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woman who is infertile

may have a condition
known as a luteal phase deficiency
(LED). This deficiency results
when a woman produces an inade-
quate amount of progesterone
during the second half of the men-
strual cycle (after ovulation). As a
result, the endometrium is not
adequately prepared for secure
implantation of a fertilized ovum.
This is a known cause of habitual
abortion, but it has not yet been
established whether il is a cause of
infertility.

“Types of luteal phase defects— -

Luteal phase defects are divided
into three separate categories:

1. Women who do not secrete
an adequate amount of progester-
one due to the inability to form a
mature follicle. This leaves them
an insufficient number of granu-
losa-theca cells to produce pro-
gesterone, which is determined by
a timed endometrial biopsy done in
the late secretary phase of the
cycle.

2. Women who do not release
the egg from the follicle, also
known as the luteinized unmup-
tured follicle (LUF) syndrome.

3. Women who produce a ma-

ture follicle fromy which an egg is

released, but who do not secrete
an adequate amount of progester-
one from the corpus luteum. This
is called a purg luteal phase defect.

Efficacy of progesterone
therapy

Patients in the first category do
not respond well Lo progesterone
alone. Women who are unable to
produce a mature follicle usually
need an- ovulation-inducing drug
such as clomiphene citrate, bro-
mocriptine, or human menopausal
gonadotropin (HMG). Progester-
one, however, is employed in the
second half of the cycle to help
prevent spontancons abortion.

Women in the scecond category
require human chorionic gonado-
tropin (1HCG) to release the epg
from the follicle tiest, since -
proving the endometiivin by pro-
gesterone is not helpful nnless an
cpy is released.

It 15 the third category—in
which an inadequate amount of
progesterone is scecreted—that,
as a possible cause of infertility,
would be expected 1o respond to
progesterone alone.

We therefore researched the
efficacy of progesterone as a fertil-
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ity drug for women with luteal
phase defects at owr center, Ke-
productive and Medical Endocrine
Associates. We studied 50 women
who had no other cause of thewr
infertility; had a minimum of one
and one-half years of infertility;
and produced a mature follicle that
released an egg, but who had a
pure luteal phase deficiency. They
were treated with progesterone at
a starting dosage of 25 myg bid until
the endometrium was dating cor-
rectly. The number of pregnancies
that would ordinarily occur within

a six-month period was calculated, R

Sevenly percent of the women
conceived. A 0% pregonancy rate
15 considered normial for a fertile
group of women within a six-
maonth period of time,

To obtain more data, we stud-
ied 100 women who presented
with the complaint of infertility,
and who had been infertile for at
least one year. The objective: to
determine via ultrasound criteria
and estradiol and progesterone as-
says, whether the woman forms a
mature fallicle (as defined by a size
of 18 nuin-24 nun on ultrasound
and by a serum estradiol level of
greater than 200 pghnl), releases
the egg from the follicle, and has
an insufficient amount of proges-
terone.  Interestingly, 86% of
these women had a luteal phase
deliciency. lu this group, 44 othes-
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Comparison of therapy In patients with LPD to those with Immature follicies

the following results:

To delermine whether it is truly necessary to differentlate patlents with Imimature follicles from
those with pure luteal phase defecls in order to achieve optimal therapeutic results, we dlid a
randomized study-in which we treated with progesterone those patients whose soclal securlty
numbers ended in an even digit, and treated with clomiphene those whose numbers ended In an
odd digit. Alter six months, patients who failed to conceive were given the opposite therapy, with

Patients treated

Pregnancies Abortions

Category Treatment st 6 months
Pure LPD ngesten:om.: 31 R I S
I B suppositories— e _
Pure LPD Ovulation drugs 27 3 2
Immature——|—Ovulationdrugs ‘ B
follicie and progesterone 20 14 1
suppositories :
Immature Progesterone ,
) o 12 3 0
- follicle suppositories -
Immature Ovulation drugs 10 7 4
follicle

During the second six months, similar data were obtained. For example, 26 of 27 patients with pure
- -LPD who had failed to achieve a successful pregnancy with ovulation drugs, werd now treated with
progesterone vaginal suppositories; 16 of 25 conceived, and 1 aborted.

wise healthy women had the fol-
lowing  ovulation problems: 16
were found to have imaiiure folli
cles, which eaused  thein uteal
phase defect (LIPH), thee women
had the LUF syndrome, and 26
had pure LPD. Twenty-two of the
25 women with pure LD were
able to conceive within eight
months by using supplemental
progesterone.

Treatment recommendatlions

The data from our studies
strongly suggest the following
management for patients with in-
fertility and luteal phase defects:

® 'ure L.I'D: Progesterone sup-
port in the luteal phase;

® Immature follicles associated
with LI'D: Ovalation-inducing
drags in the follicular phase and
progesterone suppotd in the uteal
phiase.

Progesterone is stanted i the
form  of progesterone  supposi-
tories 25 mg twice a day; the
dusage is increased untit correc-
tion is apparent via the late lateal
phase endometrial biopsy.

The usual choice for an ovula-
tion drug is clomiphene citrate.
The dosage is increased until fol-
licular maturation is achieved.
Bromocriptine is employed if the
prolactin is elevated. Il clomi-
phene causes mucus to be hostile
to sperm, human menopausal go-
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nadotropin (1IMG) is used. Human
chorionic gonadotropin (1CG) is
given at the time of follicular satu-
ity il the ovinn failed 1o release
dwing the previous cycle.

While we feel guite strongly
that progesterone therapy alone
can effectively induce fertility, it
stll remains to be proven. A ran-
domized  double-blind  controlled
study may make his possible.
Mcanwlhile, we encourage physi-
cians to treat their patients with
progesterone, but o document
first that the patient in question
has pure LPD, and does not re-
quire improvement of follicutar
maturation or release of the egg
from the follicle. ¢





