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NOTICE: When govermment or other drawings, speci-
fications or other data are used for any purpose
other than in connection with a definitely related
government procurement opermation, the U. 8.
Government theredby incurs no responsidility, nor any
obligation vhatsoever; and the fact that the Govermn-
ment may bave formulated, furnished, or in any wvay
supplied the said drawings, specifications, or other
data is not to be regarded dy implication or cother-
vige as in any manner licensing the holder or any
other person or corporation, or conveying any rights
or permissicn to manufacture, uss or sell any
patented invention that may in any way be related
thereto.

e ettt ik . 1 e 1



Qg;\goNTRACT @80 DA Loof557-FrC= 34699
INCLUSIVE DATES el t.-:e.:f.!"? i it R e 1 Y e s aame . S

9 J/-é/v?.f ,

S
#

SUBJECT OF INV ESTIGATION

r -
W ’ @}TUDIES ON ThHl MMCHAN ISM OF CELL
; T z: DAMAGES IN LIV} WD XIDNRY CELLS
7 8 AND IN HIEART MUSCLE F IBERS £~5
J E.J-’ REVE, LED BY TLISCTRW  :19RIS 72OPY,
'Zc N L -
=
' (an? RESPONSIBLE INVESTIGATOR
P | =1
@ /12 4w, Tunicazu Takeki.
o W
. ':Tzl_(ei Univenwekey, waabadne,
Cé/ ) 777 ;/_00 R HUIRRL TG | SPE M Ra 60~ k1

Tokyo ;Ganan)

<0 .
@@5/)/ f pop) e L STl et D

t_
o
=

U.S. Army Research & Developm ent Group (9852) (Far East)

Office of the Chief of Research and Development
United States .Army
APO 343

o\

e T DU Wy SV

R e e A e G

etpa e 1L Papbasin 1t bt Lo e o




[

DI~8~T=R=I~B=U~T~I~0=N
The distribution of this report as made by USA R&D Gp
(FE) (9984) is as follows:

=z
Amy Reésearch Office, OCRD, Washinston 25, )V
Do C4

Sedonblils htachoy.ianioan. BuRRBEEy «m- ~om o) -
Tokyo, Japan

aAmy Attache, American Enbassy, Tokyo, Japan (1)




'

SRECOND QUARTERLY REPORT

On Contract No. DA-92-597-FEC-35699
Inclusive Date: 15 February 1962 to 1l May 1962

SUBJECT OF INVESTIGAT ION:
STUDIES ON THE MECHANISM OF CELL DAMAGES IN LIVER AND
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1. Pippose of the Investigationt See, first report.
2+ The preliminary observation slready atfaineda

a. Intoxication of diphtheria toxin:

Periodizal changes of lilver cells of rat after

intraperitoneal injection of diphtheria toxin ( MLD:
0.00% ml for rat) have been cbserved. Three hours aften
administration of the toxin, there was an ineroesse of
datk cells which were smaller, lean and denser than normel
c@ntrols end show rather wellpreserved and compsctly arran-
god dell organellae.

fwenty«four hours after the ndministration the amount of
giycogen whs definitively deerenseds Many deuse, shrunken
and lean hépatic cells were found in the 1liver wvell strands
of the central z2one. Ieregular shaved eystic or vacuoler
structures of uncertain nature occasionally anpeared beneath
the cell surface facing the sinusoild and neer the iInter-
collular bile cennliculi., These chongoes esvocially the
inerecase of dork and lcan cells were romarkable In this
experiment.

b, Thicacctamide intoxication:

Thinacetamide ( 60 mg/kg ) was glven to rats intro-

peritonecally. Fiftcon minutos ofter tho administr-tion,
the liver cells of the central pone. showed disarrangsement,
shortening and falling off of the sunerficinl Palode's
granulecs., Transformation of rough=surfaccd cndonlasmic
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reticulum to smooth type increase of microbody »nd slight
mitochondrial swelling were also noted. Theso changes were
more prominent In tho case of threo hours. Chsracterlstic
appearance of large nucleoll with oceasionsl chromoncma
formntion wns obscrved. Fourty-cight hours after the »d-
ninistratlon, tho nucleoli beeamo large, but there wus

no chromonema formation. Nuclonr substance was ilghiy reduced
and only small amounts remeined boneath the nuclear membrano.
Marked dlsarrangement and doercase of rough-surfeced endo-
plasuic roticulum with ineroaszce of smooth type accommanied
by occasional network formation simulating thet scen in tho
cases of CCl4+ intoxication were obsorved. Chagnes of mito-
chondria were rlso prominent. Thoy showad markod swelling,
deformation, vaguc outer limiting membranc, decrease in
stromnl density, and occaslonal cristolysis, but, mito-
chondrial granules were often woll presorved. Irrogular

and vacullar structures which are probebly msde un of in-
folding of superfieclal cytomembrane were ofton found.

They contained slightly dense and amorphous or very fine
granular substance in the lumen. Microbodles were increased
conslderably. Lean and dark cclls as secon in the enses of
diphtheria toxin intoxication and occasionesl destroying
cells wore encountercd. Bundles of collagen fibers were
notod in the Dissc's spacos and intercellular spaces of

the liver ccll strands. Destruction and eondensation of the
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sinusoidal endothelium and platelet throembi in sinusoids
wore alse found in the centrsl zones of the lebuli.

Details of the nbove results together with further ob-
sorvations will be doscrived in the final roport,
3. Expoeriments in progresast

a. Intoxication of yollow phosphor

b. Kidneys following ligrtion of ronal artery and ro-
oponing of the circulation in rabbit and rat werc alraady
ombodded. Soon, thoy will be oxamined undor the oloctr@n'
microscopeo.

¢+ Studics of effccts of ondoxan on the Yoshida serooma
and ascites hopatomai

A sgingle administration of lerge dosls of cndoxan nnd
comparison of offcctivoness in scnsitive ( Yoshlda sarcoms

and AH.130 strain nscites heprtoma) and insensitive ( AH.

797% strain ascites hepatoma) tumor cells aro now being

studied.

()

I



