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Abstract, Permixon, the liposteroilc extract of the plant Serenca Repens Is a recentty
Introduced drug for the treatment of benign prostatic hyparplasia, The effect of Permix-
on on dihydrotestosterons and tsstosterone binding by eleven diffarent tissua
spacimens was tested. The drug reduced the mean uptaka of both hormones by 40.9%
and 41.9% respectively in all tissue specimens. Since hirsutism and virilism are among
other gynacolagical probiems causad either by axcessive androgen stimulation or ex-
cass andorgan response, we suggest that Permixon could be a useful trastment in such
conditions and recommend furthar Investigations of the possible therapeutic valuas of
the drug in gynecological practica.

IN'TRODUCTION

Recently it was reported that the liposterolic extract of
the plant Serenoa Repens functions as a competitive
inhibitor of the binding of androgens to the cytosolic
receptors in rat prostate (1). In a double-blind trial on
humans the drug, was found to be more cffective than
placebo therapy in the treatment of benign prostatic

hy perplasia (2).

‘We decided to investigate the possible antian-
drogenic effect of Permixon on a variety of human
tissues,

METHODS

Eleven specimens of different tissues were recovered from pa-
tients during the normal course of surgery (Thble 1).
Specimen | was obtained from the uterus of a 42-year-old pa-
tient who had undergone a vaginal hystereclomy operation
for prolapse. Specimens 2 and 3 were those of vaginal skin
rermoved during the course of anterior colporthaphy pro-
cedures in 30 and 33-year-old patients, respectively. Spe-
cimens 4 and 5 were obtained from abdominal wall wound
edges during the course of surgery for Fallopian tube
reconstruction in & 30-year-old and minilaparotomy pro-
cedure for tubal ligation in a 32-year-old patient. None of the
above 5 cases wag known to have received any medicaiton
prior to surgery.

Thelast 5 specimens were recovered following circumcision
of riewboms. The procedure, a part of Moslem tradition, is
car ried out routinely at this hospital within 3 days of the brith
of @ male baby,

A1 tissue specimens were stored in Hquid nitrogen (Dewar

container) at —~196°C. At the time of processing, 500mg of
each specimen was homogenized in 1 m! of a buffer solution
(alcohot buffer) using an Ultra-iurrax for 3 minutes at 0° C,
centrifuged for oae hour (100,00 g) at 4 ® C temperature and
the supernatant of the tissuc extract (S.FT.) was kept at 0 C,
for further use,

The amount of dihydrotestasterone required for obtaining
a [ull saturation of cytosol receptors in tissue extract was
determined. Incressing quantitics (50 K-200 ul) of radioactive
dihyrotesterone (Radio Immune Assay RIA kit, Amersham,
Amersham Internationat PLC, Amersham, Bucks, England),
were added to 100 ul of tissue extract (S.FT.) of the first 4
specimens. An LKB counter (Compu Gamma Counter) was
used o detcrmine the radloactive dihydrotestosterone
(RADT) uptake. Maximum cytosol receptor saturation was
obatined with 100 al of RADT for 100 xl of SFT.

The liposterolic extract of the plant Serenoa Repens (Per-
mixon) was dissoived (0.080¢g) in ethyl alcohol 5% and two
different  concentrations of the drug were prepared
(P1=1/100 and P2=1/250). P! and P2 were tested with dif-
ferent samples of tissues and RADT. We decided to use P1 for
the test as it produced more dislodgement of RADT. Two
assay tubes were prepared from each of the eleven SFT.

Group A (11 tubes) cach contained the following: 100 ul of
SFT +100 sl RADT and 100 ul of P1. Group B (11 tubes) each
contained 100 ul of SFT and 100 ki of RADT only. Both
groups (22 tubes were incubated for one hour at 20° C, then
300 ul of charcoal dextran was added to each tube. The mix-
ture was then centrifuged (S000 g) for 1S min at 4° C. A 500
ul sampic of the supernatant in cach tube was added to 10 ml
of liquid scintiliator and RADT uptake was measured and
compared in both groups.

Perixon effect was also tested on testosterone receptors us-
ing radioactive testosteone (RAT) with alieration of the pro-
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Table I. Tissue type and radioactive dihydotestosterone uptake with and without parimixon.

Speci- RADT* update RADT uptake  RADT uptake
men {group B) {group A) (blockaga)
No.  Type of tissue Sax Age cPMm** cPMm** (%)

1 Myometrium (hystarectomy) F 42 yrs 2 8686.5 1 708.0 36

2 Vaginal skin F 30yrs 6 866.5 4 845.0 30

3  Vaginal skin F 33 yrs 3147.0 1 800.0 43

4  Abdominal wall skin F 30 vyrs 5 188.0 3617.0 N

8  Abdominal wall skin F 32yrs 6 035.0 3 440.0 43

8  Prapuce (circumcision) M 3 days 2 841.0 1264.0 57

7  Prepucs (circumcision) M 3 days 2 830.0 1641.0 42

8  Prepuce (circumcision) M 3 days 2821.0 1394.0 61

9  Prepuce (circumcision) M 3 days 2302.0 1120.0 61
10  Prapucs (circumcision) M 3 days 1838.0 1199.0 35
11 Prepuce {circumcision) M 3 days 1587.0 11086.0 3
Total mean 3463.9 2 102.82 40.62

S.0. +1747.9 2 102.82 9.2

* RADT. Radioactive hdthydrotastoaterone.
o CPM: Counts per minute.

cedures according to manufacture’s instructions (Radio Im-
mune Assay Kit, Amersham International, Burks England)
nsing the same methodology as for RADT. Seven specimens
were tested for testosterone receptors; four specimens were
not testod because of inadequacy of SFT. The amount of RAT
uptake was measured and compared In both groups.

All the above results were statistically evaluated using the
Student's t-test,

RESULTS

Eleven different specimens were tested with (Group A)
and without (Group B) the drug Permixon, to deter-

mine the effect of the drug on dihydrotestosterone
binding by the cytosol receptors. All tested specimens
showed 2 significant (P <0.01) decreagse in RADT
uptake (Table I). P1 concentration of the drug decreas-
ed RADT uptake by up to 30—S57% (Mean+S.D.,
40.09% +9.2),

Pt concentration of the drug also reduced sig-
nificantly (P <0.005) the radioactive testosterone
(RAT) uptake by the different tissue specimens. Table
I1, RAT uptake decreased by 31—48% (mean+S.D.,
41.9% +6.4). With the use of P1 concentration of the
drug.

Table . Effect of Permixon on radioactive testosterone uptake.

Speci- RAT® uptake RAT uptake RADT uptake
men {group B} {group A} {blockage)
Na. Type of tiasue CPM®** CPM** (%)

5 Abdominal wall skin 3 209.0 2 007.0 38

8 Prepuce {circumcision) 3415.0 2 015.0 31

7 Prepuce (circurncision) 3 240.0 1701.0 48

8 Prepucs (circumcision) 2 666.0 1 395.0 48

9 Prepuce (circumsision) 2325.0 1 418.0 39
10 Prepuce (circumcision)- 4 009.0 21335 47
11 Prepuce {(circumcision} 2 005.0 1 182.0 42
Total mean 2979.9 1 893.0 41.9

S.D. + 689.5 + 370.0 + 6.4

¢ RAT: Radioactive testosterone.
** CPM: Counts per minute,
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DISCUSSION

Our study showed that the drug reduces significantly
the RADT and RAT uptake by cytosol receptors of
human skin and other tissues in-vitro. This finding
could be of great therapeutic value in the management
of female hirsutism, acne androgenic effect of poly-
cystic ovary syndrome and probably other endocrine
disorders.

CRPF Laboratories Fabre, France (manufacturing
company of Permixon) have suggested that among
other physiological effects of the drug on animalsis a
reduction of capillary permeability. Also they claimed
that the drug has no effect on normal secretion of
gonadotrophins on the weight of uterus in mice, no
estrogenic effect, and no effect on the normal men-
strual cycle of female mice.

We would like to introduce this drug to gynecolo-
gists and advocate further research in its clinicat
usefulness. At this time we are considering a double-
blind controlled trial of the drug on hirsute paticnts
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and walching for further reports of any possible side
effects observed by urologists using the drug on males
with senile enlargement of the prostate.

REFERENCES

1. Carilla E, Brilev M, Pauran F, #t al: Bindlag of Permixon,
a new treatment for prostatic benign liyperplasia to the
cytosolic androgen receptor in the rat prostate. J Steroid
Biochem 1984;20:521523.

2. Champaulk G, Patel JC, Bonnard AM: Double biind
trial of an extract of the plant Serenoa Repens in benign
prostatic hyperplasia. Br. J. Clin Pharmacol 1984;!8:
461—462.

Submitted jor publication August 15, 1986
Accepied December 26, 1987

Dr M. Magdy El-Sheikh
Al Salama Hospital

P.O. Box 40030

Jeddzh

Saudi Arabia

Acta Obstet Gynecol Scand 67 (1988)




