
565

Journal of Andrology, Vol. 26, No. 5, September/October 2005
Copyright q American Society of Andrology

Perspectives and Editorials: Letters to the Editor

Responsiveness to Tamoxifen Citrate and
Testosterone Undecanoate Is Independent
of the Severity of Idiopathic
Oligozoospermia

To the Editor:

In their recent article, ‘‘Cinnoxicam and L-Carnitine/
Acetyl-L-Carnitine Treatment for Idiopathic and Varico-
cele-Associated Oligoasthenospermia,’’ Cavallini et al
(J Androl. 2004;761–770) made a reference to our recent
publication (Adamopoulos et al, 2003), citing this article
on 3 occasions, with a fourth citation coming from the
ensuing ‘‘Editorial Commentary,’’ by Comhaire and Mah-
moud (J Androl. 2004;771–772).

In the discussion of their paper, Cavallini et al stated
that ‘‘A survey of the data of Adamopoulos et al (2003)
and Wong et al (2002) indicated that their trial predomi-
nantly treated patients with isolated alterations of motility,
morphology or both who have normal concentration of
sperm.’’ This was a rather misguided interpretation of our
clinical trial and, to put the record straight, we present
unpublished details of the study, summarized in Tables 1
and 2.

To begin with, all patients included in our trial (106
men for each of the 2 treatment groups) had sperm con-
centrations below the 20.0 million spermatozoa per mil-
liliter mark and, as defined by arbitrary World Health Or-
ganization (WHO) (1999) criteria, were classified as oli-
gozoospermic. This selection procedure was followed re-
gardless of the total sperm number, which, on certain
occasions (placebo, 39.6%; tamoxifen citrate [TMX] 1
testosterone undecanoate [TU], 27.3%), exceeded that of
40.0 million per ejaculate, the lowest limit proposed by
the WHO (1999). In table 1 of our article (Adamopoulos
et al, 2003), the mean values for total sperm number were
27.1 (range, 9.4–54.0) and 32.0 (range, 14.1–70.0) mil-
lion per ejaculate for active and placebo treatments, re-
spectively. At the same time, sperm concentration was 7.9
(range, 3.7–12.1) and 9.1 (range, 3.4–10.9) million per
milliliter in the 2 groups. Finally, the means for good
motility were 29.7% 6 12.0% and 29.6% 6 15.7%, and
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those for conventional normal morphology were 41.2%
6 14.0% and 45.5% 6 16.5% for active and placebo
treatment groups.

Moreover, the greatest proportion of men with idio-
pathic oligozoospermia as defined by their sperm concen-
tration was distributed to the 1.0 to 4.9 3 106/mL (pla-
cebo 25.5%; TMX & TU 35.8%) and the 5.0 to 9.9 3
106/mL (placebo 28.3%; TMX & TU 34.9%) subgroups
(table 1). A similar, although not quite identical, situation
was evident regarding the total sperm number in our clin-
ical material. Therefore, the distribution of our cases in
terms of sperm concentration and total number was not
skewed toward the upper end of this set of values.

Regarding the response to treatment with TMX and
TU, as judged by more than a doubling of the original
(basal) sperm concentration and total number, the picture
emerged is given in table 2. It is noted that the successful
response to treatment was relatively evenly distributed in
all sperm concentration subgroups of men treated with
this combination, with the exception of the relatively
higher first subgroup (1.0–4.9 3 106/mL).

As is obvious from the evidence presented, all the men
with idiopathic oligozoospermia included in our study had
low sperm concentrations, and most of them had addi-
tional aberrations of morphology and motility, but defi-
nitely, there were no patients with ‘‘isolated alterations of
motility, morphology or both who have normal concen-
trations of sperm,’’ as stated by Cavallini et al.

This clarification is most important for prescribing
practitioners, since Cavallini’s statement may mislead
them to exclude from treatment men with very low sperm
concentrations who may also have a chance to respond
favorably to this treatment, as did patients with higher
concentrations in our study. Such an exclusion is most
certainly not justified, given the evidence presented. On
the contrary, this kind of treatment may be beneficial to
the couple since, as has been shown (Comhaire et al,
1995), a sizable improvement in sperm concentration has
been linked to disproportionately higher increases in ef-
fective cumulative pregnancy rates in men with idiopathic
oligozoospermia.

Dimitrios A. Adamopoulos, MD
Stamatina Nicopoulou, MD
Eftychia Koukkou, MD
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Department of Endocrinology,

Diabetes and Metabolism
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Response: Responsiveness to Tamoxifen
Citrate and Testosterone Undecanoate Is
Independent of the Severity of Idiopathic
Oligozoospermia

To the Editor:

I am sorry for the misunderstanding and thank the Ed-
itor because he gave me the opportunity to explain the
mechanisms that provoked my mistake.

My confusion originates from the following wording:
‘‘total sperm count 3 106/mL’’ present in the abstract and
in table 1, page 916, of the Adamopoulos article (Ada-
mopoulos et al, 2003). In this regard, I have intended
‘‘sperm concentration/mL,’’ instead of total ejaculated
sperm.

The World Health Organization (WHO) handbook does
not list any sperm pattern alike: ‘‘total sperm count 3
106/mL,’’ and, most importantly, fractional values (ie, . . .
3 106/mL) always indicate a concentration (WHO, 1999).

Almost all articles regarding therapy for oligoasthen-
ospermia take into consideration sperm concentration per
milliliter instead of total ejaculated sperm (WHO, 1989,
1992; Rege et al, 1997; Kamischke et al, 1998; Rolf et
al, 1999; Vicari and Calogero, 2001; Foresta et al, 2002;
Wong et al, 2002; Cavallini et al, 2003; Lenzi et al, 2003,
2004; Zawackzi et al, 2003).
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It is uncommon to present data regarding number of
total ejaculated sperm, even though an increase in sperm
concentrations in OAT (oligo-astheno-teratospermia) in-
fertile males has been thought to be associated with dis-
proportionately higher fecundability (Adamopoulos et al,
2003), because the in vivo and in vitro fertilization proved
to be more strictly linked to the quality of spermatogen-
esis than to the number of ejaculated sperm (Tomlinson
et al, 1992; Patrizio et al, 1994; Parinaud et al, 1996a,b;
Aboulghar et al, 1997; Verheyen et al, 1997; De Croo et
al, 2000).

In this regard, sperm concentration per milliliter is
more closely linked to the spermatogenetic process than
to the number of total ejaculated sperm (Biagiotti et al,
2002).

Giorgio Cavallini
Headquarters of Societá Italiana di

Medicina della Reproduzione
(SISMER)

Bologna, Italy
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