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F O Mgk % HV Tlrastuzumab & CDDPO P B %) &
ERELE. L7275 fils LT MRS e
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L7:%4a, WiFhofTh iR HCC o#
RENZ LacZ BEPFE IR, LTy g
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SMARCBI (SWI/SNF-Related Matrix—-associated, Actin—-dependentRegulator
of Chromatin,Subfamily B, memberl) #fzFi3. HIV-10OHAAHEBER LSS

SHRENELLTREE - yo—Afuahr.

INBIZ BV 210 THEEE D& W E

EH#E (rhabdoid tumorf$) 28T Z OSMARCB] Bz T-Dhomozygousyz R4 h3
ARIZAR SN0 TEMEETOERICET 328G T &3N3, SMARCBIN/R %
L7-fiflakk, G401, KYM, TM87-16i28WW T, SMARCBI 2B 3575 ./ 1))
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TR DR S e bic o hntigin L iz, T O

FIIKBEHDIacZ #RIMIT BT T ) OAINART F-
EERALEBESCREI S o, . AR
SMARCBLEF %7 3 S#ilask. Helafifin T,
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BEICH, Bosiahor,

D. %

SMARCBIBGE THBIHEEZEFTH 2 2 L 2ER
FNZEERA L 7=, 983, F0k I3 A LA TG
FVANERITONERSNMITLIET, BH
DARZZXLEWPHENICT S, TORREAHLCH
CDREHFEORBIIREEE S,



RAERFMEEHIE DA REMKITITHSE)
SRS F

2 A DIETEIC D B 4y T B

CorAMSTE A EM  EEEREE 5 B

BRI RS BT A E R

WREE : 5 TBENAE,. 52 Ras, Rap # GEF (GDP/GTP Z7#aET) & GAP (KFUEHERET)

ZHBAICEATS S TMREEEET S22 - 4BMET 5, GEF, GAP O EHKEME T
LTBL CEDNEBETHOSFERBHRGEH TS LHET S RRas 773 —IZFH L. M-
Ras /% GEF, GAP 7 2 isiED 5 R-Ras Tit7a< H-Ras 77y S U—ICBLTWS Z L &HEER

L7z,

A. BgEAM

EHPOME - E 28N TR GTP BAEQ
HratlldaotTarrn—JLafEnhEnhe
ARBZEEZHMET S, GEF, GAP oy
WCBAT S ETHIBERA S, #HviT GEF,
GAP OREFREMZHENS,

B. BiFA ik

IR ORE c EEICEPHS RRas 7731
—4+F D GEF, GAP |[TH¢ 5 EFF R 2R~
7z
()R-Ras 7 7 = ) —4F @ R-Ras, TC-21, M-Ras

DWW TRRET L=,

(2)GEF & LT Sos, RasGRF, C3G, CalDAG-GEF-I,
IL, III, Epac & PDZ-GEF %, GAP & . "T Gaplm,
R-RasGAP, raplGAP #+H-FHnH /=,

C. iR

(1)R-Ras, TC-21 % GEF ‘T C3G. RasGRF,
CalDAG-GEF-I, II, HI iz X D&M 25, R-
RasGAP I L O KB {EE NS,

(2)M-Ras | Sos, RasGRF, CalDAG- GEF-II, III
TG S 4. Gaplm 2 & 0 KEETE 2 1
=

LAbEMms, ZAFETM-Ras 137 = /EEOMER

NS R-Ras 77 IU—RBICBL TS EEZ

BN T EZWEUYIZEIC LD M-Ras L H-Ras 7 7

I 1) - &[T GEF, GAP X § 5 H B4 Sk

A LTS &b,

D. K

MRINIZ GEF, GAP #E A L CTHifp o &
BEZRA2DIIISTHET ) LABWMICEDEHS,
& AHBRES T B GTP 5 FE B E @ GEF, GAP
KT 5HEEFREETHES ML T &M
HETHSD,

E. &

R-Ras |24 X 1. CWh/= M-Ras {3513 GEF,
GAP (¢ 2 BEEHREMH,S HRas 77 21—
C@gd s,

F. (&Rt fE bt
iz L

G. HisEER

1. #wXREE
Ohba Y, Mochizuki N, Yamashita S, Chan AM,
Schrader JW, Hattori S, Nagashima K, Matsuda M,
Regulatory proteins of R-Ras, TC21/R-Ras2, and
M-Ras/R-Ras3. J Biol Chem 275: 20020-20026,
2000.

2. FRER

KIGHEITt 355 9B HAVE e
IRV UL

H. QXM EEOHE - B&
BizizL



1. Okuma E, Saeki K, Shimura M, Ishizaka Y, Yasugi E, Yuo A: Induction of apoptosis in
human hematopoietic U937 cells by granulocyte-macrophage colony-stimulating factor: possible
existence of caspase 3-like pathway. Leukemia 14:612-619,2000.

2. Shimura M, Osawa Y, Yuo A, Hatake K, Takaku F, Ishizaka Y: Oxidative stress as a
necessary factor in room temperature-induced apoptosis of HL-60 cells. J Leukoc Biol
68:87-96,2000.

3. Yasugi E, Kumagai T, Nishikawa Y, Okuma E, Sacki K, Oshima M, Susin SA, Kroemer G,
Yuo A: Involvement of apoptosis-inducing factor during dolichyl monophosphate-induced
apoptosis in U937 cells. FEBS lett 480:197-200,2000.

4. Saeki K, Yuo A, Abe I, Seki T, Noguchi H, Isemura M: Apoptosis-inducing activity of lipid
derivatives of gallic acid. Biol Pharm Bull 23:1391-1394,2000.

5. Saeki K, Yuo A, Okuma E, Yaraki Y, Susin SA, Kroemer G, Takaku F: Bcl-2
down-regulation causes autophagy in a caspase-independent manner in human leukemic HL-60
cells. Cell Death Diff 7:1263-1269,2000.

6. Hagiwara S, Yagisawa M, 1ki S, Mimura T, Urabe A, Miwa A, Togawa A, Higashihara M,
Takaku F, Yuo A: Tyrosine phosphorylation of proteins in primary human myeloid leukemic
cells stimulated by macrophage colony-stimulating factor: analysis by disease types and
comparison with normal human hematopoietic cells. Int J Hematol 73:100-107,2001.

7. Saeki K, Yuo A, Koizumi M, Fujiwara K, Kaneko M, Takaku F, Yazaki Y: CREB antisense
oligonucleotides induce non-apoptotic cell death in proliferating leukemia cells, but not normal
hematopoietic cells, by a bizarre non-antisense mechanism. Leukemia 15:238-245,2001.

8. Shinoura N, Muramatsu Y, Yoshida Y, Asai A, Kirino T, Hamada H: Adenovirus-mediated
transfer of caspase-3 with Fas ligand Induces drastic apoptosis In U373MG glioma cells. Exp
Cell Res 256:423-433,2000.

9. Koyama F, Sawada H, Hirao T, Fujii H, Hamada H, Nakano H: Combined suicide gene
therapy for human colon cancer cells using adenovirus-mediated transfer of Escherichia coli
cytosine deaminase gene Escherichia coli uracil phosphoribosyltransferase gene with
5-fluorocytosine. Cancer Gene Ther 7:1015-1022,2000.

10. Shinoura N, Yoshida Y, Asai A, Kirino T, Hamada H: Adenovirus-mediated transfer of
caspase-8 augments cell death in gliomas: Implication for gene therapy. Hum Gene Ther
11:1123-1137,2000.

11. Shinoura S, Yamamoto N, Yoshida Y, Asai A, Kirino T, Hamada H: Adenovirus-mediated
transfer of caspase-8 in combination with super-repressor of NF-kB drastically induced apoptosis
in gliomas. Biochem Biophys Res Commun 271:544-552,2000.

12. Shinoura N, Sakurai S, Asai A, Kirino T, Hamada H: Transduction of Apaf-1 or caspase-9
induces apoptosis in A172 cells, which are resistant to p53-mediated apoptosis. Biochem
Biophys Res Commun 272:667-673,2000. .

13. Motoi F, Sunamura M, Ding L, Duda DG, Yoshida Y, Zhang W-P, Matsuno S, Hamada H:
Effective gene therapy for pancreatic cancer by cytokines mediated by restricted
replication-competent adenovirus. Human Gene Ther 11:223-235,2000



14. Adachi Y, Tamiya T, Ichikawa T, Terada K, Ono Y, Matsumoto K, Furuta T, Hamada H,
Ohmoto T: Experimental gene therapy for brain tumors using adenovirus-mediated transfer of
cytosine deaminase gene and uracil phosphoribosyltransferase gene with S-fluorocytosine. Hum
Gene Ther 11:77-89.2000.

15. Shinoura N, Sato R, Yoshida Y, Asai A, Kirino T, Hamada H: Adenovirus-mediated transfer
of Bel-xl protects neuronal cells from Bax-induced apoptosis. Exp Cell Res 254:221-231,2000.
16. Ichikawa T, Tamiya T, Adachi Y, Ono Y, Maisumoto K, Furuta T, Yoshida Y, Hamada H,
Ohmoto T: In vivo efficacy and toxicity of 5-fluorocytosine / cytosine deaminase gene therapy
for malignant gliomas mediated by adenovirus. Cancer Gene Ther 7:74-82,2000.

17. Narita M, Takanaga K, Yoshida Y, Kadomatsu K, Muramatsu T, Matsubara S, Hamada H,
Goto S, Saisho H, Sakiyama S, Tagawa M: Polyadenylation signal facilitates the expression of
foreign gene that is driven by an internal promoter located in the reverse orientation to long
terminal repeat of retrovirus. Anticancer Res 20( 1A):279-282,2000.

18. Qiu JH, Asai A, Chi S, Saito N, Hamada H, Kirino T: Protease inhibitors induce cytochrome
c-caspase-3-like protease-mediated apoptosis in cultured cortical neurons. J Neuroscience
20:259-265,2000.

19. Kobayashi T, Okamoto K, Kobata T, Hasunuma T, Kato T, Hamada H, Nishioka K: Novel
genc therapy for rheumatoid arthritis by FADD gene transfer: Induction of apoptosis of
rheumatoid synoviocytes but not chondrocytes. Gene Ther 7:527-533,2000.

20. Kasaoka Y, Nakamoto T, Wang J, Usui T, Hamada H: Gene therapy for murine renal cell
carcinoma using Genetically engineered tumor cells to secrete interleukin-12. Hiroshima J Med
Sci 49:29-35,2000.

21. Kobayashi T, Okamoto K, Kobata T, Hasunuma T, Kato T, Hamada H, Nishioka K:
Differential regulation of Fas-mediated apoptosis of rheumatoid synoviocytes by TNFa and
bFGF is associated with the expression of apoptosis-related molecules. Arthritis & Rheumatism
43:1106-1114,2000. '

22. Wang J, Nakamoto T, Kasaoka Y, Usui T, Hamada H: Antitumor effect of murine renal cell
carcinoma cells genetically modified to express B7-1 combined with cytokines secreting
fibroblasts. Hiroshima J Med Sci 49:73-82,2000.

23. Ju DW, Tao Q, Cheng DS, Zhang W, Zhang M, Hamada H, Cao X: Adenovirus-mediated
lymphotactin gene transfer improves therapeutic efficacy of cytosine deaminase suicide gene
therapy in established murine colon carcinoma. Gene Ther 7:329-338,2000.

24. Kimura, Miyata T, Hamada H, et al. In vivo retention of endothelial cells adenovirally
transduced with tissue-type plasminogen activator and seeded onto expanded
polytetratfluoroethylene. J Vascular Surgery 32:353-363,2000.

25. Kosuga M, Takahashi S, Sasaki K, Li XK, Fujino M, Hamada H, Suzuki S, Yamada M,
Matsuo Y, Okuyama T: Adenovirus-mediated gene therapy for mucopolysaccharidosis VII:
involvement of cross-correction in wide-spread distribution of the gene products and long-term
effects of CTLA-41g. Molecular Therapy 1:406-413,2000.

26. Kawamura K, Namba H, Bahar R, Miyauchi M, Maeda T, Hamada H, Sakivama S, Tagawa



M: Transduction of the human deoxycytidine kinase gene in rodent tumor cells induces in vivo
growth retardation in syngeneic hosts. Cancer Lett 156:151-157,2000.

27. Shiota G, Kunisada T, Oyama K, Udagawa A, Nomi T, Tanaka K, Tsutsumi A, Isono M,
Nakamura T, Hamada H, Sakatani T, Sell S, Sato K, Ito H, Kawasaki H: In vivo transfer of
hepatocyte growth factor gene accelerates proliferation of hepatic oval cells in a
2-acetylaminofluorene/partial hepatectomy model in rats. FEBS Lett 470:325-330,2000.

28. Cao X, Huang X, Ju DW, Zhang W, Hamada H, Wang J: Enhanced antitumoral effect of
adenovirus-mediated cytosine deaminase gene therapy by induction of antigen-presenting cells
through stem cell factor/granulocyte-macrophage colony-stimulating factor gene transfer. Cancer
Gene Ther 7:177-186,2000.

29. Lei H, Ju DW, Yu Y, Tao Q, Chen G, Gu S, Hamada H, Cao X: Induction of potent
antitumor response by vaccination with tumor lysate-pulsed macrophages engineered to secrete
macrophage colony-stirnulatirig factor and interferon-gamma. Gene Ther 7:707-713,2000.

30. Tani K, Nakazaki Y, Hase H, Takahashi K, Azuma M, Ohata J, Kitamura R, Komine F,
Oiwa M, Masunaga A, Maekawa T, Satoh N, Adachi D, Soda Y, Machida U, Endo M,
Yamazaki T, Watari K, Tojo A, Yamashita N, Tomikawa S, Eriguchi M, Hamada H, Wakumoto
Y, Hanazawa K, Okumura K: Progress reports on immune gene therapy for stage IV renal cell
cancer using lethally irradiated granulocyte-macrophage coleny-stimulating factor-transduced
autologous renal cancer cells. Cancer Chemother Pharmacol. 46 Suppl:S73-76,2000.

31. Matsuoka N, Miyatake S, Yukawa H, Takahashi JC, Saiki M, Mori H, Ishii K, Akimoto M,
Hamada H, Hashimoto N: Adenovirus-mediated gene transfer of basic fibroblast growth factor
promotes the survival of primary-cultured rat neuronal cells. Neuroreport 11:2001-2006,2000.
32. Shinoura N, Yamamoto N, Asai A, Kirino T, Hamada H: Adenovirus-mediated transfer of
Fas ligand gene augments radiation-induced apoptosis in U-373MG glioma cells. Jpn J Cancer
Res 91:1044-1050,2000.

33. Shinoura N, Sakurai S, Asai A, Kirino T, Hamada H: Transduction of a fiber-mutant
adenovirus for the HSVtk gene highly augments the cytopathic effect towards gliomas. Jpn J
Cancer Res 91:1028-1034,2000.

34. Kawamura K, Bahar R, Namba H, Seimiya M, Takenaga K, Hamada H, Sakiyama S,
Tagawa M: Bystander effect in uracil phosphoribosyltransferase/5-fluorouracil-mediated suicide
gene therapy is corretated with the level of intercellular communication. Int J Oncology
181:117-120,2001.

35. Suzuki H, Itoh F, Toyota M, Kikuchi T, Kakiuchi H, Imai K: Inactivation of 14-3-3 sigma
gene is associated with 5'CpG island hypermethylation in human cancers. Cancer Res
60:4353-4357,2000.

36. Iwata N, Yamamoto H, Sasaki S, Itoh F, Suzuki H, Kikuchi T, Kaneto H, Iku S, Ozeki I,
Endo T, Imai K: Frequent hypermethylation of CpG islands and loss of expression of the 14-3-3
sigma gene in human hepatocellular carcinoma. Oncogene 19:5298-5302,2000.

37. Yamashita K, Itoh F, Arimura Y, Kurokawa S, Endo T, Hirata K, Imamura A, Kondo M,
Sato T, Imai K: Microsatellite instability inpatients with multiple primary cancers of the




gastrointestinal tract. Gut 46:790-794,2000.

38. Takekawa T, Adachi M, Nakahata A, Itoh F, Taya Y, Imai K: p53-inducible Wipl
phosphatase mediates a negative feedback regulation of p38 MAPK-p53 signaling in response to
UV radiation. EMBO J, in press, 2001.

39. Shirakawa K, Shibuya M, Heike Y, Shimizu A, Tsuda H, Goldman CK, Imai K, Wakasugi
H: Gene targeting Flt-1 and Tie2 inhibits tumor growth and metastases on WIBC-9, a human
inflammatory breast cancer xenograft. Cancer Res in press 2001.

40. Yamamoto H, Itoh F, Iku S, Adachi Y, Sasaki S, Mukaiya M, Hirata K, Imai K: Expression
of matrix metalloproteinases { MMPs) and tissue inhibitors of metalloproteinases ( TIMPs) in
human pancreatic adenocarcinomas: clinicopathological and prognostic significance of mattilysin
expression. J Clin Oncol 19:1118-1127,2001.

41. Kaneto H, Sasaki S, Yamamoto H, Itoh F, Toyota M, Suzuki H, Ozeki I, Iwata N, Ohmura
T, Endo T, Imai K: Detection of hypermethylation of the p16INK4A gene promoter in chronic
hepatitis and cirrhosis associated with hepatitis B or C virus. Gut 48:372-377,2001.

42. Takahashi T, Hirano N, Takahashi T, Chiba S, Yazaki Y, Hirai H: Immuno-gene therapy
against mouse leukemia using B7 molecules. Cancer Gene Ther 7:144-150,2000.

43. Honda H, Ushijima T, Wakazono K, Oda H, Tanaka Y, Aizawa S, Ishikawa T, Yazaki Y,
Hirai H: Acquired loss of p53 induces blastic transformation in p210bcr/abl-expressing
hematopoietic cells: a transgenic study for blast crisis of human CML. Blood
95:1144-1150,2000.

44. Ueno H, Kondo E, Yamamoto-Honda R, Tobe K, Nakamoto T, Sasaki K, Mitani K,
Furusaka A, Tanaka T, Tsujimoto Y, Kadowaki T, Hirai H: Association of IRS proteins with
Bcl-2 and their effects on its phosphorylation and anti-apoptotic function. Mol Biol Cell
11:735-746,2000.

45. Nakamoto T, Yamagata T, Sakai R, Ogawa S, Honda H, Ueno H, Hirano N, Yazaki Y, Hirai
H: CIZ: a zinc finger protein that interacts with p130cas and activates the expression of matrix
metalloproteinases. Mol Cell Biol 20:1649-1658,2000.

46. Tanaka Y, Takahashi T, Nieda M, Masuda S, Kashiwase K, Ogawa S, Chiba S, Juji T, Hirai
H: Generation of HLA-DRB1*1501-restricted p190 minor ber-abl (e1a2)-specific CD4+ |
T-lymphocytes. Br J Haematol 109:435-437,2000.

47. Kurokawa M, Mitani K, Yamagata T, Takahashi T, Izutsu K, Ogawa S, Moriguchi T,
Nishida E, Yazaki Y, Hirai H: The Evi-1 oncoprotein inhibits ¢-Jun N-terminal kinase and
prevents stress-induced cell death. EMBO J 19:2958-2968,2000.

48. Shimizu K, Chiba S, Kumano K, Hosoya N, Takahashi T, Hamada Y, Yazaki Y, Hirai H:
Binding of Deltal, Jaggedl, and Jagged2 to Notch2 rapidly induces cleavage, nuclear
translocation and hyperphosphorylation of Notch2. Mol Cell Biol 20:6913-6922,2000.

49. Yamagata T, Mitani K, Oda H, Suzuki T, Honda H, Asai T, Maki K, Nakamoto T, Hirai H:
Acetylation of GATA-3 affects T-cell survival and homing to secondary lymphoid organs.
EMBO J. 19:4676-4687,2000.

50. Miyazaki T, Takayanagi H, Isshiki M, Takahashi T, Okada M, Fukui Y, Oda H, Nakamura



K, Hirai H, Kurokawa T, Tanaka S: In vitro and in vivo suppression of osteoclast function by
adenovirus vector-induced csk gene. J. Bone Mineral Res 15:41-51,2000.

51. Shimizu K, Chiba S, Saito T, Kumano K, Hirai H: Physical interaction of Deltal, Jaggedl
and Jagged2 with Notchl and Notch3 receptors. Biochem Biophys Res Commun
276:385-389,2000.

52. Tanaka Y, Kami M, Ogawa S, Machida U, Takahashi T, Ichikawa M, Yuji K, Izutsu K, Asai
T, Kanda Y, Honda H, Mitani K, Chiba S, Hirai H, Yazaki Y, Sasaki M, Sasaki K, Mineishi S:
Hyperacute graft-versus-host disease and NKT cells. Am J Hematol 63:60-61,2000.

53. Seo S, Kami M, Honda H, Kashima K, Matsumura T, Moriya A, Machida U, Kanda Y,
Chiba S, Hirai H: Extramedullary relapse in the so-called "sanctuary” sites for chemotherapy
after donor lymphocyte infusion. Bone Marrow Transplant 25:226-227,2000.

54. Machida U, Kami M, Fukui T, Kazuyama Y, Kinoshita M, Tanaka Y, Kanda Y, Ogawa S,
Honda H, Chiba S, Mitani K, Muto Y, Osumi K, Kimura S, Hirai H: Real-time automated
polymerase chain reaction for early diagnosis and monitoring of cytomegalovirus infection after
bone marrow transplantation. J Clin Microbiol 38:2536-2542,2000.

55. Takahashi T, Nieda M, Koezuka Y, Nicol A, Porcelli SA, Ishikawa Y, Tadokoro K, Hirai H,
Juji T J: Analysis of human Va24+ CD4+ NKT cells activated by a-glycosylceramide-pulsed
monocyte-derived dendritic cells. J. Immunol 164:4458-4464,2000.

56. Kanda Y, Hamaki T, Yamamoto R, Chizuka A, Suguro M, Matsuyama T, Takezako N,
Miwa A, Kami M, Hirai H, Togawa A: Clinical significance of CD34 cxpression on response to
therapy in acute myeloid leukemia: an overview of 2483 patients from 22 studies. Cancer
88:2529-2533,2000.

57. Takimoto E, Mizuno T, Terasaki F, Shimoyama M, Honda H, Shiojima I, Hiroi Y, Oka T,
Hayasho D, Hirai H, Kudoh S, Toko H, Kawamura K, Nagai R, Yazaki Y, Komuro [:
Up-regulation of natriuretic peptides in the ventricle of Csx/Nkx2-5 transgenic mice. Biochem
Biophys Res Commun 270:1074-1079,2000.

58. Kanda Y, Yamamoto R, Chizuka A, Hamaki T, Suguro M, Arai C, Matsuyama T, Takezako
N, Miwa A, Kern W, Kami M, Akiyama H, Hirai H, Togawa A: Prophylactic action of oral
fluconazole against fungal infection in neutropenic patients: a meta-analysis of 16 randomized
controlled studies. Cancer 89:1611-1625,2000.

59. Imai Y, Kurokawa M, Izutsu K, Hangaishi A, Takeuchi K, Maki K, Ogawa S, Chiba S,
Mitani K, Hirai H: Mutations of the AML1 gene in patients with myeloblastic syndrome and
their functional implications in leukemogenesis. Blood 96:3154-3160,2000.

60. Hasegawa K, Kubota K, Hirai H, Imai Y, Midorikawa Y, Makuuchi M. Hepatocellular
carcinoma followed by Waldenstrom's macroglobulinemia: a case report.
Hepato-Gastroenterology 47:842-845,2000.

61. Kami M, Matsumura T, Tanaka Y, Mikami Y, Miyakoshi S, Ueyama J, Morinaga S, Mori S,
Machida U, Kanda Y, Chiba S, Sakamaki H, Hirai H, Muto Y: Scrum levels of soluble
interleukin-2 receptor after bone marrow transplantation: a true marker of acute graft-versus-host
disease. Leukemia and Lymphoma. 38:533-540,2000.



