HERIBIC L D & MEMAREOHEIE & B FAEEEIC BT DR

SRR 11670763

Rkl 1HEE~ER 1 2 FEREMAERMEE EBIR (C) (2) FRH/EE

¥Rl 3% 3A

MREARE_A H IE K
(RBRFHEFEEIR)




[iZ L ®iz]

b MEDABRMRITEREERRSC L 77—, MREAIC X LR ED b,
REMBHEORE AV CEMMEORHEHABEENIRN SN TVS, LT
Ttk MEEEL Y OEMmAREE CD34, CD117 (c-Kit), CD38 DI DL X 0 RKEAAR
Bl EM L, FEELRTFICHT RGBS L T& 7 (Kobayashi et al,
Blood 88, 1996, Kobayashi et al, Int J Hematol 66, 1997) , & & IZiXfi{LHE
ROEHERTOEHEFEEEY REMBHEOR LY | BEMRICITRHIFEEE
2H LIcMROBEEIIARFRETH > 7«FE (Shinizu, Kobayashi et al, Blood, 1998)
Db, BEETIIE MERMIROSERRTORMAETE, BIBICIIMEMR L D0k
ERRAPBELEZDND, ARHIFETIIE MEBE XY Fluorescence Activated Cell
Sorter (FACS) % FVTHifk L7 &M % fE 4 ORI EMAIHR B &6 B RV HE A A
ECToORERREBESLL, EMMIROATF L HIE%L Non-obese diabetic-severe
combined immunodeficiency (NOD-SCID) <= A~DEREMBHENORZ AWV THENTL
Teo REMBHEOROMELIIE MELMBRORMEHEREELZATHINEZHDL
METHZLENFETHY . b FELMROMLLBBIZOWTOEZL DIMRAZE
ATNDbDTHD, £, MBI L MEMROLERRITEDMEDHE
B~OMEMROEE S, REMBHE~OHMEMROLERZHLNIITELILD
Th b,

iz, FHELMROMLITENEELZETDARETHBEBELFTIK
BTORR~NDT 70 —FRAETH Y . FFRTR—HEREGFFERBDEDOE
B & Y OLIEMABRROEM A TIC T 5 Rk, EhEEORFEORN bHET

1T-7,



[#rgeiais]

BRfEE: N K E R (EEREREFEHREREE)
ESEE . M o
WRESEE: K B R (EERFEZH/NAFRFE)

£3 (R B RF IR B R E AT RET RS RERF)

[FFoei ]
R 1 14 1, 900FH
R 1 24 1, 600FM
&t 3, 500FHM
[#FoEs#]
(1) #23%

Takashi Sato, Joseph H. Laver, and Makio Ogawa: Reversible Expression of CD34 by
Murine Hematopoietic Stem Cells. Blood 94: 2548-2554, 1999.

Nakao Konishi, Masao Kobayashi, Shin-ichiro Miyagawa, Takashi Sato, Osamu Katoh,
Kazuhiro Ueda: Defective proliferation of primitive myeloid progenitor cells in patients
with severe congenital neutropenia. Blood 94: 4077-4083, 1999.

Ken Kuramoto, Toshihiro Uesaka, Akiro Kimura, Masao Kobayashi, Hiromitsu
Watanabe, and Osamu Katoh: ZK7, a Novel Zinc Finger Gene, Is Induced by Vascular
Endothelial Growth Factor and Inhibits Apoptotic Death in Hematopoietic Cells.
Cancer Research 60: 425-430, 2000

Shin-ichiro Miyagawa, Masao Kobayashi, Nakao Konishi, Takashi Sato, Kazuhiro
Ueda: Insulin and Insulin-like Growth Factor-1 Support the Proliferation of Erythroid
Progenitor Cells in Bone Marrow through The Sharing of Receptors.

British Journal of Haematology 109: 555-562, 2000

Sawai N, Koike K, Mwamtemi HH, Ito S, Kurokawa Y, Sakashita K, Kinoshita T,
Higuchi T, Takeuchi K, Shiohara M, Kamijo T, Higuchi Y, Miyazaki H, Kato T,
Kobayashi M, Miyake M, Yasui K, and Komiyama A: Thrombopoietin enhances
neutrophil production by bone marrow hematopoietic progenitors with the aid of stem
cell factor in congenital neutropenia.

Journal of Leukocyte Biology 68: 137-143, 2000.

Fumihito Tajima, Takashi Sato, Joseph H. Laver, and Makio Ogawa: CD34 expression
by murine hematopoietic stem cells mobilized by granulocyte colony-stimulating
factor. Blood 96: 1989-1993, 2000.



(2)

Kazuhiro Nakamura, Masao Kobayashi, Nakao Konishi, , Shin-ichiro Miyagawa,
Hiroshi Kawaguchi, Takashi Sato, Hidemi Toyota, Yoshihiro Komada, Seiji Kojima,
Osamu Katoh, and Kazuhiro Ueda: Abnormalities of Primitive Myeloid Progenitof
Cells Expressing Granulocyte Colony-stimulating Factor Receptor in Patients with
Severe Congenital Neutropenia Blood 96: 4366-4369, 2000.

ASARE

T. Sato, M. Kobayashi, N. Konishi, S. Miyagawa, H. Kawaguchi, K. Nakamura, S.
Kojima, O. Kato, H. Toyoda, and K. Ueda: Abnormalities of Primitive myeloid
progenitor cells expressing G-CSFR in patients with congenital neutropenia.
American Society of Hematology, 41st Annual Meeting. New Orleans, LA.

Blood 94:430a, 1999.

H. Kawaguchi, M. Kobayashi, K. Nakamura, T. Sato, N. Konishi, S. Miyagawa, S.
Kojima, H. Toyoda, Y. Komada, O. Katoh, and K. Ueda: Defective up-regulation of
granular proteases genes in primitive myeloid progenitors during myeloid
differentiation in patients with severe congenital neutropenia.

American Society of Hematology, 42nd Annual Meeting. San Francisco, CA.

Blood 96: 610a, 2000.



[#2R]

A B
1000 — : e 104
. ] R4
750 Lo S ; 103
@]
& D
500- = -
2 3 102+
) ]
250 101
R2
0+ T 100 |. MR R UL R AL
0 750 1000 10° 10! 102 103 104

FSC CD34-FITC

[ | T | [ 1

T 0T T T T 1 01 T T T 1
250 0 250 500 750 1000 0 250 500 750 1000
FSC FSC FSC
104
103 3
1C
= ]
o 102
) ]
101y
100 ..'IIIIIH‘XI T T T TTI7T

100 10! 102 10% 104
CD38-APC

1000
1R | IE
2 zso:‘ S 250

0T
0

1000

—

T T — ] 07 T T T 1
250 500 750 1000 0 250 500 750 1000
FSC FSC

Figuré 1 Representative Flow Cytometric Analysis of Bone Marrow Cells
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Table 1 Expression of CD34, c-Kit, and CD38 on bone marrow cells

Frequency (%)
CD34-positive in bone 1.8 + 1.1
marrow cells

c-Kit™#/CD38>#" 11.5 £ 8.0
cKit™®/CD38"  41.6 * 12.9
c-Kit'¥/ CD3g™#"¥ 49 = 1.5
c-Kit*/CD38"¢" 20.7 £ 6.3
c-Kit"#/ CD38™#*" 26 £ 1.2
c-Kit"®/CD38"e 18.8 £ 9.1

Frequencies of c-Kit and CD38 expressions were

presented within CD34-positive cells.

a. Purified bone marrow cells b. Purified bone marrow cells +  c¢. Purified bone marrow cells +
Stromal cells stromal cells + CTLA-4
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Figure 2 Human CD45-positive cells in mouse bone marrow





