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Rats were sacrificed by cervical dislocation, The uterine tissue was
surgically cleaned, blotted and weighed. For histone acetylation
studies, tissues from two rats were pooled and homogenized in 9
volumes of Robinson's media. Further preparation and storage of the
uterine extract for subsequent analysis of histone acetylation activity

was as described previously.

4. Drug Interaction: Estradiol and Glyoxals. Thirty day old

female rats were divided into groups of 8 to 10 animals. Rats were
administered estradiol, 10 ug/rat, intraperitoneally. Control animals
received estradiol vehicle as described previously. At 20 hours
following hormone treatment, estradiol treated rats received either
methylglyoxal (125 mg/kg or 250 mg/kg) or phenylglyoxal (250 mg/kg),
intraperitoneally. Vehicle treated rats also received the same doses
of the glyoxals. Control rats received 1 ml/kg of the drug vehicle,
0.05M phosphate buffer (pH 7.4). Groups of animals were injected
at appropriate intervals in order to account for the time required for
sacrifice of each group. All animals were sacrificed 24 hours after
estradiol administration (4 hours following glyoxal administration).
Protocol followed after sacrifice, invelving weighing, uterine
extract preparation and assay were as described previously except
that tissues from this study were not pooled. Protein determinations-

were carried out by the method of Lowry et al. (1951).









































































































V. DISCUSSION

The in vitro studies of the effect of various ketoaldehydes on
uterine histone acetylation suggest a dose dependent inhibitory action
(Figure 1). The nature of the Igg study (Table 1) makes it difficult to
relate the values for glyoxal concentrations obtained in this study to
those found to be effective in other laboratories. The Igg value is
dependent upon the protein content used in the system being analyzed,
in this case, both enzymatic and other cecll protein; therefore, the 150
values reported in our study will not necessarily correlate with
similar studies that used a different protein content in their assay
system. It is of interest to note, however, that the various glyoxal
derivatives employed in several reported studies (Gregg, 1968;
Klamerth, 1968; Szent-Gyorgyi, 1968) were active at concenirations
similar to the 150 values reported in our studies. Scaife (19¢9), using
mM concentrations, obtained methylglyoxal and kethoxal mediated in

vitro inhibition of human kidney cell DNA, RNA, and protein synthesis.

Similar concentrations of glyoxal (0.5mM) are capabie of blocking DNA
replication and protein synthesis without affecting respiration in human
fibroblast cell cultures (Klamerth, 1968). In addition, a sharp con-
centration cffect, evident in the dose response study was reported to
occur with methylglvoxal when the drug was tested for mitotic inhibitory

properties (Scaife, 1969). While a direct corrclation between these
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