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ABSTRACT: Unexplained infertility may be secondary to a cryptic male or female factor. Although most
often empirical therapy of the female partner may be attempted, clomiphene has been claimed, after uncon-
trolled studies, to improve fertility in men with subnormal spermograms. We chose to determine if clomi-
phene therapy of the male would improve fertility in couples with unexplained infertility despite normal-ap-
pearing semen parameters. One hundred husbands were randomized to treatment with clomiphene citrate, 25
mg daily for 25 days with 5 days’ rest each month, if their social security numbers ended in an even number
or ascorbic acid, 500 mg daily, if ending in an odd number. All female infertility factors had to be meticu-
lously corrected for at least eight cycles for inclusion in the study, along with a minimum of 1% years’
duration of infertility. Within 8 months, 29 of 50 couples {58%) with clomiphene therapy of the male
achieved a pregnancy, but only 8 of 50 (16%) with ascorbic acid treatment of the male. There were no appre-
ciable changes in sperm counts, motility, or morphology after either treatment, nor were there any significant
differences in semen parameters in those conceiving versus those who did not. Further, improved fertility
could not be accounted for by improvement in the hamster ova penetration test. Possibly, clomiphene im-
proves some quality of the sperm that is defective but not measurable by standard androgenologic methods, or
it improves some aspect of the seminal plasma. Perhaps, though, the results might be better explained on a
psychogenic basis, i.e., clomiphene is a “‘better” placebo than ascorbic acid. A further study should be carried
out using inert tablets as the placebo instead of ascorbic acid.

INTRODUCTION modern tests of ovulation. However, the problem is

equally likely to be in the male. The most likely

secondary to a cryptic male or female factor.

inducing drugs do improve fertility rates in anovu-

U NEXPLAINED INFERTILITY MAY BE reason women are offered therapy is that ovulation-

Empirically, many wives have been offered
ovulation-inducing drugs in the hope that there was
a subtle ovulation problem not being detected by

latory women, but there is no definite medical
therapy of the male even when oligospermia exists.
Nevertheless, since there have been reports from
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uncontrolled studies of the efficacy of clomiphene
citrate in improving fertility in the treatment of oli-
gospermia and asthenospermia,'~3 the possibility
exists that the drug might improve some unknown
adverse factor in the seminal plasma or in some way
enhance the fertilizing capacity of the sperm. A
study was designed to determine if the empirical
use of clomiphene citrate would provide any benefit
as compared with placebo controls.

PATIENTS AND METHODS

One hundred patients with unexplained infertility
were enlisted in the study. Inclusion in the study
required all known factors connected with infer-
tility to be normal or corrected for at least eight
cycles: (1) normal semen analysis (count of 40 X
10%/mL or more, motility 60% or greater with linear
progressive motion; morphology 60% or more
normal; volume—minimum of 2 mL); (2} normal
postcoital test with progressive forward motion
(greater than 5 sperm/high-power field 8 to 16 hours
after intercourse); (3} normal ovulation (formation
of a mature follicle of 18 mm or more associated
with an estradiol level of 200 pg/mL; release of
ovum demonstrated by sonography; normal endo-
metrial biopsy); (4) fairly normal laparoscopy (bilat-
eral tubal patency; minimal endometriosis or adhe-
sions at best seemingly adequately corrected
through the laparoscope). Hamster ova penetration
tests* were performed on all husbands. The couples
were required to have a minimum of 1% years of
infertility.

The patients were randomized into treatment
group versus controls in which the first 50 men
whose social security number ended with an odd
digit were started on clomiphene citrate, 25 mg
daily for 25 days each month with a 5-day absti-
nence; the first 50 men in this unexplained infer-
tility group with an even ending digit were treated
with ascorbic acid, 500 mg daily. The number of
pregnancies achieved during the next 8 months of
male therapy was then evaluated and compared be-
tween groups. Repeat semen analyses were per-
formed every 2 months. A repeat hamster ova pene-
tration test was done once, 3 months after therapy,
even in those who already had fertilized their wives
{they were asked to continue therapy until this re-
peat test).

RESULTS

The incidence of pregnancies after 8 months was as

follows: 29 of 50 women (58%) whose husbands
were treated with clomiphene achieved a pregnancy
versus only 8 of 50 (16%) whose husbands received
ascorbic acid (chi-square analysis: P < .001).

There were no definite discernible differences in
the various semen parameters, i.e., count, motility,
or morphology, before or after therapy or in those
conceiving versus those not conceiving, as seen in
Table I. There were three first-trimester abortions
in the 37 pregnancies (8%). '

DISCUSSION

The exact mechanism for the higher number of
pregnancies in the couples whose husbands were

TABLE |

Clomiphene  Ascorbic Acid

Baseline sperm count  49.4 x 10%/mL 55.3 x 105/mL

Avg. count following

treatment 51.8 x 10/mL 50.2 x 10/mL
Last count before

conception 57.1 x 10%/mL 52.8 x 10¢/mL
Last count in those not

conceiving 49.1 x 10%mL 49.6 x 105/mL
Baseline motility*

before treatment 62.4% 58.5%
Avg. motility

following treatment 66.0% 68.3%
Avg. motility in those

conceiving 64.6% 70.2%
Avg. motility in those

not conceiving 67.5% 66.3%
% normal forms,

baseline 68.4% 61.2%
% normal forms,

following treatment 64.5% 66.0%
% normal forms,

before conception 65.5% 78.1%
% normal forms in

those not conceiving 63.6% 65.0%

No. with normal

baseline hamster

tests 19 29
No. with normal

hamster test 3

months after

treatment 24 33
No. with normal

hamster test who

conceived 12 5

“Percentage with at least grade 3 — out of 4 quality.
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treated with clomiphene is unknown. Chi-square
analysis suggests that chance alone was not respon-
sible. In contrast to other reports of improvement of
count and motility in men with oligospermia and
asthenospermia by clomiphene, in this group of
“normal” men there was no such improvement in
those treated with the drug. Similarly, there was no
improvement in the hamster ova penetration test.
Possibly, improved fertility would have been asso-
ciated with some other parameter of sperm func-
tion, e.g., velocity or lateral head displacement,’ os-
motic sensitivity,® or acrosin reaction.” Improve-
ment in some factor in the seminal plasma without
improvement of the sperm itself is also possible.

Even though we attempted to organize a con-
trolled study, it is possible that clomiphene repre-
sented a “better” placebo than ascorbic acid, despite
our presentation of both drugs in a positive way to
the patlents The best controlled study would use
inert clomiphene tablets and would be both ran-
domized and double-blinded. Perhaps our results
will stimulate interest in organizing a more defini-
tive study.

Nevertheless, even if the drug is working by a pla-
cebo mechanism, so might GIFT8 or in vitro fertil-
ization®!% when used for unexplained infertility. It
would obviously be far cheaper and less risky to try
clomiphene in the husband than to attempt GIFT or
IVF in the wife.
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