ol>

<li><strong><strong>Follow-up</strong></strong></li>

</ol>

<p>The patient died with&nbsp;the company of his family on October 10, 2020. It is a&nbsp;pity that his family did not agree to the autopsy.</p>

<p>&nbsp;</p>

<p>cognitive function tests and cerebrospinal fluid test</p>

<table>

<tbody>

<tr>

<td>

<p>DATE</p>

</td>

<td>

<p>MMSE</p>

</td>

<td>

<p>Moca</p>

</td>

<td>

<p>CSF protein</p>

</td>

<td>

<p>CSF leukocytes</p>

</td>

</tr>

<tr>

<td>

<p>2019.09</p>

</td>

<td>

<p>25</p>

</td>

<td>

<p>16</p>

</td>

<td>

<p>717.4mg/L</p>

</td>

<td>

<p>20</p>

</td>

</tr>

<tr>

<td>

<p>2019.12</p>

</td>

<td>

<p>22</p>

</td>

<td>

<p>14</p>

</td>

<td>

<p>792.5mg/L</p>

</td>

<td>

<p>2</p>

</td>

</tr>

<tr>

<td>

<p>2020.03</p>

</td>

<td>

<p>22</p>

</td>

<td>

<p>11</p>

</td>

<td>

<p>384mg/L</p>

</td>

<td>

<p>2</p>

</td>

</tr>

</tbody>

</table>
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<p><strong><strong>Abbreviations </strong></strong></p>

<p>WKs Wernicke-Korsakoff syndrome</p>

<p>gCJD genetic Creutzfeld-Jakob disease</p>

<p>PRNP the human prion protein gene</p>

<p>FFI Fatal familial insomnia</p>

<p>MRI magnetic resonance imaging</p>

<p>DWI diffusion weighted imaging</p>

<p>CSF cerebrospinal flfluid</p>

<p>EEG electroencephalogram</p>

<p>EMG electromyogram</p>
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