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Treatment of idiopathic infertility
with Testosterone Undecanoate

A double blind study

O. GREGORIOU - C. PAPADIAS - A. GARGAROPOULOS
S. KONIDARIS - Z. KONTOGEORGTI - E. KALAMPOKAS

Summary: This study refert to 50 couples treated for subfertility. Twenty five of these pa-
tients were treated with TU (Testosterone Ur econoate), the remaining 25 received placebo.

Sperm characteristics, including ejaculate volume, pH, sperm density, morphology, motility,
total testosterone, FSH, LH, DHT and E, were evaluated both before and after treatment. A
statistically significant increase of DHT levels was noticed after TU administration, whereas a
marginally significant improvement of sperm morphology was present.

Serum FSH concentrations, decreased significantly in the TU group whereas serum LH pre-
sented a slight but not statistically significant decrease; 4 pregnancies were achieved by the TU
group whereas none were achieved by the patients belonging to the placebo group.

The administration of TU per os to patients with idiopathic oligospermia presents a demon.

strably positive effect.

INTRODUCTION

At least one quarter of the cases being
evaluated for infertility are considered as
being idiopathic in nature (). The majority
of patients with idiopathic oligospermia
have gonadodropin and androgen levels
which are considered as being within nor-
mal ranges.

Although many different medical treat-
ment plans are available for idiopathic oli-
goasthenospermia and/or teratozoosper-
mia controversy surrounds the sucess of
these treatments (°).
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Most of the studies lack placebo con-

trols or data on achieved pregnancies (%
5,7, 8, 19)

In order to evaluate better the effect of
oral testosterone undecanoate (TU) for the
treatment of idiopathic oligoasthenosper-
mia we petformed this double blind study.

MATERIALS AND METHODS

Our material consisted of 50 couples admit-
ted to the 2nd Dept. of Obstetrics and Gyneco-
logy, at the University of Athens for either
primary or secondary subfertility. (Time of in-
fertility ranged from 3-14 years).

The female partner had no demonstrable
cause of infertility as assessed by routine gyne-
cologic investigation, evaluation of follicular and
luteal function and of tubal patency by hystero-
salpingography as well as diagnostic laparoscopy.

The diagnosis of idiopathic infertility in all
males studied, aged 24 to 38 years (mean age
SD=28.4=+1.1 vyears) was ascertained after

9



O. Gregorion - C. Papadias - A. Gargaropoulos - S. Konidaris - Z. Kontogeorgi - E. Kalampokas

exclusion of any iatrogenic, systemic, congenital,
infectious, autoimmune or endocrinologic cause.
Varicocele was excluded after clinical palpation
and contact thermography.

Investigation before and during the study of
at least three semen samples were performed in
agreement with WHO recommendations (1) be-
fore initiation of treatment.

The spermiograms were categorized as ab-
normal if at least two of the following criteria
were fulfilled:

a) concentration <20X106/ml; b) total pro-
gressive motility <50%; c) and sperm morpho-
logy <25% of ideal forms,

All spermiograms were negative for antisperm
antibodies (Biorad, Richmond, CA). The pro-
cedure of the immunobead test was performed
as described (11). All semen analysis was per-
formed by the same investigator and showed a
sterile bacteriologic culture.

Before initiation of treatment, blood samples
were taken for measurement of follicle-stimula-
ting hormone (FSH), luteinizing hormone (LH),
testosterone (T), dihydrotestosterone (DHT),
and estradiol (E,) using standard commercially
available RIA kits (Diagnostic Products Corp.
Los Angeles, CA).

After 3 months of therapy an additional spet-
miogram was performed and the same hormones
were measured.

Twenty-five randomly selected patients recei-
ved 120 mg TU, (Restandol, Organon Greece)
daily for 3 months (i.e. 3 capsules of 40 mg of
testosterone undecanoate after each meal one
capsule) .

Another 25 randomly selected patients recei-
ved treatment with placebo capsules. Placebo
and T-undecanoate were identically packed.

Statistical analysis

The statistical analysis method used to com-
pare and evaluate the effect of T-undecanoate on
sperm characteristics, the paired t-test, (Fischer
exact test) was also used to compare conception
incidence between placebo and T-undecanoate
treated groups,

RESULTS

The evaluation of semen data did not
present significant differences as to the vo-
lume and pH between the TU and placebo
treated groups.

Furthermore, the administration of TU
did not influence sperm motility or densi-
ty, but a marginally significant improve-
ment of sperm morphology was however
noticed (p=0.06).
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From an endocrinological point of view,
an increase of total serum testosterone
concentrations was evident in the TU
treated group without achieving statisti-
cal significance in contrast to DHT con-
centrations which were statistically signi-
ficant for the TU treated group p<<0.001.

Serum FSH concentrations were signi-
ficantly decreased in the TU treated group
when compared to the placebo group
(p<0.01).

A slight decrease of serum LH was no-
ticed after TU treatment, although it was
not statistically significant.

Pregnancies

The group treated with TU, resulted in
four pregnancies. Of these one aborted,
one at this time is 28 weeks in gestation,
whereas the remaining 2 have produced 2
healthy children.

The placebo group did not present any
pregnancies. The statistical significance of
this difference using Fischer’s Exact test
was p=0.056.

Side effects were not noticed in those
patients receiving TU treatment or were
so minimal that therapy was continued.

DISCUSSION

The use of many medications for trea-
ting idiopathic oligoasthenospermia em-
phasizes that none of them are consisten-
tly effective or predictable.

Testosterone undecanoate (TU) conti-
nues to elicit high expectations among
many clinicians. Testosterone undecanoa-
te is an oral testosterone preparation
which provides complete androgenic re-
placement after oral administration. Stu-
dies have repeatedly shown that admini-
stration of TU is an effective method for
the treatment of hypogonadal male pa-
tients (*2).

The efficacy of TU as treatment for
male infertility has not yet been intensi-
vely studied.
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Table 1. — All cases before treatment (Mean=+SD).

Placebo TU
Ejaculate volume 380+ 1.86ml 355+ 2.11ml
pH 7.56+ 022 pH 750+ 0.21ml

Sperm density

Morphology
% Normal
9% Abnormal

Motility

% Progress

% Weak

% Immotile
Testosterone total
FSH

LH

DHT

E,

13.35+ 9.51 mln/ml

55.65+12.20 mln/ml
44.35+15.25 mln/ml

15.50+11.30 mln/ml
18.86+ 6.18 mln/ml
59.25+18.80 mln/ml
6.18+ 5.85 ng/ml
475+ 198 mlE/ml
3.86+ 1.85 mlE/ml
62.85+12.6 ng/ml
28.30+ 8.58 ng/ml

15.86+ 8.81 miIn/ml

52.48+16.10 mln/ml
47.524+15.90 mln/ml

17.10£ 9.85 mln/ml
16.50%+ 5.95 mln/ml
61.25+20.35 min/ml
6.10+ 6.05 ng/ml
4,60+ 2.09 mlE/nl
445+ 1.16 mlE/ml
66.35+ 8.7 ng/ml

29.30+10.51 pg/ml

Della Casa et al (*) studied the efficacy
of testosterone undecanoate (TU) on spet-
matogenesis. Nine normogonadic men
with primary infertility whose sperm
counts were less than 20 million/ml and
with ejaculate volumes of less than 3 ml,
received TU in doses of 160 mg/day for 3

months. After the end of treatment, the
ejaculate volume and the motility of sper-
matozoa both increased significantly. The
fertility rate in this group was 25% (2
out of 9). Pusch in 1989 (°) in a double
blind trial treated 60 patients with 120
mg TU daily per os for 100 days and re-

Table 2. — All cases after treatment (Mean + SD).

Placebo TU
Ejaculate volume 361+ 1.85ml 326+ 195ml
pH 7.36+ 0.22 pH 741+ 0.21 pH

Sperm density

Morphology
% Normal
% Abnormal

Motility

9% Progress

% Weak

% Immotile
Testosterone total
FSH

LH

DHT

E,

15.45+10.15 mln/ml

54.56+11.10 mln/ml
48.52+15.64 mln/ml

16.84+10.95 mln/ml
18.50% 6.95 mln/ml
58.5020.35 mln/ml
5.95+ 4.53 ng/ml
4,64+ 145 mlE/ml
351+ 1.60 mlE/ml
66.12+12.1 ng/ml
29.10+ 7.15 pg/ml

17.95+ 8.81 mIn/ml

56.86+10.65 mln/ml
44.54+16.38 mln/ml

20.35+10.56 mln/ml
18.57+ 6.15 mln/ml
60.54+22.30 mln/ml
795+ 2.86ng/ml
358+ 1.28 mlE/ml
3.10x 1.25 mlE/ml
145.48 +17.9 ng/ml
28.15% 9.55 ng/ml
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corded 6 pregnancies which were conside-
red to be result from improvement of
sperm morphological quality. The same
study presented 4 pregnancies in the pla-
cebo group.

Our material presented 4 pregnancies.
These pregnancies may be accounted for
by the improved sperm morphology obser-
ved. This hypothesis would be in agree-
ment with Pusch (¢).

It is accepted that 20 - 25% of those
males with idiopathic oligospermia may
present at some time, indifferently to any
particular therapy, an incidental improve-
ment of sperm quality. This may result
in the achievement of a spontaneous pre-
gnancy. As to this, we find ourselves in
agreement with Dalla Casa (*) who poin-
ted out that the results achieved after TU
treatment occurred within a definite time
period and not randomly after an indefi-
nite time period.

In addition, although sperm morpholo-
gy improved, the overall pregnancy rate
presented only a marginally significant dif-
ference when compared to the placebo
group.

In conclusion the administration of
120 mgr of TU per os to patients with
idiopathic oligospermia presented a de-
monstrably positive effect. Further study
is needed in order to properly select pa-
tients who will respond to this particular
treatment.
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