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T Oa Mawrch 13-26, seven months post-exposure, the animals used in the

h cironic exposure stucdy on ethylenimine, conducted at the Biochemical

- ¢ Research Lgborﬁfory in Midland, were sacrificed. Bone marrow prepara-

[ tions following in vivo colchicine were taken on all species (except
“’caﬁmnes) as opposad to the counventional tissue culture methods used at
the a"° exposure and two month post-exposure phases. (See reports No.
™D 6 1 aad TvD 64-2).
-..--'\-":,;-'-:,- =
Consicderable time has Deen devoted to this project with 279 chromosome
pireparations made, 2790 slides stained and filed, 309 photomicrographs
. tzlken and six karyotypes prepared. All the slides have been SO _pre=
mared £5 to last indefinitelv for future relference if the need arises.

' Tnorougn investigation of each slide would take two people approxi-
: maztely five years to complete. Such time expenditure is impossible
and unwise.

‘Jzom tne Information presently available there is no evidence, thus far
caveloped, tazt ethyl enimine has produced any significaant chromosome
i'a;e::ations in the test animals. However, it must be pointed out that
& theorough and careful statistical evaluation of all the material has
\\n T been possible because of the tremendous number of man hours in-
volved in suc H a project. ) . ,
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Texas Division: r. E.3. Barnes, T.E. Brown, R. Buell, C.A. Christian,
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Medical Department.
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During our course of chromnsome investigation the following experts
outside the company hive booca consulted at various times for their
noln aﬂd guidance oa the technical aspects of chromosome preparation

ané regarding the need and interpretation of the work.

Yary L. Alexander, Ph.D., Genetics Foundation, Department of Zoology,
University of Texas, Austin.

Marvin Tochs, M. D., F. A. C. P., Internist and Allergist, Washington,
D. C., aud consultant to Chemirad Corporation, p“oducer of ethylenimine

for many years.

A, Clark Griffin, Ph. D., American Cancer Society, Professor of Biochem-
istry, University of Texas, M. D. Anderson HDSpltal and Tumor Institute,

Houston,

Charles Z. Hine, M. D., Professor of Occupational Medicine, University
of Californie Medical Center.

|

T. C. Hsu, Ph.D., Section of Cytology, Department of Biology, Universi-
ty of Texas, ¥. D. Ancderson Hospitaland Tumor Institute, Houston.

k

Don Micks, M. D., Professor, Department of Preventive Medicine and
Public “eal_n, University of Texas Medical Branch, Galveston.

iZTVey Rose: berg, M. D., Pathologist, Director of Laboratories, Texas
nﬂlcre s nospital, Houston.

()

=73 K. Sinhe, Ph.D., Geneticist, Department of Pathology, Texas -

funlm =

Cniidren's Zospital, Houston.

Wilson §. Stone, Ph.D., D'"ouasso.., Head of Genetics Foundation, De-
partment Of Zoology, University of Texas, Austin.

Doctor of Medicine Theiss, Medical Director, B. A, S. F., Ludwigshafen,
Germany, producer ol hI*yu.nimina for the past 30 years.

“uax ¥. D., Assistant Professor, Hematologist and Cancexr Chemo-
parztment of Internal Medicine, University of Texas Medi~
.¢ former mexber of the Atomic Bomb Casualty Team at

Yeag, Pa.D., Geneulc st, formerly of the Department of
Texas Children's Fospital, now with Stanford University
a
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The attaclhad chzris are swmmaries of the results of the blood
culture samples of tae p“e axzmegure andé two month exposure studies
(Recort Zos., 7LD G4-1 and 3 "64-2) and the bioci cuiture and/or

in vive coichicine bome marrow preparations of the seven month ex-
posure group ol each of the enimals tested. These charts also in-

clucda the progress to date om numbers of slide preparations made,
cells p:otograa ed, and karyotypes done on each animal tested.

Discussion:

At the terminal phase (seven month post- exposure) bone marrow
preparaticns were cone on rats, guinea pl”S and rabbits by adminis-
tration of in vivo colelicine in “éosa zes of 2.5 mgm/kw three hours
o2ior to sacrificing. In view of some cquestionable findings in the
blood chiemistriss, wihich were possibly due to the in vivo colcn1c1ne,

oaxvanzicnsl tissua cultures (;s done on the previous controls;_and
bcne mazrow preparitions were done on the dogs. Fibrinogen increased
in the tissve culctures tc the extent that wost ol the preparat;ons

weIre 1ol sa::.s_.acbo*y Zor chromoscme J.'Wes*':l.crai. on.

one marrow preparations were processed by placing marrow
femuzr In Difco tissue culture media, adding three mcg col-
each culture O arrest mitosis, 11cnbat;:g for two hours

inz the ceiis in hypo:o.ic cﬂLrate for 30 minutes at 37.5°C,
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e sure to aiz) and_dog #908 (two-month
enimine) have been thoroughly investigated. .
T lons o1 canines have received only
:otographs made at this time no

el seen.
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;> of the unexzcsed controls have been
ase four revealed an extremely high in-
e cZ these findings 2 geneticist, Dr.
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:

nils opinicn that thesa fincding

Hogpital, was consulted. It was
were oSrobably due to technique.

-

Vone of the 830 slides prepered on the guinea pigs have been
Zosely imvestigated. TFrom the few pnotographs mede at this Ctime,
na ebnormelities have been seen.

Trom o the rate e total of 610 slides have been prepared for
Investizaticn, Thesze gres Irom the two month and seven month expo-
gure groups only. Tae pre-emposure samples were unsatisfactory
Sue To Zechmiczl oroblems. From the photographs made at this time
nO T3S CATYCmOSOmE CREngaes nave ceen seen.
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on recovery Zor three months bone marrow prejpara-

Zone on

2

ne rats which had been exvosed to 5.0 ppm
tides ez znimal were prepared but have not

n Zile ou: two bome marrow smears per each
shcrt term cunorswr: o ethylenimine., No chro-
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1S Lave been nade on tchase.
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RATS ~ Engleneimine - Recovery
3 Mos. Post-Terminal Expesure
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Pong marvouw? prcpara’t'\ons from both fomurs were
mode in the same menner as described for ihe
dogs In the “Discussion” seckion of inis report,

5.0 PPM 216-12 ] (Parsgraph 'l)
EXPOSURE X

512-10

Ovey an hour elapsed before these fernurs were
51300

put into the media. As 2 resul¥ bone marrow
5140 Smears were not 3ttempred, however, DR, Sadek,
516-11 Pothologist, Midland Division, has some smears
S17-02 } on the animals,




