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Due to the introduction of ell fractionation techni~

RTROCDUCTIOXN

ques and the isolation of subcellular orgaunelles in culture
media invitro, is an izportani contribtutions to thne rode of
actior of sore drugs. Thus, studies on cultures in-vitreo
had led to better understanding of the direct action of
certain drugs and of the mectanisrm underlying resistance of
cella to these drugs. Furtkermore, deftection of the acti-
vity of steroidal and non-steriodsl anti-inflamratory drug
on tae stavility of the lyvsosomal zerbranes and screening
of the effects of heavy retzls ard dyes on tte lability and

fragility of the weabranes kzd Tzap herifitted to 2 consi -

dersr: . crui Ifrom the zrrlisaticn of cell and sutceillular
parvizler . ouitire zelizds. urtcer, cultire systers
aprzrent crrescat 2 urnfol tool o dn studfies of Aruce with
tre * 7 =g I free socess o7 the druc to the cells and
cell . Lo lncc o0 grAr ez iy Ir concentration, ho-
ToZc . 0 L0 hle 1 22iE, T oesrirtl v contrelled corditiors.

simoof tne yrecent wort was 1o Introduce the lye-
8CeCial o Tnures inm=vitre to tie field of druc assessrent
of roverntizlly uvseful 7 stercids ai the zolecular level

witiout Interference of humeral or nerveous factors present

in the intact orzanisc.
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REVIEw ~ND LITERATURE

The intrpdduotion of most steroidal hormones to the
field of Piologioal research had been started at the beginning
of this century. These groups of steroidal hormones were used
in this investigation namely, estrogens androgeus,progesterone

and pregnandicl in comparison with cholesterol.

Thezse hormones represent a collection of hormones with
differert biclogical funotions. Eyar x Swith (1945} reported
th2t estrogens are respounsible for thne development of the fe -

male sex crgdns and the seccndary sex characteristics.

A cz trese estrogens, esirone, has less activity than
et vl ) dts retivivy probabhly derends uron its retshelic

corversion to estradiol. ITstricl is very idorortance  durdng

DI A ITRENC . The wors o rried cut b Gower (1077, revealed that
arire -e T lice rmRsenldizaticr ecliéractersiice; and Zre csra -
ble ¢ o ol2tdng tre cnie seoon lfr, el Tkey cause increa-
se® "oftscp 0 nzowgdd oesphAatase TUT a desrezge in 2lxizline
poLcSE TR 0 1L geTrll.

oo (1077 detected thet thte iZrdrogernic acitivity was
corpletel ~ lost if oxid ftion of the 17-B bydroxyl group to
17-cx~siereid, as in the case of testosterone. The proges-

ts.icnal activity of derivatives of progesterone was usually
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asscoiated with the presence of a2 delta-4 double bond. Vary-

ing the position of the double bond changee the progestatio-

nal aotbivity.

Cn the other hand, pregnandiol had been detected in
urine, blond, facoea by Tlopper and Macnaughton (1959;.

Tregnandiol was one of the main metabolites of progesterone.

Studies with 35 neutral steroids shcwed that hemeolytic
action was 2lsc asgsociated with 53-Z configuration, although
a few delia 4,5 compounds were also active. Yo 5 alpba- H

oanpounds was bempalytia, ne stated by Tateno % Eilbowrne

(1o54 ) .

:1 gheowed that stercids ceculd affect

the cell meorirane itsell. Ite atvudies of Te Duve et al.
(1352 r-wesled that ~oth rrogesterone 2rd testestercre ren-
derr: v ° _iver lyscsco o mere perreable to F-glyeceroptosphate
a = -azr.ore Tor acil ) hospbatase. Llee Zeheit 1134%, confir-

ped tece Tindings.

e cnard and Sutcobein (1297, had showr that rrogestes

8]

\

v}

rire zrnelid eggs. Selye

@

rone a’irated the mertranes of m

£

(1947 Frad discovered tie anaesthetic e¢ffecis not only of

rroge sterone and testostsrone, but of zany of the =p - H
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texroids active on lysosomes and erythrocytes. Another

xperiments on the stabilization of the structures by estra-
iocl, bad rather a direot effect of testosterone. In protec—

ive action, 17-R estradiol exceeded estriocl, and estrone.

Iptake & Distributiorn and Fate of Steroids in the Body :-

Unhjem and Tveter (1969) reported a selective uptake
ind retention of labelled androgens in certain tissues, such
& seninal vasicle, hypothalamus, and anterior pitutary glaund,
it surprisingly not in the serinal vasicles and prostate pro-
jedina. Jaus androgens were prefereptially taxen up by their
arget tissues but the uptake was comparatively less dramatic
thkan in tue case of the esirogens. ¥arly attempis to demons-

trate the :rosence of a high affinity androgen-tinding ;rotein

ir festic:l i extract~. v2ve nou RTLInsTAavlr sicocesstul  as
stated ¥, .=iuwaling #v7 Yangan, (1-73,.

o wren et alse (1770 detected thaot the elucidation of
the rrco-- 0 for the birding of androgens in the brairn. These

studies were initiated fo establisk whether the binding of
androge:s cuntrol gonadotrophin secretion and male sexual be -
haviour. These impertant functiows of znirogens must be

expressed ty their direelt effects of arncrogens on the brain.
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Gorski et al. {19568} demecnstrated that in most of the

major estrogen-responaive tissues, esiradiol was located main-
1y irn the nucleus after in-vivo injection, and microsomal
frastions from target fissues labelled in—vivo with H3 estra -

diol always contained upto 10 % of the total tissues tritium.

Spelsberg et al. (1972) demoustrated that in the proges-
terope syshte=nm the specific acceptor was present in one fract -
ton of tle run~histone proteins, but similar experiments have
not been rzrried out vith the estradicl system. Jensen et
al. {132F, advccated the view that the selective, high affini-
ty bindirz of estradicl-17 B in rat uterine nuclei was procee-
ded by ditinet steps, first the binding of estradiol to cyto-
ylasnis rac-ptor and secondly, the transfer of the entire re -

gertor = eriradiol corrlex into the nucleus.

Frinkmanrn et al. {137C, deronstraied that, both in-vivo

<

apnd in—v< - o~ emeriravia; a erall apcunt of trogesterone was
vrelativ-l- weo i znd %2 1iqsaud syeci®feivty wes low. The dec-
reasiit ¢l of at{+4:i%r wos progesterone nore than either
tertoserarte or estroiicol, FTurthrerrore, tbte level of the

prozester:cchkinding rretedin was Lisier 1on prostate than in

liver ni muzrtlo.
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The Mode of Action of 3¢me Swercidal Hormones :=

Davis et al. (12492, found thkat androgens affect the
protain metabolism, electrolyte balance, and the effective
concentrations of enzymes in sex specific tissues and in
other Yizsues as the liver and kidvey. Lndrogens influen-

ce the coucentration of p- glucuronidase, and arginase in

kiduey. The succinic acid dehydrogenase concentration of
rat prosia*: and serinal vesicles were in rart controlled

Zovlieu et ale (1071) stated that androcens LAy cou-

trel the foraxetior of an ernzyme in a srecific tissues. 1f

e pedrccs . Wnz an efieative rezulater of enzyre s nthecis
= ?

Ty t~ ge = rrooess fuoall tissuss iun otuer worls the anrro-
ar.> epan 2visuvlate T “ar-aztion o an eniyme in one tissue

Uv onoT DL ThE ootiev.

“cinoemzort-n o ocemte o lwiosonuy 1oat Tetention of
procc ot A Gy o Fress oo ool s wTrous And vaging de-
TRVl . - Irasenct L SOIT LT - lowevz2r, the steroid
toli- S Youra o Fe o tarse! ovocva w2 2ainly rroceste-

Sayiea ard Jorsti (197>, suzzested ttat the effects

of estrogen deperded on the changes in the synthesis of one
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or few proteins, whioh were not detectable by measuring the
change in the overall rate of the protein synthesis.
Baulieu et al. (1971) demonstrated that the estradiol speci-

fically stimulate? the accurulation of specific protein.

The wffect of Stercids and Trugs on Lysosomes :=-

251

ell et ale (1952) examined the effect of a nuwber of
corpourds such as retinol, other alcohols and terpenes, on
the relezse of cathersin from btotk ermbryoric chick limb car-
tilsze irn culture, and from rate liver lysosomes. They
found that only retinel and retinoic acid were active. Dingle
and Lusy 19€2); Glauert et al. (193, deronstrated that

ra 2t ev o Shroertes were fezolyzed readily in-vitro bty incu-

ratiorn 2% 772 in the rtrezence of retinsl. Zve sare effect

was orszerved with tig sx, rat , arcd furar erythrocytes.

Jeloer et oale (1700 stcwed that vitazin 4 Induce® the
release <~ Fezlucuron’ i-se. I these ex;sricents, they found
that ~cve TIit. A owas vnetersiry to Jansose the lyscsores than
tc ro.oe sitockondric. Wedeszann o Thozze 1573 derons-

tratel 7 % the eXxXmess vit. Ly coused 2y ircreaced relezse
of aci?® V- rolazses freom a large gravule Ir=ctiorn of heTlogena-

tes din-vivro. Foels ~% ale {1%64; dezonstrated that the

Central Library - Ain Shams University



stability of the liver lyscsomes of the vit. A-deficient

rata were zreatly impaired.

Voreover, the speaific activity of the lysosomal en-

zymes increased very greatly in the liver of rats suffering

from advanced stages of vit. A-deficieuncy.

De Duve et al. (1842) deronstrated that the addition

of alpha—toceopheryl acetate or alpba-tocopherol, significan-

the mitorhonirial lysoscre-rich fraction of rate liver.

Jers ol wrzt doses of alrvta~tocortercl added in-vitro
to rats liver lysoscmes Iractiors gtavilized the lysosomal
zerrrarnc unlizT tre sare corniitions. wnereasgse vit. Fe-defi -
cievey ivr diilsrent arvisadls was Trejuently acconrarnied by

iverezsivns Tl z2ctivitr o luvecrscnal eriyres.

T Trore e o cle 100D nmuiviqc otve elTents of several
liviZl =¢” = L7 sCenve U orot DTIver Lyscioresa dn-viiro, or-
grry~3 Sl certiscue, covyisal, tnt o trelr nietztes wben ad-
Tithed 2 very low dtres dees 10T o 1CT1- raterded the acc-
ess ~I ;- loerorncarn 22 To the tve 0der 2% acid ph.e Since

vit-l ond (crtisgme oA avie orislic eilests, it apreared
lixelr trat z2ortiscrne zi:nt atatilice lrsoscoes. Tingle
{1241} had deronstrated that trhe vit A Teleased enzymes

fron lysosores.
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