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1.  Two different clinical phenotypes of Creutzfeldt—Jakob disease with a M232R substitution
Shiga Y, Satoh K, Kitamoto T, Kanno S, Nakashima I, Sato S, Fujihara K, Takata H, Nobukuni K,

Kuroda S, Takano H, Umeda Y, Konno H, Nagasato K, Satoh A, Matsuda Y, Hidaka M,
Takahashi H, Sano Y, Kim K, Konishi T, Doh-ura K, Sato T, Sasaki K, Nakamura Y, Yamada M,
Mizusawa H, Itoyama Y

J Neurol 254(11), 1509-1517, 2007. Epub 2007 Nov 2.

OBJECTIVE : To describe the clinical features of Creutzfeldt—Jakob disease with a substitution of arginine for
methionine (M232R substitution) at codon 232 (CJD232) of the prion protein gene (PRNP). PATIENTS AND
METHODS : We evaluated the clinical and laboratory features of 20 CJD232 patients: age of onset, initial
symptoms, duration until becoming akinetic and mute, duration until occurrence of periodic sharp and wave
complexes on EEG (PSWC), MRI findings, and the presence of CSF 14-3-3 protein. Immunohistochemically, prion
protein (PrP) deposition was studied. RESULTS : None of the patients had a family history of CJD. We recognized
two clinical phenotypes: a rapidly progressive type (rapidtype) and a slowly progressive type (slow—type). Out of 20
patients, 15 became akinetic and mute, demonstrated myoclonus, and showed PSWC within a mean duration of 3.1,
2.4, and 2.8 months, respectively (rapid—type). Five showed slowly progressive clinical courses (slow—type). Five
became akinetic and mute and four demonstrated myoclonus within a mean duration of 20.6 and 15.3 months,
respectively, which were significantly longer than those in the rapid—type. Only one demonstrated PSWC 13 months
after the onset. Diffuse synaptic—type deposition was demonstrated in four rapidtype patients, and perivacuolar and
diffuse synaptic—type deposition in two, and diffuse synaptic—type deposition in one slow—type patient. Three of 50
suspected but non—CJD patients had the M232R substitution. CONCLUSIONS : Patients with CJD232 had no
family history like patients with sCJD, and showed two different clinical phenotypes in spite of having the same
PRNP genotype. More studies are needed to determine whether M232R substitution causes the disease and

influences the disease progression.
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4. Efficacy and safety of inhaled ciclesonide compared with chlorofluorocarbon beclomethasone dipropionate in
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adults with moderate to severe persistent asthma.
Adachi M, Ishihara K, Inoue H, Kudo K, Takahashi K, MoritaY, Masuda K, Sakai T, Kato R,
Miyamoto T
Respirology 12(4), 573-580, 2007.07

BACKGROUND AND OBJECTIVE: Inhaled corticosteroids are recognized as first—line therapy in the
management of asthma; however, their use may be limited by systemic and local side—effects. Ciclesonide, a novel
pro—drug inhaled corticosteroid, is activated in the lungs and is expected to have less systemic and local side—
effects. This study evaluated the efficacy and safety of ciclesonide in hydrofluoroalkane (HFA) compared with
beclomethasone dipropionate (BDP) in a chlorofluorocarbon (CFC) formulation in adult patients with moderate to
severe asthma. METHODS: This was a multicentre, randomized, open—label, parallel-group comparative study. The
patients were given 800 microg/day of CFC-BDP in the four-week baseline period. After the baseline period, 319
patients were randomly allocated into three groups which, respectively, received HFA—-ciclesonide 400 microg/day
(without a spacer), HFA-ciclesonide 800 microg/day (without spacer) and CFC—-BDP 800 microg/day (with spacer)
for the eight—week treatment period. The primary efficacy variable was morning PEF. RESULTS: The morning PEF
increased by 16.02 L/min in the 400 microg HFA—ciclesonide group, 23.98 L/min in the 800 microg HFA-
ciclesonide group and 5.91 L/min in the 800 microg CFC-BDP group. Better outcomes were achieved by the use of
800 microg/day of HFA-ciclesonide compared with 800 microg/day of CFC-BDP (P = 0.001). There was no
difference in adverse events between the groups. CONCLUSION: In adult patients with moderate to severe asthma,
800 microg/day of HFA—ciclesonide was significantly more effective than 800 microg/day of CFC-BDP. Ciclesonide

at doses of 400 microg/day and 800 microg/day was safe and well tolerated.

5. Combination of SN-38 with gefitinib or imatinib overcomes SN-38-resistant small—cell lung cancer cells.
Takigawa N, Takeyama M, Kozuki T, Shibayama T, Hisamoyo A, Kiura K, Tada A, Hotta K,
Umeura S, Ohashi K, FujiwaraY, Takata S, Ichihara E, Osawa M, Tabata M, Tanimoto M,
Takahashi K
Oncol Rep 17(5), 983-987, 2007.05

Irinotecan is one of the effective anticancer agents for small-cell lung cancer (SCLC) and 7—ethyl-10-
hydroxy—campthothecin (SN-38) is an active metabolite of irinotecan. Gefitinib and imatinib are tyrosine kinase
inhibitors which have clinical activities in several malignancies and they are also potent inhibitors of breast cancer
resistance protein (BCRP) transporter, which confers the resistance of topoisomerase [ inhibitors including SN-38
and topotecan. The cytotoxicity of SN-38, gefitinib and imatinib for the SN-38-resistant cells (SBC-3/SN-38) from
human SCLC cells, SBC—-3, was evaluated using AlamarBlue assay. The drug concentration required to inhibit the
growth of tumor cells by 50% (IC50) for 96—h exposure was used to evaluate the cytotoxicity. BCRP expression was
determined by Western blotting and immunofluorescence staining. Intracellular topotecan accumulation was
evaluated by flow cytometry. No differences were observed in the IC50 values (mean +/- SD) of the tyrosine kinase

inhibitors between the SBC—3 cells and the SBC-3/SN-38 cells: 15+/-1.6 and 12+/-2.8 microM of gefitinib,
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respectively; 15+/-0.51 and 14+/-3.9 microM of imatinib, respectively. The SBC-3/SN-38 was 9.5—fold more

resistant to SN-38 than the parental SBC-3. The SBC-3/SN-38 restored sensitivity to SN-38 when combined with

8 microM gefitinib or 8 microM imatinib, even though the IC50 values of SN-38 combined with gefitinib or imatinib

in the SBC-3 cells did not change. BCRP was equally overexpressed in the SBC-3/SN-38 with and without gefitinib

or imatinib. In addition, the BCRP expression on the SBC-3/SN-38 cell membrane with and without gefitinib

seemed to be equal. Gefitinib increased intracellular accumulation of topotecan in the SBC—3/SN-38 cells. Gefitinib

or imatinib reversed SN—-38-resistance in these SCLC cells, possibly due to intracellular accumulation of SN-38

without any change in BCRP quantity. Irinotecan with gefitinib or imatinib might be effective for SCLC refractory to

irinotecan.
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19. Histiocytic sarcoma: Identification of its histiocytic origin using immunohistochemistry

Yoshida C, Takeuchi M

Internal Medicine 47(3), 165-169, 2008.2. Epub 2008 Feb 1

We describe a 56—year—old woman with histiocytic sarcoma involving the bone marrow. The neoplastic cells
proliferated diffusely and showed occasional erythrophagocytosis. Immunohistochemically, the neoplastic cells were
positive for CD68, lysozyme, CD4 and CD163, but negative for B— and T—cell markers, S100 protein and epithelial
markers. The patient received multi—agent chemotherapy and is living at 22 months after diagnosis without

recurrence. Histiocytic sarcoma is an exceedingly rare hematopoietic neoplasm and the prognosis is poor due to its
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rapid progression, widespread disease and poor response to therapy. It is important to recognize this rare neoplasm

and to confirm the diagnosis using specific immunohistochemical markers.

20. Karyotype at diagnosis is the major prognostic factor predicting relapse—free survival for patients with
Philadelphia chromosome—positive acute lymphoblastic leukemia treated with imatinib—combined
chemotherapy.

Yanada M, Takeuchi J, Sugiura I, Akiyama H, Usui N, Yagasaki FF, Nishii K, Ueda Y, Takeuchi M,
Miyawaki S, Maruta A, Narimatsu H, Miyazaki Y, Ohtake S, Jinnai I, Matsuo K, Naoe T, Ohno R,
Japan Adult Leukemia Study Group

Haematologica 93(2), 287-290, 2008.02. Epub 2008 Jan 26

To identify factors associated with relapse—free survival (RFS), 80 patients with newly diagnosed Philadelphia
chromosome—positive acute lymphoblastic leukemia, enrolled in a phase II study of imatinib—combined chemotherapy,
were analyzed. The median follow—up of surviving patients was 26.7 months (maximum, 52.5 months). Twenty—eight
out of 77 patients who had achieved CR relapsed. The probability of RFS was 50.5% at 2 years. Multivariate analysis
revealed that the presence of secondary chromosome aberrations in addition to t(9;22) at diagnosis constitute an

independent predictive value for RFS (p=0.027), and increase the risk of treatment failure by 2.8—fold.
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32. Dry small pleural dissemination of adenocarcinoma of the lung preoperatively detected by PET/CT: a report
of two cases.
Okutani D, Yamane M, Toyooka S, Oto T, Aoe M, Sano Y, Date H
Acta Medica Okayama 62, 55-58, 2008

Dry pleural dissemination in non—small cell lung cancer, defined as solid pleural metastasis of lung cancer
without pleural effusion, is a condition occurring in T4 lung cancer. Positron emission tomography (PET) has been
reported to be useful for the diagnosis and staging of lung cancer. It has been reported that positive findings on
PET scans of indeterminate pleural abnormalities at computed tomography (CT) are sensitive to malignancy. We
encountered two cases of dry small pleural dissemination of adenocarcinoma of the lung preoperatively detected by
PET/CT. A 75-year—old man and a 66—year—old man underwent CT scan, which demonstrated solitary tumor in the
lung, an enlarged mediastinal lymph node, and a small pleural nodule less than 10 mm in size, all of which were
positive findings on the fluorine 18 fluorodeoxyglucose (FDG) PET portion of an integrated PET/CT. Both patients
underwent thoracoscopic biopsy of the dry pleural nodule revealing dissemination of adenocarcinoma of the lung
(T4). Whereas histological thoracoscopic diagnosis remains mandatory before planning treatment, our cases may

suggest that PET/CT will be useful as a screening modality for dry pleural dissemination of lung cancer.
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