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This paper is a tribute to outstanding research about the Billings Ovulation Method®: it is a fact that the
Billings Ovulation Method® has been subjected to more scientific research of the highest standard than any
other method of regulating fertility, natural or otherwise, and it is now essential knowledge for the medical

profession. 12345

The late respected director Anna Cappella was a tireless and passionate supporter of the Billings Ovulation
Method®, as well as a friend and collaborator of Drs John and Evelyn Billings: the Centre on Natural
Fertility Regulation (NFR) was born, from their partnership, at the Catholic University of the Sacred Heart in
Rome, where couples have searched and found qualified professional advice on this Natural Method and a
careful approach to the values of the person, respectful of the ethical issues related to the answers and

reasons of the Magisterium with regard to sexuality and fertility. &’

At the Centre we had the opportunity to meet Professor Erik Odeblad and Professor James B. Brown on
several occasions and we’ve learned from them much about research on NFR, including studies on cervical
mucus and on the hormonal patterns revealed by the Ovarian Hormone Monitor when used in different

situations of the woman’s fertile life. 8°

An expression that Lyn Billings used to introduce Professor Brown at a conference in Rome was very
impressive: “All he will say to you is true” and the attendees were surprised by hearing from him that, during
her fertile life, a healthy normal woman could have not more than 50% - 60% of cycles with the potential to
achieve pregnancy. In that time, when the conventional wisdom was driven by the contraceptive mentality,

his statement raised the paradox and the contradiction of such behaviour. 01

Brown was elaborating the structure of his Continuum of Ovarian Activity, thanks to 850,000 hormone
assays performed by the Ovarian Monitor, and to the contribution of many Billings Ovulation Method®

users and Billings Ovulation Method® teachers in the world. (Figure 1)
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Figure 1. Hormone levels and mucus symptom correlation studied by Professor JB Brown.

There are many recent scientific publications of his studies, and the latest opens up interesting prospects
for investigation on the variants of the cycles, that is the 40% of cycles with more complex hormonal

patterns, affecting women of fertile age. 12131415

The ideal cycle presents a normal pre-ovulatory infertile phase, characterized by low estrogens, a single
preovulatory oestrogenic peak, a single follicle which becomes dominant and ovulates and a luteal phase
adequate to sustain a pregnancy. All these events with this modality happen in about a third of normal
ovulatory cycles. If only one of the aforementioned events undergoes a change, the cycle also undergoes

an amendment of its characteristics and potential fertility.®

During the foetal life, the oocytary patrimony, which is present from the 5th week of intrauterine life,
reaches its highest level with about 6-7 million follicles, around the 20th week of gestation. Later this
number gradually reduces so at birth there are one million to two million follicles (which becomes 300-500
thousand at the time of puberty). Of these, only 300-400 will become eligible to ovulate throughout the

whole fertile life of the woman.’

The progressive reduction in the number of available oocytes is accompanied by a progressive reduction of
their quality i.e., of those biological aspects related to the ability to give rise to an evolutionary pregnancy.
Folliculogenesis is a complex process that begins cyclically at least 5 months earlier (about 150 days)
within the ovaries of fertile women. The initial part of this process is hormone-independent, i.e., not

dependent on FSH.

At the end of the luteal phase of the previous cycle and the beginning of the follicular phase of the next
cycle, there is a period called “Recruitment phase”. The luteal progesterone plays an inhibitory effect on the

development of follicles in this phase. The number of follicles recruited, under optimal conditions, is about



10 - 20 in both ovaries. At the beginning of the follicular phase of the next cycle, a small group of follicles is
selected from this cohort (“selection”) to continue to grow. The selected follicles prevent atresia as they
acquire a greater number of receptors for FSH and LH. This stage is followed by a period called
“‘Dominance phase” during which all the selected follicles, except one, undergo atresia. The only remaining
follicle, called “the Dominant”, evolves to a mature follicle, and finally ovulates. (Figure 2)
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Figure 2. The end phases of folliculogenesis

This theory includes “waves” of follicles which, from the quiescent primitive stage, succeed continuously in
the growth phase throughout the menstrual cycle. The final wave of follicular development is ovulatory,
while previous ones are anovulatory. An integration of this theory is the “propitious moment”, i.e., a single
follicle grows and is made ready in a privileged hormonal moment: the peak of gonadotropins induces
ovulation of that follicle that was ready exactly at the right moment. 181920

Professor Brown, with the concept of “FSH threshold” has greatly clarified the understanding of
folliculogenesis. As regards the “Selection”: only those antral follicles present at the moment at which the

FSH exceeds its “threshold” in the early follicular phase, can move toward maturation.

With regard to the “Dominance”, he has checked that there is only a narrow margin between the effective
level and one, above which, an excessive response is obtained with multiple ovulations. When this

happens, there is an extension of the length of the “dominance phase”. (Figure 3)
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Figure 3. Professor JB Brown’s “FSH Threshold” hypothesis

These facts were acquired by hormonal and ultrasound studies of cycles with ovulation induction using

gonadotropins. 22223

It is well known that even in the “ideal” cycles there is a physiological variability regarding respectively the
baseline levels of estrogen, the amplitude of the preovulatory estrogen peak and the progesterone optimal
value in the mean-luteal phase. Many other interesting variations can be expected in the “variants” cycles,

even when ovulatory.

It is only right to recall how recent ultrasound studies confirm the statements of Brown on the prediction of
the percentage of optimal/standard cycles and of the “variants”, in which there are multiple follicular waves,

before that one which comes to ovulate.

In these cases, the increased inter-ovulatory interval is a consequence of the longer duration of the pre-
ovulatory follicular phase, where successive waves of follicles start to grow, then regress, leaving space for
the next wave. The last wave is ovulatory: as is shown by the largest ultrasound size of the ovulatory

follicle, which is larger than any previously selected anovulatory bystander waves.

Moreover, Professor Brown informs us that in approximately 50% of cycles, several follicles jostle for
dominance, the first dominant one may fail to ovulate and another “waiting in the wings” follicle can take its
place reaching dominance. This may occur several times before ovulation is achieved. When this finally

happens, further recruitment of follicles for ovulation in that cycle is positively inhibited.

These estrogenic peaks occur when the hormonal levels are corresponding to the baseline of the follicle
destined to ovulate and they impede the detection of the start of its “rapid growth phase”. It would appear
that these early follicles, with the egg cells contained within, are imperfect and their rapid replacement

ensures that only a fertile ovulation may occur at each cycle. (Figure 4)
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Figure 4. Correlation of preovulatory fluctuating estrogens and mucus symptom.

In gonadotropin treatment it is possible to use this phenomenon to eliminate a follicle, which presents
characteristics of imperfect growth, and to ensure a natural selection of another follicle, recruited from the

same group, with better characteristics, thus increasing the chances of pregnancy.

These early oestrogen peaks are lower than the final ovulatory peak, and when several early peaks occur,
each succeeding peak is higher than the preceding one. A frequent feature of these early anovulatory
oestrogen peaks is that they do not initiate an LH surge or a recognisable change in cervical mucus that
precedes ovulation, and do not often result in sufficient endometrial growth to cause bleeding. It thus
appears that the oestrogen produced is not as biologically active as the oestradiol produced by a follicle
that ovulates and is therefore probably mainly oestrone or is derived from an androgen that is converted

peripherally to oestrone. This is consistent with present concepts of steroid synthesis by ovarian follicles.?3

The diagram and the correlated explanations stimulate two types of reflections. The first relates to the in
vitro fertilization technigues, involving the fertilization of many egg cells obtained in the same cycle with
hormonal stimulation, making the pickup without a distinction between the egg cells taken from antral
ovulatory follicles or anovulatory ones. The second concerns the wonderful uniqueness in the ovulatory
cycle by the symptom of the mucus Peak, which, alone, is able to allow the identification of a “fertile

ovulation”, thanks to the effect of progesterone on the woman’s symptom.



Every natural method is based on a specific methodology and teaching experience. As there are different
reading systems for thermal curve, so there are different ways of detection and interpretation of the mucus

symptom: that is, there is no mucus symptom and “mucus Peak” equal for all the methods. 24

We are really lucky to know a Method that is based on a so precise and refined parameter which reflects
the whole ovarian activity and, due to the effects of estrogen on the cervix, to be able to distinguish the
ovulatory Peak from other signals. Correct knowledge of the protocols of the Billings Ovulation Method® is
important also to understand and explain the scientific papers regarding “statistical sensitivity”. (“Sensitivity”
and “specificity” are intrinsic characteristics of a test that describe the diagnostic capability of the test). In
stating that the “sensitivity” of the Peak in identifying ovulation is 86% compared with the higher percentage
of ultrasound studies, it would be useful to investigate whether, in those studies that integrated Billings
Ovulation Method® cycles with other methods, the distinction between the Billings Ovulation Method®

Peak, which is recognised by specific criteria, and other “peaks” was made explicit.262’

The studies conducted at our Centre seek to better investigate the correlation of any anomalies (that the
woman, even occasionally, identifies thanks to the mucus symptom detected according to the Billings

Ovulation Method ®) and the underlying ovarian situation.?8:29:30:31

There are special situations in the fertile life of a woman where the cycles undergo physiologically
interesting variations, from ovulatory to anovulatory ones, sometimes gradually, sometimes occasionally.
The mucus symptom as taught by Billings Ovulation Method® recognizes, among a nhormal cervical
function, many types of cycle anomalies, e.g.: the absence of the mucus Peak, - the presence of patches of
mucus and bleedings in the preovulatory phase - the presence of short luteal phases and bleedings in the
postovulatory phase. Further we can detect contextually the absence of ovulation, the fluctuations of

ovarian activity in the absence of ovulation, intermenstrual bleeding, and luteal insufficiency.

In our study of 90 individual cycles, monitored with urinary assays, we have distinguished a group with
normal ovulatory cycles, and a group that displays various types of situations with irregular duration and

with different anomalies of the cycles.

An example of a cycle variant of this series might look like that which shows the first ovulation of a
breastfeeding woman during weaning. There is an evident extension of the pre-ovulatory phase, delayed

ovulation, and the short duration of the luteal phase <11 days. (Figure 5).



Figure 5. Cycle variants. Breastfeeding: hormonal monitoring of the first ovulation during weaning, followed by inadequate luteal phase.

Another case is that of a woman who has had to undergo cervical conization surgery a few months before.
The poor mucus symptom does not allow identification of a Peak, but the hormonal assays detect ovarian
activity with an estrogen surge, followed by progesterone deficiency. The drop in progesterone could be
possibly responsible for spotting in subsequent days of the cycle. (Figure 6)
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Figure 6. Cycle variants. 6 months after cervical conization; ovarian activity is present with estrogen peak in day 10, followed by
progesterone deficiency. Spotting on day 17 may be result of drop in progesterone.

Several parameters have been correlated to the day “zero” of ovulation in all cycles: the parameters
examined are: the day of the preovulatory oestrogenic peak; the day of mucus Peak by the Billings
Ovulation Method®; the day exceeding the Pregnanediol cut-off and the last fertile day according to the

Billings Ovulation Method®. These events follow each other in a fairly ordered way. The best indicator



related to the ovulation event is the mucus Peak, while the Ovarian Monitor - with assaying Pregnanediol-3-

glucuronide - confirms the end of the fertile phase identified by the Billings Ovulation Method® (Figure 7)
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Figure 5. Correlation of mucus symptom by Billings Ovulation Method® and hormone monitoring of ovarian activity by Ovarian Monitor
in 90 independent cycles. Correlation of the Billings Ovulation Method® and Ovarian Monitor reference points with ovulation day (day 0)

By comparing the single variables and distinguishing two women groups (normal and abnormal cycles), we
may notice that these events tend to be “retarded” in the group with irregular cycles. There is a significant

difference especially referring to the day of mucus Peak. (Figure 8)
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Figure 6. Study of luteal function in the 2 groups. When compared to the control group, the group with irregular cycles present
a higher frequency of luteal inadequacy (midluteal PAG <9umol/24h) and a higher frequency of short luteal phases (<11 days).




Having the chance to investigate the luteal function, it shows that the group with abnormal cycles presents
a higher frequency of luteal insufficiencies (with values of PdG < 9umol/24h) and greater presence of short

luteal phases (<11 days) compared to the control group. (Figure 9)
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Figure 7. Comparison of the different parameters in two groups of women (regular and irregular cycles).

Assisting Conception — Using the Billings Ovulation Method® as a Diagnostic Resource

The previous data relates to different situations of fertile life, but our aim was to compare normal women’s
cycles with those of women in conditions of infertility, both “physiological” as premenopausal, and effective,

as in the case of those who are looking for pregnancy.

In the Billings Ovulation Method® teaching service and in our pastoral care, we try to offer help and
empathy for one of the sufferings with which we today come increasingly in contact, and this is “infertility”.
The couples who turn to our Centres are helped, through a process of awareness, by listening to them,
providing human support as well as qualified professional advice on Billings Ovulation Method®. Helping
the couple to identify ovulation and to use this optimum couple fertile time for intercourse is sometimes

sufficient to achieve pregnancy.

Concerning the premenopausal woman, it is not necessary to recall the main diagnostic symptoms - which
however have to be investigated in all women seeking pregnancy - but rather to point out that the main
cause of infertility in developed countries is the women’s advanced age. Over the years, it has been seen
that the average age of first pregnancy has gradually increased. In Europe, Italy has an unenviable record
of being a population with a low birth rate, insufficient to ensure a generational turnover, and with an older
population. In the last decade the number of children appears to be a little increased, due in part to

migration from outside Europe. 322

As age increases, there is a gradual decline in fertility, characterized by the reduction in numbers of

available oocytes and by the increased pool of those of low quality. There is a reduction of the “ovarian



reserve”, that is, of those follicles able to respond to the FSH stimulus at a given time. If to these factors we
also add the opportunity of an endometrial deterioration the risk of age-related infertility can be well

understood. 3435

The progressive shortening of the menstrual cycle is an indicator which is not difficult to detect in the
interview with the woman, but for an adequate diagnosis it must be referred to hormonal and
ultrasonographic examinations. The increase of FSH, which seeks to “force” the depleted ovary, is matched
by the decrease of factors produced by the same ever fewer follicles, such as Inhibin B and Anti-Mdllerian
Hormone (AMH). These factors can be dosed in plasma. A good ultrasound evaluation enables you to see

objectively the ovarian reserve. 3637

The Anti-Mullerian Hormone is related to the pool of primordial follicles in women, and has, together with
the Inhibin, the ability to slow down the action of FSH during folliculogenesis. Its circulating levels decline
with age and are not influenced by the phase of the cycle. It is a useful diagnostic indicator also in

Polycystic Ovarian situations, where it is increased.

However, we must point out that a low AMH level has a predictive value of about five years regarding
menopause time: this is the interval expected so that the woman’s ovary will totally exhaust its reserve, if
AMH begins to present low values. Ultrasound evaluation of ovarian reserve takes into account not only the
number of follicles, but also ovarian volume and the blood flow. When available, the 3D ultrasound

significantly improves the numerical counts of antral follicles. (Figure 10)
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Figure 8. A correct evaluation of the ovarian reserve includes the simultaneous detection of two parameters: hormonal and
ultrasound.



The pool of antral follicles consists of those able to respond to the “recruitment” by the FSH stimulation and
is related to the ovarian reserve of primordial follicles. In women, an early ultrasound in the cycle (day 2)

provides adequate numerical counts.

The Billings Ovulation Method® has the ability to make evaluations which are very close to those of clinical
tests: this 47 year old woman presents a long preovulatory period with some signals of estrogenic
stimulation, before there is evidence of an ovulation. The next cycle, even though it is ovulatory, is very
short. Both cycles present an insufficient duration of the luteal phase and are infertile ovulations. (Figure
11)

1 2 3 4 5 6 7 8 9 [ 10 [ 1

LD
)
Lo f¢

P

LD
LD | PO 2
LoD | LD |8

%] combined BIP established

%
§
bl L [

Figure 9. Cycle variants: Premenopause. Two consecutive ovulatory cycles (a long and a short one), both presenting luteal phase
inadequacy.
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These events are representative of early menopause, when we note - considering prolonged estrogen
stimulation in the anovulatory periods - some rare ovulations, followed mainly by insufficient production of
progesterone. This circumstance is named “relative hyperestrogenism”, which means that, in a general
context of reduction in the ovarian hormones, the production of estrogen and progesterone is unbalanced in

favour of the first.

Comparing the ovulatory cycles of the two “infertile” groups studied, some features are noted: a greater
length of the cycles, with normal basal value of estrogens; the delayed day of ovulation especially in the
infertile group; but it is the average value of the mid-luteal progesterone that reveals the inadequacy of

these cycles. *3° (Figure 12)
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Figure 12. Comparison of ovulatory cycle characteristics by two different subfertility



The diagram explicates these results reporting also the value of the “statistical variability”, which allows a
better interpretation of the mean values. For example, considering the length of the luteal phase, we can
see how the group of women who suffer infertility, despite having an average similar to the other groups,
has a much higher variability. In the diagram related to the length of the cycles, the premenopausal group

has a greater length, with much higher variability than a normal one. (Figure 13)
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Figure 13. The diagram explicates the results reporting the value of the variability

The length of the identifiable fertile phase is almost comparable between Billings Ovulation Method® and

the group with hormone assays, but less with other commercial products for domestic use.

Further extending the theme of infertility, we evaluated interesting data in addition to the ovulatory cycles in
another series of 150 women. We took into account some prognostic factors correlated to the regularity/
irregularity of the cycle such as: age, eating habits, the previous use of hormonal contraceptives, the

presence of pathologies interfering with fertility, the prior use of ARTs. 4041

Concerning the “age” factor, it is interesting to note that, in our study, younger women have more irregular

cycles than those over 35yrs. (Figure 14)
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Figure 14. Among 28-35 yrs the presence of irregular cycles is greater, whilst
among the over 35 yrs those with regular cycles are more numerous.

Today great attention is paid to lifestyles and to eating habits, and the Body Mass Index (BMI) is the set-
point for distinguishing normal weight, underweight or overweight. In the studied cases, it seems excessive
thinness affects more dramatically the irregularity of the cycle, rather than overweight. Indeed, among

overweight women the number of those with regular cycles is higher. (Figure 15)
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Figure 15. The increase in the BMI seems to correspond with the increased
number of women who declare regular cycles and, vice versa, the decrease in
the BMI seems to be more common in women who declare irregular cycles.

This finding is congruent with what is known about the influence that severe thinness has on life
expectancy, compared to overweight. In the condition of thinness, further, small weight reductions
dramatically reduce the life span compared to equivalent weight gain in obese subjects. Data regarding the
lifestyles of the population obviously need to be interpreted correctly, avoiding generalizations, and should
be placed in relation with environmental factors such as country or ethnicity. BMI distribution in the current
Italian population (18 yrs and over) is: 3% underweight; 51.5% normal weight, 35.5% overweight, 10%
obesity. #> The previous use of oral contraceptives may impair fertility affecting the regularity of cycles:

however, our study shows that women with regular cycles make a more frequent therapeutic use of the pill,



while women with irregular cycles make a more contraceptive use. On the one hand this contradiction

requires a reflection on the doctors’ role when prescribing these drugs, and on the other hand, a

consideration of the women’s awareness of their own fertility, especially for those who are looking for

pregnancy. (Figure 16)
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Figure 16. Women who never used the pill are more common among regulars, while those with therapeutic and
contraceptive use are most concentrated among the irregulars. It should be noted the group who used the pill only for
contraceptive purpose, most frequently declare irregular cycles.

In the presence of pathologies that affect fertility, this must be classified in female, male or both. Among

couples without pathologies there is a slight majority of women with irregular cycles, to reinforce the fact

that the irregularity is not synonymous with disease. Otherwise in couples with a regular cycle there is a

slight prevalence of male pathologies. (Figure 17)

DIAGNOSED PATHOLOGIESAFFECTING FERTILITY

%

Previous positive diagnosis related to regularity /
irregularity

0.80
0.70
0.607
0.50
0.401—
0.307
0.207
0.10
0.00

Regular Irregular

0 No pathologies® Male only o Female only m Bcth

%

Previous positive diagnosis related regularity /
irregularity

0,70
0,60
0,50
0,40
0,30
0,20
0,10 1

0,00 -
No pathologies

Female only Both

Male only

@/ Regular  ® |[rregular

The role played by fertility awareness in the search for pregnancy has already been recalled, together with

Figure 17. Among couples with regular cycles there is a slight majority of those with male diseases. Among couples
without any diseases there is a slight majority of those with irregular cycles.

the importance of the support offered by the teacher in these cases: the results of the study confirm the

importance of this role, in terms of success rates obtained (overall around 70%). 4344




When considering the time spent to achieve a pregnancy, the normal population reaches the rate of 75%
within 6 months, while our sub fertile group obtained globally the same result in one year, which is
equivalent to the duration provided by the study. In “infertile” couples who achieved pregnancy, the time to
achieve using the Billings Ovulation Method®, is not much different between the two groups, with greater

advantage of irregular cycles, presenting a peak of pregnancies after 3 cycles.

The Billings Ovulation Method®, achieved greater success in the group of couples with irregular cycles
than with normal cycles: note, however, that the first group presented minor pathologies, especially male.
(Figure 18).

The previous use of the pill represents a negative prognostic factor, as not only can it be correlated to a
greater number of irregularities, but also to a lower percentage of pregnancies. The largest number of
pregnancies are obtained in women, preferably with regular cycles, who never used the contraceptive pill.
(Figure 19)
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Figure 10. Pregnancy outcome: among couples who became Figure 19. Pregnancy outcome: among couples with irreqular
pregnant with the BOM,; those without previous use of the Pill cycles a successful pregnancy is more common than among
prevailed, especially those with regular cycles. those with reqular ones.

In some couples’ histories, the previous use of ARTs was revealed. The two groups, with both regular and
irregular cycles, had resorted in equal measure to IVF, but in terms of pregnancy obtained with the Billings

Ovulation Method®, the group with irregular cycles again had the favoured results. (Figure 20)
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Figure 2011. Assisted Reproductive Technologies and pregnancy achievement: it seems there isn’t any correlation between
regular/irregular cycles and previous ART recourse, but among patients who achieved pregnancy with Billings Ovulation
Method®, those with irregular cycles seem to be more numerous.

At the conclusion of our study we can make a few comments:

o couples with regular cycles tend to delay the learning time of the Billings Ovulation Method® and

the start of medical investigations;

e previous use of the pill, both for therapeutic and contraceptive purpose, plays a negative role in

terms of fertility;
e cycles presenting irregularities do not necessarily coincide with a pathological situation;

o use of the Billings Ovulation Method® favours situations with irregular cycles, with percentages of

pregnancy equivalent to those of regular cycles;

e recording of the mucus symptom helps to identify abnormalities that, if correctly identified, allows a

correct diagnosis and therapy.

In statistical works, the presentation of data does not allow us to know the individual couples’ history,
especially in our current era, when everything refers to “Evidence Based Medicine” and its standardized
protocols. Despite that, two stories are particularly emblematic of the personal suffering and of clinical
pathways conducted. The first couple, married for 10 years, had had four ICSI (Intra Cytoplasmic Sperm
Injection) and one IUI (Intra Uterine Insemination) without success. The couple had started a spiritual
process, in which information on the Billings Ovulation Method® was included. The approach with a
gualified Billings Ovulation Method® teacher, had helped an early diagnosis of hyperprolactinemia, due to
hypothyroidism, and metabolic syndrome. An appropriate therapy has, in a short time, improved the
situation, with lengthening of the luteal phase, and achievement of conception, despite several other
problems and stress, such as a bartholinitis and the removal of an endometrial polyp. The last cycle has
given us Paul, named in honour of Pope Paul VI, whose beatification was celebrated by the couple in St.

Peter’'s Square, only days before discovering the pregnancy. (Figure 21)
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Figure 121. Pregnancy achieved with Billings Ovulation Method® after ARTs failure. Diagnosis of hyperprolactinemia due to
clinical hypothyroidism, regressed with thyroxine replacement therapy.

The woman’s current situation represents a breastfeeding pattern, where the hyperprolactinemia is
physiological and causes the delay of ovulation. (Figure 22)
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Figure 22. Cycle variants: following breastfeeding (physiological hyperprolactinemia)

In the second case both spouses have problems. The woman had gained weight in recent times and,
despite the fact she was presenting relevant bleedings, which were resistant to anti haemorrhagic therapies
and leading to anaemia, had been repeatedly subjected to ICSI interventions. After the beginning of
learning Billings Ovulation Method®, she too had been diaghosed with hyperprolactinemia for
hypothyroidism and the metabolic syndrome. Her husband was sent to andrological care. In their chart we
note the improvement of the situation after treatment, but the couple had no pregnancy. Problems in the
married life have pushed the woman to take antidepressants that, before long, compromised the beneficial

effects of thyroid therapy and of the diet. However, the couple continues to record and keeps in touch with
the teacher. (Figure 23)



39 years; weight gain in last 3 years; iron deficiency anemia for persistent menometrorrhagia; high PRL, metabolic syndrome; occasional use of
antidepressants. 3 ICSI over the past two years. Husband 56 years: oligo astheno teratospermia

Figure 13. Couple wishing to achieve pregnancy after ARTs failure: another case of subclinical hypothyroidism with hyperprolactinemia.

To solve a problem of infertility, the teacher will have to take the couple by their hands and support them in
deepening respect for each other. This is an important aspect of the teachers’ role to foster such a way of
thinking and leave couples not with a sense of despair but with a deeper love. It is possible that the
teacher’s task for this couple is not to help them in achieving pregnancy, but to help the couple to create a
stronger bond, full of love, that makes them able perhaps to adopt other children in the world, who are

unloved, abandoned and sad. *°

Two years later the husband has become azoospermic, that is sterile, and the couple has been going on a
personal path of marital growth. The chart expresses the current situation and shows delayed ovulation in
which the hyperprolactinemia is “iatrogenic”, i.e. it is due to psychotropic drugs, which are able to induce a

pattern paradoxically very similar to that of the lactating woman. (Figure 24)
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Two years later; woman 41 yrs now; modest weight loss, normal iron plasma levels; normal glucose pattern; high PRL again; normal thyroid function (Eutirox therapy
50pg/day); continuous antidepressant therapy. No cervical vaginal infections. Husband 58 years; azoospermia

Figure 24. Very rare ovulations in iatrogenic hyperprolactinemia due to antidepressants.

The couple continues to record the Billings Ovulation Method® not only to monitor the effects of treatment
on the woman'’s cycle, but because they are finding in this activity a privileged moment of sharing and of

marital intimacy. The openness to life and the rediscovery of the marital relationship are as equally



important as the conception and show that, even in couples defined as infertile, it is always possible to live

an authentic conjugal fecundity.

These stories are also useful for physicians because they propose the importance of a correct differential
diagnosis of the causes of hyperprolactinemia, which may be physiological, such as during breastfeeding,

or pathological.

The PRL influences fertility by acting at three different levels: the hypothalamic-pituitary axis, where the
secretion of gonadotropins FSH and LH can be impaired, through the alteration of pulsatile GhnRH
hypothalamic; at ovarian level, where it modifies the activity of the receptors for FSH and LH, either directly,

or indirectly through the increase of adrenal androgens (adrenal level). 4°

Among the pathological forms, the role of hypothyroidism is much underestimated, since the same scientific

literature says, 30 years later, that the problem has still not been solved. 4748

It is well known that thyroid dysfunctions, mainly hypothyroidism, adversely affect fertility, also causing the
increase of the PRL. The way in which PRL and Thyroid interact, is regarding the factors that regulate the
production of PRL. PRL is usually under a prevailing inhibitory control by dopamine (DA); Estrogen can
instead stimulate production (for example, it is not an uncommon experience to find galactorrhoea in
women taking the pill). For this reason, the best time in the cycle to perform the assay of the basal PRL is

the 2nd-3rd day, when estrogens are physiologically at a minimum. (Figure 25)
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Figure 145. Hyperprolactinemia affects fertility by acting though three main areas. Hypothyroidism can
cause secondary hyperprolactinemia, but it seems often an underestimated problem.

The TRH (Thyrotropin Releasing Hormone), the hormone stimulating the hypothalamic pituitary TSH
secretion, is not a physiological PRF (Prolactin Releasing Factor). For example, the suckling by
breastfeeding is a physiological stimulus to the release of prolactin but is not followed by a contemporary
TSH secretion. The only pathological situation in which there has been a simultaneous increase in both
TSH and PRL is hypothyroidism. 490



Chronic hypothyroidism causes hypertrophy of the pituitary TSH cells, with increase of the gland. The mass
effect, associated with hyperprolactinemia can simulate a Prolactinoma. For these reasons all patients with
high PRL should be studied for thyroid function. ° (Figure 26)
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Figure 26. Hypothyroidism and increased PRL. A correct differential diagnosis is important for the purposes of an adequate therapy.

An increased PRL and the negative effects of hypothyroidism can occur even when the thyroid gland is
impaired but is still able to produce hormone levels within the normal range: we can say in this case of

“subclinical hypothyroidism”. 5253

Since the thyroid hormone levels may be normal, it is indicated to use the TRH test to make a diagnosis.
The test reveals a latent situation when the Delta TSH exceeds 15 pU/ml at 30’ and can be performed at
any time in the cycle and allows an evaluation of the opportunity to start a thyroid replacement therapy,
which will lead to normalizing the PRL value. Where it is difficult to perform this test, some simple
indications of good clinical practice can be applied. Combining data obtained from the interview with the
patient, the ultrasound examination, and assessing in a competent way the dosages of the basal
hormones, can allow for a diagnosis. For example, by noting a preferential synthesis of FT3 and/or the TSH
at the upper limits of the range (if this is very narrow. e.g., 0.5 - 3.20 - TSH value equal to 2.7 is diagnostic),

these all are signs of impaired thyroid activity. (Figure 27)
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Figure 157. If a subclinical hypothyroidism presents hormonal values in the normal
range, the TRH test is indicated to reveal that it is there.



The topic of the diagnosis of endocrine extra-ovarian dysfunctions cannot be exhausted in these few notes
but offers a proposal of reflection on the role of doctors and scientists, who examine the women'’s
registered cycles. Professor Brown has fully realized the validity of the Billings Ovulation Method® and,
according to the great humility of the true scientists, invites women to carefully follow the Method for these

reasons:

“Dear ladies, you’re ahead: as scientists we can only follow you, by checking the validity of your
observations. We don’t possess any absolute measurement of ovulation or fertility. We talk about statistics
and failure rates. We draw complicated and interesting diagrams to show how the nervous centres affect
reproductive processes. As women, you base on the Method your lives, your hopes, your children, your
marriage. You know that emotional factors can affect your charting, and that your records tell the story of
your life. The man must be humble in front of this. | have learned that discrepancies between your
observations and our results were often caused by errors of calculation from us. Dear ladies, hold on,
continue to observe and to improve, to keep accurate charting and don’t be misled, consenting to the

seemingly superior knowledge of man. Prof James B. Brown”

The Billings Ovulation Method® has always proposed to all people the harmony and integral perspective of
being fecund in love. The commitment to education, especially important for new generations,
contemplates the corporeality, as the interior and spiritual dimension, recognizing and valuing the specificity

and beauty inherent in human nature.
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