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A case report of ¢lassic Creutzfeldt-Jakob disease with persistent high-titer of serum anti-measels andibody and

proposal of revised autopsy formula for systemic investigation of prion disease in our institute
Yuichi FUMIMURA M.D., Yuko SAITO M.D.Ph.D., & Shigeo MURAYAMA M.D.Ph.D.
Geriatric Neuroscience Research Group, Tokyo Metropolitan Institute of Gerontology

ABSTRACT

We experienced a case of Creutzfeldi-Jakob disease (CJD) with persistent high titer of anti-measles antibody (IgG}
in the serum, but not in the cerebrospinal fluid (CSF). RT-PCR analysis for measles was negative both in blood and
CSF.  The postmortem study confirmed typical pathology of CJD with type I proteinase resistant prion and codon
126 Met/Met variation. There was no feature of subacute sclerosing panencephalitis or measles encephalitis and
RT-PCR for measles using the frozen brain was negative. Since our autopsy protoccl for CJD permitted brain
examination only, chronic systemic infection of measles could not be completely ruled out. We here propose a
compromised general autopsy formula for prion disease as follows:
1.To remove the brain with strict condition against contamination.
2.To sampie the upper spinal cord via the foramen magnum.
3.To excise the short peroneal muscle and the sural nerve following the biopsy manner.
4.To resect the palatine tonsile via the oral cavity.
5. To aspirate sternal bone marrow by needle puncture.
6. To resect appendix from right paramedian incision made like surgical removal,

7. To aspirate splenic tissue using a Silverman needle.
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Neuropathology of prion diseases — concerning the lesions of hippocampus -
Naoji AMANO
Department of Psychiatry, Shinshu University School of Medicine

ABSTRACT
Prion disease includes sporadic CJD, infectious diseases such as variant CJD and CID after dura
transplantation, and familial inherited diseases. The main histological features of prion disease are spongiform
change, marked neuronal loss and astrogliosis. Anti-prion staining reveals synaptic and plaque types of
abnormal prion protein deposits. The hippocampal lesions are supposed to be mild in prion disease. It may be
possibly proportional to studying the target of the initial changes of prion disease to examine hippocampal

lesions precisely.
We examined 18 soradic cases, 8 familial cases (4 cases of E200K-129M, | case of E200K-129M-219V, 2



cases of PI02L-129M, 1 case of P105L-129V), and 1 infectious case associated with cadaveric dura mater. In
summary, although the main lesions of cerebral cortex were very severe in the points of neuronal loss,
astrogliosis and spongiform change, hippocampal lesions were mild. Both of severe and mild lesions were
observed in the entorhinal cortex. The subiculum was the following site of lesions, where small spongiform
vacuoles appeared, and CA1, CA4, CA2~3 were degenerated in order. There appeared astrogliosis in CA4.
Abnormal prion protein was accumulated in hippocampus, especially in stratum moleculare and gray matters
of subiculum and CA1~4. There was fibrillary gliosis without spongy state in stratum radiata and stratum
lacunosum, and spogiform change was chiefly observed in stratum moleculare.

Abnormal prion protein deposits may trigger severe degeneration in neural nets. On the other hand,
astroglial reaction is also diverse. It is very important to clarify the initial process of the degenerated neuropil

in hippocampal regions for the study of destructive process in the brains of prion disease.
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A pitfall in diagnosis of human prion diseases using detection of proteascHesislant prion prolein in urine

Hisako FURUKAWA', Katsumi DOH-URAZ, Ryo OKUWAKI’, Susumu SHIRABE®, Kazuo YAMAMOTO’,
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! Department of Pharmacology 1, * Department of Molecular Microbiology and Immunology, Institute of Atomic
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Molecular Microbiology and Immunolegy, 7'Dx;partmenl of Biochemistry,
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Abstract

Since a definite diagnosis of prion diseases relies on the detection of abnormal isoform of prion protein (PrP%), it has

been urgently necessary to establish a non-nvasive diagnostic test 1o detect PrP®* in human prion diseases. To
genily y g P



evaluale diagnostic usefulness and reliability of the detection of proteaseresistant prion protein in urine, we
cxtensively analyicd proteinase K (PK)-resistant protein in patients affected with prion diseases and the control
subjects by Western blot, a coupled liquid chromatography and mass spectrometry analysis, and N-lerminal sequence
analysis. The PK-resistant signal migrating around 32 kDa previously reported by Shaked et al. was not observed in
this study. Instead, discrete protein bands with an apparent molecular mass of approximately 37 kDa were detected
in the urine of many patients affected with prion discases and two diseased controls. Although these proteins also
gave strong signals in the Western blot using a variety of anti-PrP antibodies as a primary antibedy, we found that the
signéls were still detectable by the incubation of secondary antibodies alone. Mass spectrometry and N-erminal
protein sequencing analysis revealed that majority of the PK-resistant 37 kDa proleins in patients urine were outer
membrane proteins (OMPs) of Enterobacterial species.  OMPs isolated from these bacteria were resistant to PK and
the PK-resistant OMPs {rom Enterobacterial species migrated around 37 kDa on SDS-PAGE. Furthermure,
non-specific binding of OMPs to antibodies could be mistaken for PrP*.  We also found that PK-esistant 25«Da
protein isolated from infected mice was composed of OMP of Pseudomonas aeruginosa. These ﬁndin;gs caulion
that bacterial contamination can affeet the immunological detection of prion protein. Therefore, the presence of
Enterobacterial species should be excluded in the immunological tests for PrP* in clinical samples, in particular,

urine.
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Relationship between sites of dura mater grafts and clinical features
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ABSTRACT

We report a patient who received a dura mater grafi and in whom the initial
abnormal signals developed in the cerebrum in the region surrounding the graft site, as
demonstrated in magnetic resonance diffusion-weighted images (DWI). Based on the
evidence of this patient, we conducted a retrospective re—appraisal review of the full
medical records of 107 dura—-related CJD (dCJD) patients. The patients were divided
into two groups depend the site of neurosurgical or orthopedic procedures
(supratentorium or infratentorium cerebelli}.

In initial manifestations, cases with grafts at the supratentorium developed
hemiparesis/ hemianopsia in 11/47 (23.4%) and brain stem symptoms in 2/47 (4.3%;,
whercas cases in the infratentorium developed 0/60 (0%) and 19/60 (31.7%),
respectively {p=0.004). In conclusion, we clarified the initial symptoms are correlate to

the site of graft.
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