DISCUSSION

Indemethacin and other NSAIDS have been shown 1o raise
mean sparm counts®. The indiscriminate use of In in
freatment of inferile males will however result in many
rreatment failures. Even in our selected population, only 50%
responded by a rise in sperm count. Because the major
efforts of PG are in testosterone synthesis®, it appears rational
fo utilise PG synthase inhibitors in patients with low T levels.

Statistical analysis has failed to show any difference in the
FSH, LH and Prolactin, EIFA and EILO levels. However, the
mean levels of FSH and LH were lower in responders and
none of the patients with FSH above 20 miUfml (upper limit
of normal) responded to In. One azoospermic has also
responded to therapy with In bul in general oligospermics
respond better. The mean T was lower (at the lower end of
‘normal lestosterone range) in responders.,

EIPA and EILO did not have a prediclor value. As
prostaglanding are autocoids, perhaps “estimation of
intratesticular PGs may be more helpful.

The biphasic response seen may represent an escape from
control by In,

It appears that oligospermics with low testosterona levels in
the lower 1/2 of normal range or below and normal FSH levels
will respond best to In therapy. Earfier studies (unpublished)
have shown a group of patients with high LH levels but with
T levels in the lower 1/2 (300 - 750 ng/dl) of the normal range.
These patients may be having an excess of GnRH producing
an adverse on T production. This has been shown to be due
to PG. It may be worthwhila including this group of patients
in further trials of NSAIDS.

Jamsheer Talati et al,
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CASE 1

Sperm Count and Motility :
Pre-treatment and six and twelve weeks afler
Indomethacin-Biphasic Response.

SPERM COUNT IN MILLIONS/mI.
EIFA 98% LH |
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FSH Elevated T ]
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Fig. 3
' CASE 3
EIPA 13.7% FSH 1
EILO 62.5% LH ]
FSH | PAL ] Mormal
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Fig. 4 CASE 4
Sperm Count and Motility :
Pre-treatment and six and twelve weoks after
indomethacin-Biphasic Response.
EIPA 39 % FSH ]
ELO 6 % LH ] Normal
PRL 1
T Low
WEEKS AFTER TREATMENT
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SPERM COUNT IN MILLIOMS /mi.

EIPA 33 % FSH ]
EILO 78 % LH ] Mormal
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T Low
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TABLE |

Use of Indomethacin and Aspirin in patients in whom the
sperm count failed to improve three months atter high ligation
of testicular veins for varicocele.

Spewm Count (Mim) Mctility (%)

Pationts  Pretrestment  Postirestment Fretrestment  Posfreatmeont

A 0 s Few 80%
A0%

PATIENTS AND METHODS :

Between January. and Seplember 1986, 31 pafients were
zelected for Indomethacin (In) therapy from a large group of
infertile patients whe had a complete history and physical
examination, estimation of follicle stimulating hormene (FSH),
luteinizing hormone (LH), Prolactin (PRL), Testesierone (T)
and semenanalysis. Patients were excluded if they had a
sperm count of over 40 million and more than 50% sperm
wera motile or if the patient had an over! easily treatable
cause for infertility or cbsiruciive azoospermia. However,
patients with a varicocele who repeaiedly refused surgery
were included in the trial as also patients with low T level,
The latler exceplion was made bacause wa fael that NSAIDS
increase Testosterone synthesis, A lesticular biopsy was
done 1o exclude cbsiructive azocsparmia H indicated. All
patienls included in the tial had in addition to above
manbcned tests, an estimation of endogencus inhititors of
lipocxygenase (EILO) and endogencus inhibiters of platelel
aggregation (EIPA). as in earlier investigalions we had noted
an increase in EILO aclivity and decreasa in EIPA aclivity in
infertile males®.

Patients included in the trial were given Indomethacin 25 me
TOS for 12 weeks,

All patients were requesied for a semenanalysis al 6 and 12
weeks,

A 12 week follow-up is availgbie in 21 patients,

RESULTS :

The result are tabulated in Table |l. Eleven of the 21 palients
showed an improved sperm count. Tha resulls were analysed
to determine whether FSH, LH, PRL or T levels, presence or
absence ol a vancocele, lavels ol EIPA or EILC or sperm
count could be determined or predict response to In.

TABLE I
*Hesponsa o Indomethacin®

T of pateents eated n
3 manths Iofiow-up ivalabe 21
|mprowed sperm count 11 (33.4%)
Improved motiiey B [208%)

Jamsheer Talati et al.

Table |l show that azoospermics are less likely to respond
than oligospermics, or patients with a low metility. Of the
three patients with varicocele, 2 responded, 1 did not. The
mean LH, FSH, PRL and T in responders was not statistically
significantly ditferent from that in non-responders. However,
none of the patients with an FSH above 20 responded and
half the patients who responded had T levels below 300 ng/dl
(Table IV). Disappointingly EIPA and EILO did not appear 1o
be predictors (Table V).
TABLE I
Pretreatment Seminal Parameters in
Responders and Mon Besponders to Indomethacin

Famsgondens Mo b Do S

Mon-obetnuctve ATOOSDerm i ! ! &

Cﬁgﬂ:ﬂmi-_t‘_ 20 Mimil 5 2

Mttty « 50% T 4

Varicooehe presont o F 1
TABLE IV

Gonadotrophin Prolactn Tesiosterone Levels in
Hesponders and Non-responders to Indomethacin

Pasaponders [11) MNoneresponders [10)
FSH 53+ 2353 1588 « 14,42
SEM 1,07 aEM 4,81
Na o patens with
FSH > 20 mhalm 0 |
LH .08 + 1.69 11.55 » .40
SEM 067 SEm 287
FRL [LE- Y. & - B.A1 = 357
SEM 1.87 BEM 1.7
T 061 = 21505 SEDL.BB - 43407
SEM B4.88 BEM 141,23
Moy of pataras wih
T« 300 ngdl 5 2
TABLE V

EIFPA and EILO in
Rasponders and Mon-responders 1o Indomethacin

Faponoers Hon-tesmordes
EILO ELST » 1480 5489 « 1858
SEM 4.72 SEM .87
EIFA 2614 + 004 2277 » 18.29
SEM L14 GEM 543

Biphasic Response

4 palienis showed a biphasic response with the sperm count
rising a1 8 weeks bui relurning to lower levels at twelve weeks
after treatmeni (Fig. 1 - 2). One patien! dropped sperm countl
at B weeks,
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ABSTRACT :

Prostaglandins (PG) inhibit testosterone synthesis
and spermatogenesis. Indomethacin (a PG
synthase inhibitor) has been used in male
infertility but improves the sperm count in only a
proportion of patients.

The present study was done to determine
parameters which will predict a favourable
response to Indomethacin (In). 21 infertile males
were given 25 mg. In three times a day for 12
weeks. Pre and post treatment semenanalysis
levels were compared. Pre treatment FSH, LH
and Prolactin (PRL) levels and level of
Endogencus Inhibitors of Platelet Aggregation
(EIPA) and endogenous inhibitors of
lipooxygenase (EILO) were also determined,

In 11 (52.4%) patients sperm counts improved.
19.1% patients showed improvement at six
weeks with a decline of sperm count at 12
weeks., 6 (29%) patients showed improved
motility. Oligospermics responded better than
azoospermics. Of the three patients with
varicocele who were not treated by operation,
two responded.

The mean FSH and LH were lower (and in the
normal range) in the responders to In therapy.
The mean T was lower (and the lower end of T
range) in patients who responded. Only one
azoospermic responded to therapy.

There was no statistical difference in the mean
EIPA and EILO levels of responders and non-

responders.

Indomethacin raised sperm counts in patients
with normal FSH and LH and low T levels, EILO
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and EIPA do not have predictor value.
Indomethacin will be ineffective in most patients
with azoospermia, and raised FSH levels, The
role of In in varicocele therapy needs to be
explored.

Key words : Male infertility - Indomethacin -
Predictors of response - EIPA - EILO -
Gonadotrophins.

INTRODUCTION :

Testicular Prostglandins (PG) can interfere in
spermatogenesis and testosterone production in a number of
ways. Pharmacological amounts increase cyclic AMP, but
reduce LH induced testosterone production’,

PGs can inhibit 3 hydroxysteraid dehydrogepase® and bind
eylochrome P450” and thus inhibit testosterone synthesis,

The effect of serotonin on reducing testosterone synthesis is
mediated by PG as also the direct effecl of gonadetrophin
releasing hormene on the testis. PG may shunt arachidenic
acid (AA) away from the cytochrome P450 pathway and
hence reduce T production.

Consentine et al® have shown that prostaglandins are
important determinants of male infertility potential and their
levels are significantly interdependent with parameters of male
infertility.

As PG have so many deleterious effects, it is possible that PG
synthelase inhibitors will have a beneficial effect in infertile
oligospermic  patients. Cur initial experiences with
Indemethacin (In) a NSAID and PG synthase inhibitor were in
the treatment of 2 patients whose sperm counls did not
improve after surgery for varicocele (Table [). Both showed
a dramatlic improverment. Later we used In in oligespermics
and noled that whilst some patients showed a dramatic
increase from 0.1 1o 100 million sperms/mil there were patients
who did not respond.

Bendvold et al (1985) has shown that naproxen a non-
stercidal anti-inflammatory drug lowers seminal PGs®. Used
for a short time however, this drug did not alter seminal
characteristics. Bendvold® concluded thal the ratic of 19
hydrexy PG to 19 hydroxy PG F was more imporiant to sperm
motility than a change in absolute levels of PG. Barkay et al’
have shown an increase in FSH levels and sperm counts
motility and fertilizing capacity using indemethacin in doses of
75 mg a day for 80 days. Cbvicusly there is a need to
determine which patient will respond favourably to
Indomethacin.




