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. Control, 0.2ml of PSS, i.p. from-day 5 to-day 1.
! Bestatin, 0.005mg/kg, i.p. from-day 5 to-day 1.
: Bestatin, 0.05mg/kg, i.p. from-day S to-day 1.

! Bestatin, 0.5mg/kg, i.p. from-day 5 to-day 1.

. Bestatin, 5.0mg/kg, i.p. from-day 5 to-day 1.

Peripheral blood was examined on day O.
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40- ¥ T
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= Control, 0.2ml of PSS, ip. from-day 5 to-day 1.
----- : Bestatin, 0.05mg/kg, i.p. from-day 5 to-day 1.
CPA(Cyclophosphamide), 300mg/kg, i.p., on day O.
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Granulocyte(Band+Segmented)
MP<0.05

MP<0.01

Number of Granulocyte
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[_1: Control, 0.2ml of PSS, i.p. from-day 5 to-day 1.
i Bestatin, 0.05mg/kg, i.p. from-day 5 to-day 1.
CPA(Cyclophosphamide), 300mg/kag, i.p. on day O.
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Bone Marrow Nucleated Cell
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18
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151
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Number of Bone Marrow Nucleated Cell
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-5 o 3 5 7 9O daypostCPA
. Control, 0.2ml of PSS, i.p. from-day 5 to-day 1.
------ . Bestatin, 0.05mg/kg, i.p. from-day 5 to-day 1.
CPA (Cyclophosphamide), 300mg/kg, i.p., on day O.
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CPA(Cyclophosphamide), 300mag/kg, i.p., on day O.
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DB LI, BEHRERST Y 2D autologous
CFUs kil s €5 Z L MRS N7z, FBID
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512 HSATT (high specific activity tritiated
thymidine) # F\>7: suicide assay 5 Z®
CFUs D, # iLEA#EaD cell cycle ~ND
WA HBDTIERVAELTVS, KD 13,
s-phase specific agent T % cytosine arabino-
side (Ara-C) & OK-432 Dtz E #METL,
Ara-C & OK-432 D[FlE#5 & 3 Wik Ara-C
#51%1C OK-432 2425 L 7= 33 & 1o kidsF
BROBIEMES» S OEEITERKBICHLARSE
2B L oA, OK-432 281185 L 1254
KRIEFPROKEE» 5 ORIEF IFlch 3 2
& &R, OK-432 D512 &> T cell cycle
ICEA S /-MREh Ara-COD target & o7
HTREZVAELTVE, SEFADH SN
Bestatin ® & & —2i2id CFUs O cell cycle
~NDENA, self renewal DTTHEIZ L > THRE S
nrnLgEshd P, 4% IL-3 D5
DVWTHLERT I3LENHS Y. £ -RmEke,
TR L TIXE 4 o< #infERIEERH
sk holk. Zhix, 4EIFEE L7 CPA (300
mg/kg) OFRMEREM, M/ MIERLIZ RIETH
HIER A, BERIERZAERR I 2 IDEMER Ik
LEETH ) Z OFERFRLEKR, MIMERAD
HUBES, FBRERRMIEAN DO LBAEIZIL
WEBThHo-0TREvr ety ELLNS.

L1k Bestatin i3, CPA ###&minsl, &<
IZENERRRaOEE 2 AR ICEEEHE 2L,
BEHERER 4% D < 7 X autologous CFUs 2 &
BlcmMasE3zL2MWopIcLid, 2hE
TEEERDOEHBMAANOHEIIZ L OHE
donor-recipient system THREfahTEh, 4
[R5 22 U7 CPA SR E MM A 5 ORIE
REZIR & <7 X autologous CFUs ~NDEE
1, BLERED 5 VI BEHEREEIT T TO
EIMEENZ T 2 RBOEREERTLOTH
D, SRZOBKICA F#ishdbneEL
5h 3,

#® E ]
AE, BLERETIZA S h 3 MmnEi ok
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BT 2MEt 2 BAE L, HEEKEAE L
TH% S h7/- Bestatin @ CPA #553& Pkl »
5 OEE I3 2 B8N I R EHREEHR O <

77 R autologous CFUs ~D #1225\ THRET
L. Z0HE,

1) Bestatin i3, CPA #F&&E s » 50
EEARICEVWTER (p<0.01) DFEHIERRAM
fanEREEDRERL 7.

2) Bestatin i¥, BAHREHED YR au-
tologous CFUs #F%E (p<0.01) {Z3h0 & &,
FEOEMARKIFER 12 H1) 5 EH S B
Mialch 3 Z L AR SN,

3) CPA #H%3 Mipkl» 5 DEERERNR
2 E I A EBRRI V<7 R autologous CFUs
DEBRRIE, BICFERED 5 IS BEHRRZENE

X

TTTOEMRELRL TH), HERRILE
i+ 5 Bestatin D& MAERRIEIEMA L, BLFR
ETOEMPAFDBHIEXE E L TAHRBDERIE
AOERERRTEDEEZ SN,
ARAFIDERICH LBBERIC BT 5 R%E
JRIGE V2R DHTE L, —ihY % & MAEHK
FHEVLETLIHEENELNDLBEbN 3.

H, ARIXNDEE TR B ABELBS (FLIR)
IZTREL -,

FRaEiz 310H 0%, B E2B- - B
ARAERAREIR A I HIEH W 7= 58 Thish,
R LK SRR $ 40T SRR R FED B B R — R IR
ZAHBERLET.
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Experimentail studies on the prevention of myelosuppression
during cancer chemotherapy
Part 1 : Accelerated recovery from cyclophosphamide induced
myelosuppression by administration of Bestatin,
3-(R)-amino-2-(S)-hydroxy-4-phenylbutanoyl-(S)-leucine,
in mice
Kozaburo UCHIDA
Department of Internal Medicine, Okayama University Medical School

(Director: Prof. Ikuro Kimura)

The hemopoietic potential of Bestatin, a new immunomodulator prepared from the culture
medium of Streptomyces olivoreticuli, was studied concerning its effects on the recovery from
cyclophosphamide(CPA)-induced myelosuppression and on autologous CFUs in irradiated mice. In
mice treated with CPA (300 mg/kg, i.p., day 0), the recovery from granulocytopenia and
myelosuppression was significantly accelerated by administration of Bestatin (0.05 mg/kg,
i.p.,-day 5 to -day 1). Bestatin, administrated i.p. at a dose of 0.05 mg/kg on -dayl, increased
the number of autologous CFUs in irradiated mice, indicating that Bestatin acted at the
level of multipotent stem cells. These result indicate that Bestatin may be useful in the
clinical management of myelosuppression induced not only by cancer chemotherapy but also
by radiation therapy.



