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1) Somatosensory inhibition of vagal baroreflex bradycardia: afferent nervous
mechanisms. @ Nosaka S. and Murata K.

' Sensory receptors, afferent fibers and spinal ascending pathways involved in
somatosensory inhibition of baroreflex vagal bradycardia (BVB) were studied in
chloralose—urethane anesthetized rats. BVB was induced by electrical stimulation
of the aortic depressor nerve (ADN). Among mechanical and thermal stimuli
épplied on a hindlimb, hot water {above 55) immersion was most effective to
inhibit BVB. Static hindlimb muscle contraction by ventral root stimulation also
produced BVB inhibition which was abolished by muscle relaxation. These
findings suggest that thermal nociceptors and muscle receptors, probably
chemoreceptors, trigger BVB inhibition when activated. Further, afferent fiber
groups responsible for BVR inhibition due to sciatic nerve (ScN) or sural nerve
(SU) stimulation were determined. BVB was largely inhibited by activation of A
delta fibers of the ScN or SU,but C fiber contribution to BVB inhibition was
also ascertained by means of selective C fiber activation. Finally, courses of
spinal pathways mediating ScN inhibition of BVB were localized as follows.
First, ADN—vagal baroreflex arc of one side was interrupted by unilateral
vagotomy. Then, ScN inhibition of BVB provoked by the remaining reflex arc
was analysed following spinal cord hemisection at Cl and subsequent lesioning
of the cord on the nonsectioned side. Regardless of whether the spinal cord was
hemisectioned on any side with respect to the target reflex arc, stimulation of
the ScN of either side still inhibited BVB unless the lateral funiculus of
nonsectioned side was extensively lesioned. In conclusion, the spinal BVB-inhibitory
pathways are multifold, projecting to bilateral baroreflex vagal centers by
crossing the midline at spinal or/and medullary levels.

Am. J. Physiol., 257, 825-838, 1989



2) Somatosensory and hypothalamic inhibitions of baroreflex vagal bradycardia in
rats. : Nosaka S. and Murata K. _

Somatosensory and forebrain mechanisms inhibiting arterial baroreflexes were
investigated in chloralose-urethane anesthetized and artificially ventilated rats.
Electrical stimulations of the sciatic nerve (ScN) and the hypothalamic pressor
area (HP) suppressed the baroreflex vagal bradycardia (BVB) and hypotension
provoked by electrical stimulation of the aortic depressor nerve (ADN).
Suppression of BVB was more marked, but inhibitory potencies of ScN and HP
were not different. These two inhibitions were considered to have a functional
implication in common, since both were accompanied by increase in hindlimb
vascular conductance. Then, a variety of experiments were conducted to localize
the target site of ScN and HP inhibitions of BVB. Either ScN or HP stimulation
was without effect ori antidromic compound spike potentials along ADN evoked
by microstimulation of the nucleus tractus solitarius (NTS), precluding the
possibility of these inhibitions being presynaptic. Both ScN and HP stimulations
suppressed ADN-induced field potentials in NA region which provoked wvagal
bradycardia upon microstimulation, but failed to affect ADN-induced responses,
either field or unitary, in NTS region. Antidromic unitary responses in NA
region to vagus cardiac branch stimulation were suppressed by ScN and HP
stimulations in NTS-lesioned rats. Intracisternal bicuculline, a GABA antagonist,
was found to abolish both ScN and HP inhibitions of BVB, while intracisternal
muscimol, a GABA agonist, eliminated the bradycardia itself. These findings
suggest that somatosensory and forebrain inhibitions of BVB occur principally at
the preganglionic cell level and are probably mediated by a GABAergic mechanism.

Pfluegers Arch.: Eur. J. Physiol., 413, 656-666, 1989
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1) Synaptic actions of vagal afferents on spinal accessory motoneurons of the cat
: Toshihiro Asahara, Kazuo Higuchi, Yoshihiro Nishimura and Tsutomu
Tanaka.

The aim of the present study was to determine the existence of vago-accessory
pathways in anesthetized cats with extracellular and intracellular recording
techniques. Stimulation of the vagus nerve on either side, elicited predominantly
polysynaptic excitation of the spinal accessory (Acc) neurons located in the
‘region of the upper cervical segments {(C2-C3). Stimulation of the ipsilateral
solitary tract nucleus (NTS) in the medulla, induced monosynaptic excitatory
postsynaptic potentials (EPSPé} with latencies of 0.5-1.4msec (0.9 +0.2msec,
n=18) in the Acc neurons. Therefore, the vago—accessory reflex could be
éctivated through the NTS in the lower brain stem. The function of this reflex
in the cat is discussed.

Mie Medical Journal, 39(3), 323-332, 1989
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2) Isolation and characterization of a low molecular weight, calcium-binding
protein from porcine cardiac muscle : AFFIH, F FF, KWEH, 7th
International conference on cyclic nucleotides, calcium, and protein phosphorylation,
1989. 10, M,

3) BTFHBRLESOTNBEEEYEOWE
—vF gy 2 rAEREEEEEAO T Y A Sarcoma-180FEEE % AER K oW T
B B, EREERS, REETE), S480E HAEE B4, 1989, 10, BHHE.

4) Molecular properties of novel calcium—binding protein from porcine cardiac

muscle: BHFIB, B FF, £« KER AEEY, HHHEE FHE #E, 7th



International symposium on calcium-binding proteins in health and disease,
1990. 3, A+ &,

5) Regulation of smooth muscle calponin by protein phosphorylation and
calmodulin: & FF, ERET, EERT, H+FE, 7th International symposium
on calcium-binding proteins in health and disease, 1990. 3, H# 7+ 4,
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1) Monoclonal antibody assessment of tissue- and species—specific myosin light
chain kinase isozymes : Masatoshi Hagiwara, Hiroshi Tokumitsu, Koji Onoda,
Toshio Tanaka, Masaaki Ito, Nobuo Kato, and Hiroyoshi Hidaka.

Monoclonal antibodies raised against chicken gizzard smooth muscle myosin
light chain kinase were used for immunological and structural studies of this
enzyme. Epitope mapping of trypsin—digested chicken gizzard enzyme showed
that MM-1,2,3,4,5,6,and 7 bind to 65 kDa (trypsin-digested) and 60 kDa
{chymotrypsin—digested) fragments which contain the catalvtic domain of the
kinase. Kinetic analysis demonstrated that MM-7 inhibited kinase activity
competitively with respect to ATP and noncompetitively with respect to myosin
light chain,thereby indicating that MM-7 binds at or near the ATP binding site



of the enzyme. Immunoblot analysis revealed that all these antibodies (MM-1 to
12) reacted with the enzyme (130 kDa) from intestinal and vascular smooth
muscles, whereas 5 {MM-1,3,4,6,and 9) or 3 (MM-1,3,and 4) of 12 antibodies
did not cross-react with chicken cardiac muscle or with blood platelet myosin
light chain kinase (130 kDa), respectively. None of these antibodies showed
cross—reactivity against skeletal muscle myosin light chain kinase. As for
mammalian species, MM-11 and 12 reacted with myvosin light chain kinase of
vascular smooth muscle {140 kDa) and MM-11 cross—reacted with the enzyme
{140 kDa) from cardiac muscle of rat and rabbit. These data suggest the
existence of at least 4 subspecies of myosin light chain kinase in chicken tissues
and the heterogeneity of tissue— and species—specific isozyme forms.
J. Biochem., 106, 71-75, 1989 '

2) Molecular properties of calcium—binding proteins from bovine cardiac muscle :
M.Naka, H.Kise, Y.Fujita, and T.Tanaka.

The intracellular calcium ion plays an important role as a second messenger.
An increase in intracelluar calcium triggers a variety of cellular events,and the
calcium ion is mediated by various calcium—-binding proteins. Calmodulin,
Toroponin C and parvalbumin are well known as calcium-binding proteins. And
these proteins are -included in the EF-hand group. In recent years, a new
group of calcium-binding proteins has come to be recognized. This group which
has been designated as the annexins seems to be distinct from the EF-hand
group proteins. They are Ca®*-dependent membrane- and phospholipid-binding
proteins, and show hydrophobic matrices. Some of these proteins are resistant
to treatment with nonionic detergents in the presence of calcium ion, suggesting
that they may interact not only with membrane but also with cytoskeleton
proteins. Some of the Ca**-binding proteins from the heart have been reported,
but their molecular properties and cellular functions are not vet known. In this
papar, we show the molecular properties of these proteins in the bovine cardiac

" rnuscle.
Eds. O. Hatase, J. H. Wang in Bioinformatics, 125-128, 1989

3) Selective low level of protein kinase C isozyme in a tumor promoter—dependent
mouse leukemia cell line : Toshio Tanaka, Masatosi Hagiwara, Hirovosi Hidaka,
Kazuo Nunoki, Hisataka Ohta, Koji Onoda, Masaaki Ito, Setsuya Ohkubo,



Hiroshi Hiai and Yasuaki Nishizuka.

It was found that the activity of protein kinase C in the tumor promoter-dependent
cell line {A65T) was significantly lower then that in the independent cell line
(AB5IND) which was mutated from the dependent cell line. On the other hand,
there was no significant difference between these cell lines with regard to
cAMP—-dependent protein kinase activity. It was found that the maximal binding
capacity of [20-*H] phorbol-12,13-dibutyrate of the tumor promoter—dependent
cells is lower than that of the independent cells with similar affinities of the
two cell lines. Moreover, we found that the level of immunoreactive antigen
with monoclonal antibody for type III of protein kinase C in A65T cells was
significantly lower than that in the AG5IND cells. Thus, this selective lower
level of type III of protein kinase C in A65T cells, as compared with A65IND
cells means that this difference may be linked to its tumor promoter-dependent
cell proliferation.

Biochem. and Biophys. Res. Commun., 164(3), 1397-1401, 1989

4) Antitumor effect of Japanese Kampo medicine : Hitoshi Ito.

Two types of Japanese Kampo medicine (Juzen-taiho-to, Sho-saiko-to)
suppressed the growth of Ehrlich ascites carcinoma when administered orally or
intraperitoneally, but was not effective against P388 leukemia, Juzen—-taiho—to
alone did not inhibit the growth of Lewis lung carcinoma. Combination therapy
with Juzen—taiho—to or Sho-saiko-to plus cyclophosphamide significantly inhibited
the development of lung metastasis induced by Lewis lung carcinoma. The
numbers of lung metastatic nodules were reduced by the intravenously injection
of peritoneal macrophages activated with Juzen-taiho—to or Sho-saiko-to.

A possible mechanism for the inhibition of the tumor by treatment with
Kampo medicine could involve the third complement activation, the stimulation
of the reticuloendotherial system and the depression of the liver microsomal
drug metabolizing enzymatic system. These Kampo medicine seems to be a
useful drug in the therapy of cancer if used as an adjuvant to a antitumor
drug. '

Prog. Med., 9, 557-562, 1989
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MBELRFME Ly, EFEREES L UEEEEE ORI, & o BMigesd 3
PO TE S, OHEERIC L - T4 U5 ENMEEREowR IS TtEs &
THho

BERAEE LU LR OBRAERS L, HESE LUCEBIMEIER, MWL RIEREE
tE{LYER, alternative pathway &E#E(LIEM, TNF BEAEH, 1 v 5—7 z n VHEMF
A, A7 v4 FiR{EE, FFEEMEER, RSHRESEEREFR, UEERECEE
YEf, BUN {ETYER, &6 HABEMIERRE, SERERFEHEZL2LDONS5,
FRTiE, NEBERORMEEITR - MERERROE & 0 AERHRIORE & 20
BRESTRET %,

BREY, 13 (2), 45-49, 1989

6) Fractionation and antitumor activity' of the water-in—-soluble residue of Agaricus
blazei fruiting bodies Hirokazu Kawagishi, Ryvuichi Inagaki, Teturo Kanao,
Takashi Mizuno, Keishiro Shimura, Hitoshi Ito, Toshihiko Hagiwara,and Takuji
Nakamura

Some polysaccharide—containing materials were successively extracted from the
fruiting bodies of Agaricus blazei with agueous ammonium oxalate and sodium
hvdroxide, fractionated, and assaved for antitumor activity. From chemical
analyses and n.m.r. data, it was concluded that the most active fraction,
FIII-2-b, was comprised of protein and a {1—6)-f-D—glucan.

Carbohydrate Research, 186, 267-273, 1989

7) EEAHRIOPERE BT 5 AWM - R B

EHFHIO~ v ABREBEE T 5 FEBHR & £ OERAEREC oW TRE 21T - .
+A&KEE, NERE, EEBERORES L VIEEARSCLY T2 Y v eI (B
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Ehice
Biotherapy, 3(4), 760-766, 1989

8) Enhancing effect of antitumor polysaccharide from Astragelus or Radix hedysarum
on C3 cleavage Production of Macrophages in Mice @ Junzhi Wang, Hitoshi Ito
and Keishiro Shimura

Effects of Astragalus polysacchairde (APS) and -Radix hedysari polysacchairde
(RHPS) on the third component of complement (C3) cleavage production of
macrophages in ICR mouse were investigated by the immunofluorescent method.
By two hours after intraperitoneal injection of 500 mg/kg of APS or RHPS,
there was an obvious increase in the deposition of C3 on peritoneal macrophages.
When APS or RHPS was injected 5 times {1 time/day), the proportion of C3
positive macrobhages was more than that of 1-time injection. At the same time,
the number of peritoneal macrophages also increased. Since C3 cleavage product
occurred with the activation of C3, the results suggest that the immunopotentiating
action of APS and RHPS may be releted to the activity of mouse complement
C3.

Japan. J. Pharmacol., 51, 432-434, 1989

9) HMIEPIA A v v AMEREEEEE S R APFIE, TE &
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AAERER, 47 (BT, 101-103, 1989

11) A 7% b-n ) v ERERBIER & S PSR MabFiE, ekttt £ *
¥
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DT LTS T 5,
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1) Right ventricular function under acute cor pulmonale @ Kiyotsugu Sekioka,
Toshiyaki Tanaka, Takamaro Hayashi, Takayuki Yamaguchi, Naomi Ono, and
Takeshi Nakano.

Many investigators have reported the hemodynamics in acute cor pulmonale
clinically and experimentally. However, earlier studies have not made guantitative
evaluations of the effects of coronary perfusion pressure and hypoxia on right
ventricular contractility. We simulated acute cor pulmonale in nine isolated
canine hearts and investigated the relationship of the process to cardiac deterioration
and restoration.

The afterload and preload of the right ventricle were controlled with a

computer-assisted load control servosystem. Coronary perfusion pressure



(COPP) was also controlled at eigher normal or variable levels identical to
products of measured cardiac output and assumed values of systemic vascular
resistance. Critical state (CS) was defined as a condition with an initial decrease
in peak systolic pressure despite increased afterload.

Within the normal range of Pa0,(105+5.3mmHg), CS developed at a COPP of
51+5.1mmHg, while under low PaQ, (51+2.3mmHg), it developed at a COPP
of 59+8.8mmHg. As long as the COPP was normal (90mmHzg), the contractility
of the right ventricle did not decrease despite hypoxia (Pa0. 51+2.3mmHeg).

An increase in systemic vascular resistance or administration of a betastimulant
at CS restored the contractility of the right ventricle. However, an increase in
preload decreased the contractility of the right ventricle.

Japanese Circulation Journal, 53{(10), 1269-1277, 1989
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1) Experimental study of the pathogenesis of renal tubular damage in acute
pancreatitis with special interest to membrane fluidity and phospholipase A, !
T.Kurumiya, S.Isaji, R.Mizumoto, PANCREAS CLUB 23rd Annual Meeting,
1989, 5, ¥V bV,

2) BN B ADopamine D  — R P-NMR & & 388 — : BKZIR, (LBERE
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BT HE|MEL TS, LA B EORA B R TImENEZ S5 L,
CHDRTMH & T » TIHARETITT B 2 L0i% v, FIAETRECA LR AEER
B, BECIACYOEINEEELTEEFELLRTELY, FAHBRERENRRSTLE
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IWRHEES, UEHECARE, EOEE, B — SR Bo F BAHLS R7T
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Dopamine {I noradrenaline ® precursor TH 0, > =z v 7% UdH & LIFEOEME
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HRCERCREL, srEvD 1 ARGBR L > TROSELbY, al&tErrey
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1 ## ! ethynylestradiol 0.075mg -+ norethindrone acetate 6mg/day
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BB, XHEOERNE, SHREtANT Y% Wistar RS o i 1 5ERHEEHHE
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5) BAZEMEE R B3 FRAMRTER OFARF & HEDRCRETEE  AAER

The purpose of this investigation was to elucidate the influence of interruption
of the hepatic blood flow on survival and on prolongating of jaundice after
biliary decompression in dogs with obstructive jaundice.

There were three experimental groups. Two or three weeks after inducing
obstructive jaundice by ligation of the common bile duct with cholecystectomy,
the hepatic artery (group A), portal vein (group B) or both (group C) were
interrupted for various intervals, with antibiotics administration. Biliary
decompression was simultaneously performed with choledochoduodenostomy.

The one week survival rate after the interruption of hepatic blood flow was
more than 60% at 2 and 1 hours in group A, 20 and 10 minutes in group B,

10 and 5 minutes in group C at two and three weeks after biliary obstruction,



respectively.

Necrosis more than 50% of the liver was observed in early death cases.
Edema and stasis in the bile canaliculi were markedly observed histologically in
survivors in group A and C, accompanied with significant elevations of serum
T.Bil and GPT. The changes were greater in cases with longer periods of
jaundice.

In obstructive jaundice, hepatic artery occulusion causes hepatic necrosis, in
spite of antibiotics administration, and may induce prolonged jaundice after.
hiliary decompression. As an indicator of the prognosis, the serum total bile
“acid value was useful.

AR5, 58, 275-288, 1989
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1) Inhibitory effects of exogenous insulin on oxidative utilization of glucose in
septic rats : Keiji Irivama, Masafumi Kihata, Hisao Asami, Takaaki Azuma,
Hiroshi Suzuki

The influence of exogenous insulin on oxidation of U-“C-glucose was investigated
by monitoring the production of “CO. in septic rats.Ten Wistar rats underwent
ligation of the distal third of the caecum and the ligated cascum was puncturecl
with a 21G needle (septic rats:group S). A group of ten rats was not subjected
to these procedures {control rats : group C). Both groups received parenteral

nutrition {PN) for the subsequent 27 hours.Non-protein nutrients were provided



exclusively as glucose. Five rats in each group received insulin at a rate of 0.64
U/kg/hr for the last six hours of PN, and these rats were designated groups CI
and SI. At the 21st hour of PN, 1.563 ¢ Ci of U-"C-glucose was injected as a
bolus, and the production of "CO. was measured. The cumulative production
of “CO. for the subsequent six hours, given as a percentage of the “C injected,
was 78.22 +6.22% in group C, 86.16 +4.23% in group Cl,62.38 +13.00% in
group S, and 54.384-6.89% in group SI. The elevated levels of blood glucose in
rats in group S were reduced by the administration of insulin. These results
indicate that the reduction of elevated blood glucose levels by exogenous insulin
in the septic rats with antecedent hyperinsulinemia does not reflect an increase
in the oxidative utilization of glucose but rather inhibition of the oxidation of
glucose.
International Surgery, 74, 81-83, 1939

2) Metabolism of lipid emulsion and its ventilatory effects in acute catabolism :
Keiji Irivama
A series of our previous experimental and clinical studies on utilization of
energy substrates in various metabolic conditions disclosed that intravascular
hydrolysis of triacylglycerol particles in lipid emulsion is maintained or accelerated,
if the redox state in cytoplasm is kept at a normal level. However, if the redox
state is impaired, the intravascular hydrolysis of triacylglycerol is inhibited. The
increase in hemodynamics contributes to the acceleration of intravascular
hydrolysis of lipid particles. Furthermore, bio-oxidation of fatty acid which was
released by hydrolysis of triacylglycerol particles is enhanced by hyperdynamic
sepsis or by surgical siress. On the contrary, it was suggested that glucose
administered to septic animals manifesting acute catabolism is utilized mainly via
the non—oxidative metabolic pathway. These results indicate effective utilization
of lipid emulsion in immediate postoperative patients with acute catabolism.
Substitution of i.v.administration of lipid emulsion for non-protein calories in
parenteral nutrition is of special advantage in postoperative patients who are
confronted with a predictable occurrence of a respiratory failure because of their
compromised pulmonary function, since the i.v.infusion of lipid emulsion lowers
RQ, reduces minute ventilation and ventilatory demand with its effective
metabolic utilizations.
Nutritional Support in Organ Failure, 145-153, Elsevier Science Publishers



(Biomedical Division), Amsterdam, 1990

3) Fatty acid oxidation in hyperglycemia in rabbits : A comparison between
medium-chain and long—chain triacvylglyvcerol emulsion : Chikao Miki -

Effects of hyperglycemia on the production of ketone bodies from emulsions of
medium-chain fatty acid triacylglycerol {(MCT, tricaprylin) and long—chain fatty
acid triacylglycerol (LCT) were compared in 19 rabbits. Both MCT and LCT
were infused at a rate of 0.3g/keg/h. Hyperglycemia was produced by glucose
infusion which was controlled to maintain the plasma concentration at approximately
300 mg/dl {G-300) or 500 mg/dl (G-500). Rabbits that did not receive the
glucose infusion served as controls. After the initiation of MCT or LCT
infusion, plasma concentrations of ketone bodies (acetoacetate and beta-hydroxy-
butyrate) were monitored for the subsequent 240 min. It was found that the
>glucose infusion did not affect plasma concentration of triacylglycerol. There
were no significant differences in plasma insulin concentration in any of the
three groups. In the controls, however, the production of ketone bodies from
MCT was significantly higher than that from LCT. The production of ketone
bodies from LCT was inhibited in both G-300 and G-500, while that from MCT
was not inhibited in either glucose~infused group. These results indicate that
MCT can be oxidized more effectively than LCT in hyperglycemic conditions.

Mie Medical Journal, 40, 53-60, 1990

4) KBBerit s, 2 a—FAHEORE  SEEFHE

2 EoKBEREESITE (HT-29, SW620) ¥ ATkt sEs 7a—i
PR VERE Lo HT-294 5 it SW620 it & » TRE Ui~ 7 AJBMild & < 7 A EHE
Mifa & oMIfEE S % 4 @fT - T, HT-29 ¥ % SW620 & RIET % clone 77 AL TG b
Nize 205 LEMBEEL FRFEIGYRE T, -1 43{8L b cloning #1774k, B#E
H1c 8 @D clone %81, F0 % b+5iHifk{E% & > clone 5 @7 HT4,T14, T28,
T30, HIO 5 @D ® / 7 o — F AV HEE ST T OB 2T - 7co 6 ED KB
et 40O EHEEMIEE L4 o ERAREEM E ORISHEERN LItk 25,
T28 i3 4 f8, T4, T30k 3WOREEERIEER Lt Tl4 LHl 3R 5%~ HEB 00
bbb, KBS OESIE L ORIGHEEELLTEY, 6@OXBHT <
TR L CRIEERR L

HAKIBIL PR LEsE, 42 (6),1044-1050,1989
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1) v MBI BT 5 FK506 0% —H i B EEERIGR T 28R — - Fl
Wiz, H25EHABEE SRS, 1989. 9, BEx

2) Rat [ B0 3 ARG T2 FEAEMHFAOZE —FK506, 15-Deoxy
spergualin O E % h.Lic—  FIUFE, F2E+HEEBERTEs, 1989.12,
R,

3) Rat B B0 2 HEERGCH T 3 HBREHFFOE —FK506, 15-Deoxy
spergualin®ZEx h.Oic— @ KIS, #F6 @itk L LB ERES, 1990. 1,
J: B '

4) RatfiBiEic B0 2EERIGCNT s 4EARMEF ORE —FK506, 15-Deoxy
spergualin OXEEhOic— @ FIUFE, 8 EBELBBENES, 1990. 2, W

EpEic

1) Experimental lung transplantation in rats : Antirejection effects of FK506 and
15-Deoxyspergualin @ FHUEFE
BEERS v b RERLE LWREIIEE©H 5FK506(FK), 15-Deoxyspergualin
(DSG) OBHMEN - 5 0 3 @i R, # K ongoing rejection X3 53R 2§
& kb, FBEICLVBSREREERCS S A MLES L, KEQRELCDL
T %4 -1 & 2 A, FKit 0.3~3.0mg/ke/day O@HIHEE, 1.0~3.0mg/kg/day
ongoing rejection B b D10%E 1id 11 HMOEHMME ST 7 7 7 FREEENE LR,
1.0mg/ke/day Sl OB 52T early alveolar phase DMK IG% reverse 3 2{EAMEE
B i, DSG i 3.0~5.0mg/ke/day @ ongoing rejection Kb b OB ELTDH S 77
FEREAEEAE LN, early alveolar phase ¢ ongoing rejection DHEFT R FLF 5K
I bR, MROFR & EAB SRR LY, FK Y v BRop bt <
B, WA SR LIEREEOMABFOBFI LI AT B EBFELLRLDEXL,
DSG 587 U v 4B AL S AN S D, DHRSRCEERRICOMIRET T
EBE I AL A, ongoing £ W ORERCHEShELEL LT, TMBECEY
AT, IHIUEPE, K& EE RO target & 7e b ATHEME SRR S hic,



Mie Medical Journal, 40(2), 215-228, 1990
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1) AEEEEOBIEGRRCET 2 E —EEHllar 30 3 BESER LUK
A v A2 VIERP L O®E —  BIIREC

FESRSRER BRI insulin SEMMEMBEE L, EERCThAERTZZEBMbHhTY
A9, FOMFOEMIT, WEEBELMITEVG, 22T, R EEY o b HEERETRR
AR TEESEEE, insulin FEEfEIC 2\ TEES Lic,
[BHocstsss LUHE] SDRMES » H 2w, EIE208 (P20)B, E#H1 A (PP1)H,
EWE4 A (PP O, HEEQORLERNSR L L, B FERABEORIFAEE RV,

@D3MG BiEHE © 3-0-[methyl-*C]-D-glucose % FA\ T EBRE insulin 7F4EF COBEE
BRES AR D glucose R VA EBITE Lico @ insulin #5A&H : [[insulin % A\ CHEE
IEEF#EM O insulin &R 2 RD I,

(i) @ SMGHIREETIE, CRH~<TP20#, PP1H, PP4 IR EMEZT
L7 insulin dose-response curve Cit, PP 4 BIICH It L CRAEFETL, K&
BEFASHTRETOEFBHRBED bhi, @ [“insulin F&RTIE, CRICLENT
PP1 8, PPABIIESKEEY R LY, insulin 543 % Scatchard plot T4 5 &,
PP 1%, PP4®i2, curve A LEA~NETEBE LTV,

[issa) IEIREH, BB BEEERT BT, insulin BHAEOFENED bR,
ERGUROECERT S L0 ¥z bhit, EHHE insulin &3 & receptor
$o LAERAD LR, EBIHO nsulin BHREZRELTH230EF bl
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AAREE, I B, B B, S31EHEERIEYS, 1989.11, £ HE.

3) EFEEREFECRT 3 AEREORA | BEXI, BR & Em #E ® O E—,
B '/, FES5EEAPNESATIES, 1989.11, FH.

4) VP-16 O#IfaPS Cytosine arabinoside BRI BT T HE | KAGREHE, B BH =
JIEsE, s Z, 83t |, A5 #SEEXNENADIES, 1989.11, ER.

5) MEFEC RS A EEEGROBEIAEECRIETRE  JE—%, WAZXL, B X,
B B Es5EBEERPNIAAPIES, 1989.11, FBil
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1) Synergistic interaction between etoposide and 1- §-D-arabinofuranosyleytosine
* Toshiki Ohkubo, et al.

The sequence-dependency of the antitumor effect of etoposide(VP-16) and
1- B-D-arabinofuranosylcytosine (ara-C) and its mechanisms were investigated in
L1210 ascites tumor. Treatment with VP-16(15mg/kg) and ara-C(25mg/ke) was
administered intraperitoneally on days 1,4, and 7 after tumor inoculation.
Three-hour pretreatment with VP-16 followed by ara-C produced 70% of cure
rate, but only 20% of cure rate was obtained with the reverse sequence.
Simultaneous administration led to the worst therapeutic result. To clarify this
sequence—dependent interaction of the both drugs, the effect of VP-16 on
incorporation of ara-C into DNA was investigated in vivo. On day 3 after
intraperitoneal transplantion of 1 x10° L1210 cells, 15meg/kg of VP-16 and 1 £Ci
of (H)ara-C was administered intraperitoneally with or without time interval.
The effect of VP-16 on ara-C incorporation was also strikingly schedule—dependent
and compatible with the schedule dependency of the antitumor effect. At 1hr
after injection of ara-C, simultaneous administration of 15mg/kg of VP-16
reduced ara~C incorporation by 67% of ara—C injection alone. But in sharp
contrast to simultaneous—administration, 3 hour preadministration of VP-16
increased ara-C incorporation up to 247%. From 1 to 6 hour after intraperitoneal
administration of 15mg/kg of VP-16, the sedimentation rate of L1210 DNA was
increasing on alkaline sucrose gradients. This repairing period from VP-16
induced DNA damage might be the vulnerable time to ara-C through an



increase in ara—C incorporation into DNA.
Purine and Pyrimidine Metabolism in Man VI Part B, 335-362, 1989

2) 5-FU F#EE Tegafur & Uracil & D&% UFT & 5-Fluorouracil @ 11210 i<
BRI LAF 7= LA R TRE  AAREHE, i

5Fluorouracil{5-FU), 5-FU 55&{f tegafur & uracil & ©&F| (UFT) DIEHEIRE &
EE PR ~ OFE % in vino THEY A%, L1210 Mfa 1 X 10° {@% BDF1
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7Y v e €Y 3R, 13(2), 113-118, 1990

B 5B MW M B %

E &=

1) % aRRITFELE FARRG B REESGHRO VA o o —MEE L AR e oB%
 [g—, & FH HHFE,

o BFEbEAETARE L, EEHEL, 2BKO15E, 17HL0PETERE
B, FOMBEANE L, ¥, PEREYERL, ASFncRiceisd L
BB O EE U & B e R ORI TR DRI E & ORI B EOMBIN A b i, BEHE
1 BT E < BEEAL LT, 2:8%b 208 EBWTRBRELALRLIDL TS -
tro BE-C, PEEMBROMER ECHEREOFHRICHETIbOLEDN S,

Ear Res. Jpn., 20, 181-182, 1989

2) % o BEAEHOFERFERONNM | TRFE, HTRA, & FE
% a BEEHAEERNPELEF N L DB ENIFERO LA o 0 — 0T 1T - .



FRABROEEM S LT 7 a—x, ATy, 377V vBELZHIE Lic, RBtEL >
q— 2 BEAREEOREY, 77y vBIEN/BEOREEA0HEBERSR L
- TIFRIED VA v o —ERESEERN (A5 V) LRECEEECEAIRS
b & Bhbhl, _

Ear Res. Jpn., 20, 179-180,1989

0ok A B

(AEEFZE]

1) HMGEEBHE X — N= v A0EE, FEEOCBECETSCDDPOI b2 Y N7
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P owT R %, FBJIHEER, SESEEA, SIS, AHERME METE4, AEIER|,
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4) X— Ko v ARBHEEL F THERBRREABRNE coIRAbEERE 4 & B
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R, EBEREESS, 1989. 6, KA.

5) Cis-diammimedichloroplatinum (CDDP) binding to mitochondrial and chromosomal
DNAs after administration to HMG-bearing nude mice : Taku Murata, et al,
#5 | FAOB ¥4, 1989. 8, V¥,
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BEEE T O EGF & LU EGF BB O R7E % RERAGFCRR L, i
PE5 EGF OB LU EGF OB L MERH i > W TE TOBR R ML I,

R )WEEEET . EGFR S v Rk 4M, v v AR 6AL VEK GCT cell L
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L, ID cell DRtk b ETHM LI, 4) BHER EGF & EGF BYERERRE Y A
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EGF BT SEE TARKHEHRLY S b—ET A, BRI TH-7. 9) £
LBOPE LY, EGF RAMERN D THENEZRL, FRENOK &R,
JECF & &lRicfmsh, < v AH FIEGCT cell it .EGF DX HHHHEHLT, 27
@ 20 ID cell & kM7 .EGF OHHE LIEBBEM THL LB LbRI,

=FEE%, 33 (1), 165-181, 1989

2) = AETRE BT 5 EGF OER LDt B AR B RO B - JbRFIL,
SEEEHE, BiEE2, HdMsE, B)IRER



3RV EN 2 A i\ C EGF O WEREEET 5 L AR, GCT cell RO WH
A S e, BOEN S HEERNCHET 288 T EGF REETAVDL T LI L
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BE ({v7uy v/ —iflh) ©CH (Cahr @ viy) TR GCT cell WERKE
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HZ O EEslea#ias, 38(4), 831-839, 1989

3) R— K=o AM[BHEke b THEBEFAERREOEIS LU Rhodamine-123
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SAESBEA SR L TV, ' |
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4 ) Hemangiopericytoma in the subcuits of the shoulder of a mouse : light and
electron microscopic findings compared with those of humans and dogs : Yoshio
Hirano, Hiroshi Nakamura, Kazuya Kitamura and Mutsuo Murata

Breeding mice for experiments, the authors encountered a hemangiopericytoma
which rapidly developed in the subcutis of a ten-week-old mouse. Since no
report of hemangiopericytoma in a mouse was found, as far as we were able to
investigate, we compared it light and electron microscopically with those of
humans and dogs which had already been reported. Light'microscopically,
mouse s hemangiopericytoma was found to be composed of spindleshaped or
round cells proliferating around vascular spaces. Mitotic activity was high.
Thus, mouse’ s hemangiopericytoma was not substantially different from those of
humans and dogs. Electron microscopically, glytogen particles and desmosome—like
structure which have been reported to be present in hemangiopericytoma in
humans were not detected in that of the mouse.

Mie Medical Journal, 3%(2), 181-188, 1989

5) A newly established osteosarcoma cell line from human mandible : Toshirou

Tagawa, Jouji Nomura, Hiroyuki Kihira and Mutsuo Murata

The characteristics of a cell line HOSM-2, which derived from osteosarcoma
of human mandible, were investigated. The cultures consisted mainly of
polygonal cells, which had an epithelial-like growth pattern with a tendency to
pile up. The cells produced both alkaline phosphatases and acid phosphatases.
Transmission electron micrographs showed the presence of intercellular collagen
filaments. The population doubling time of these cells was about 74.8 hours.
The number of chromosomes ranged widely from 59 to 81 with the modal
number being 70. This cell line has passed through over 112 population
doublings since its primary culture 2 years and 6 months previously. These
findings suggest that HOSM-2 are osteosarcoma cells rather than stromal cells.
HOSM-2 may be useful in a variety of studies of human osteosarcoma.

Mie Medical Journal 39{3), 279-286, 1989
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B OfEREaMEE, 38(4), 1007-1012, 1989
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Biochemical and Biophysical Research Communications, 165(2), 595-601, 1989
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H A n st bl sk, 36(3), 459-464, 1990
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~ b OERIE ST, SDS-PAGE TH— v Fa RT3 cieEilahic, Y1 28—%
3 o F O TFREHEACEAT EERTELR VT, IBRCHEFIFTES L. |F
HEEREBMP L, 2FERUBEEABC CRUEERCRVT, Ri->Tw
fro L LD S, WEROMKERE BMP &, REBEBMEEECT, HEBrHE
Lie O Eih, BMP HEFEZNRE - TV Th, HBOEEETIEEL—
HELTWHDO TR ERbR,
Journal of Oral and Maxillofacial Surgery, 48(2), 162-169, 1990
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