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Description

Background to Invention

Ovulation

[0001] Ovulation, the release of an oocyte from an ovary of a female animal, is an important step of female reproductive
biology because it is required in order that the oocyte may be fertilized by male sperm.

[0002] In archetypical human females, ovulation takes place on approximately day 14 of the typically 28 day menstrual
cycle. However, only approximately 10% of women regularly ovulate on day 14 of a 28 day cycle. The cycle length and
day of ovulation within a single cycle can vary between women and, usually to a lesser extent, from time to time in a
single woman. Variation in the cycle length of an individual woman includes both fluctuations from one cycle to the next
and longer term "drifts" in cycle length which take place over several years and may be part of the ageing process.
[0003] In non-human mammals, the biology of ovulation varies considerably. Some animals, for example, dogs and
cattle, conform approximately to the human model and exhibit a non-seasonal pattern of ovulation at regular intervals.
Other animals (for example, sheep, rabbits, ferrets) require environmental cues, for example changing day length or the
presence of males, in order for ovulation to be triggered. Other animals, for example mice, only ovulate in response to
copulation. There are many circumstances, both in the fields of medicine and veterinary practice, where it is useful to
know if ovulation has taken place.

[0004] In general terms, the ability to detect the presence or absence of ovulation is useful both in the diagnoses of
disorders of ovulation and in providing information about likely fertility which can be used to choose suitable timing of
sexual intercourse in order to increase or decrease the odds of pregnancy resulting in accordance with the wishes of
the woman, in the field of human medicine, or in accordance with the wishes of the farmer or veterinarian in the field of
animal husbandry. Furthermore, information about the timing of ovulation may be used to choose suitable timing of
fertility treatments such as intra-uterine insemination (IUl), artificial insemination or removal of ova for in vitro fertilisation
[0005] It has been estimated that one in six human couples have an unwanted delay in conception (Taylor (2003)
BMJ 327:434-436). Most of those couples do not have absolute infertility (that is, no chance of conception) but rather
subfertility with a reduced chance of conception because of one or more factors in either or both partners.

[0006] As part of the diagnoses of subfertility one of the key questions which the clinician asks is 'does the woman
ovulate?’ In addition to answering the above question, knowing or predicting when the woman ovulates is also useful in
cases of subfertility because it allows the couple and/or the physician involved in providing fertility enhancement treatment
to time their sexual intercourse and/or therapeutic intervention so as to maximise the chances of conception.

[0007] Knowledge of the time of ovulation and thereby knowledge of a woman'’s fertility can also be useful where a
woman in a sexual relationship wishes to avoid conception. By limiting unprotected sex to times when the woman is
unlikely to be fertile, unwanted pregnancies can be avoided. Such a 'natural’ method of contraception may be especially
attractive to couples who have medical, religious or other reasons for avoiding the use of alternative contraception.
[0008] In the veterinary fields, animal sub-fertility may be a problem, particularly if the animals in question are com-
mercially valuable (for example race horses, cattle, companion animals) or members of an endangered species. Addi-
tionally in many animal species stud fees and/or semen samples for artificial insemination are costly. There is therefore
a need to limit those interventions to times when the female is fertile.

The Human Ovulatory Cycle

[0009] The cyclic changes in ovarian activity are controlled by the secretion of two hormones by the pituitary gland,
follicle stimulating hormone (FSH) and luteinizing hormone (LH) under the control of the hypothalamus.

[0010] During the second half of the proceeding cycles, high levels of oestradiol (oestrogen) and progesterone (pro-
gestogen) act via the hypothalamus to suppress FSH and LH production by the pituitary gland. At the end of the proceeding
cycle a decrease in production of oestradiol and progesterone by the corpus luteum removes suppression of the hy-
pothalamus and FSH levels start to rise. Once a threshold is met, FSH stimulates a group of ovarian follicles into growth.
[0011] The dominant follicle continues to grow towards ovulation and as it does so it produces increasing amounts of
oestradiol. This leads to a fall in FSH which removes support for non-dominant follicles and increases the dominant
follicle’s receptivity to LH. The high oestradiol level causes the pituitary gland to release a large surge of LH. This peak
of LH triggers the rupture of the follicle and release of the oocyte (ovulation) approximately 37 hours after the beginning
of the surge of LH or approximately 17 hours after its peak.

[0012] The remains of the ruptured follicle become the corpus luteum which produces progesterone which causes an
abrupt change in the characteristics of the cervical mucus so as to make it impenetrable to sperm. A decrease in
progesterone towards the end of the cycle causes the bleeding of menstruation.

[0013] Related changes in hormone levels are seen in veterinary species, the levels and timing of events altering from
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species to species - all result in a corresponding release of an ovum into the fallopian tube following rupture of a mature
follicle.

[0014] By convention the human ovulatory cycle (also known as the menstrual cycle) considered to start from the first
day of menses (day 1) and continue until the first day of menses of the following cycle takes place.

Detection of Ovulation

[0015] The UK Royal College of Obstetricians & Gynaecologists guidelines for investigating whether ovulation is likely
to take place includes checking mid-luteal phase progesterone 7 days before expected menses. Other investigations
which may be carried out include measuring LH, FSH and oestradiol concentrations in early follicular phase (days 2 to
6), (Taylor (2003) BMJ 327:494-497).

[0016] Measurement of hormone levels typically requires the drawing of a blood sample or the use of urine tests.
These methods of measurement have the drawback that they require medical intervention and that each individual test
costs money.

[0017] Urine tests additionally suffer from poor reliability because urine production rates are subject to unpredictable
variations that lead to variations in hormone concentrations in the urine in the bladder.

[0018] Whilst blood tests may be highly suitable for occasional diagnostic testing, they have significant drawbacks if
they are to be used for long periods of time. Several surrogate markers of ovulation in human female that are more
suitable for home use and for sustained monitoring have been identified. The first of these involves the woman checking
the consistency of her cervical mucus. The second involves the woman recording her body temperature.

[0019] Body temperature is a widely used surrogate marker for the detection of ovulation. It is known that the LH peak
which occurs just before ovulation causes a rise in body temperature, (see David ME & Fugo (1948), The cause of
physiologic basal temperature changes in women Clin. Endocrinol. 8:550-563 and Coyne et al., (2000)) Circadian rhythm
changes in core temperature over the menstrual cycle: method for non-invasive monitoring, A.L.CJ. Physiol. Regulatory
Integrative Comp. Physiol. 279:1316-1320. The detection of that rise is used widely as a surrogate marker for ovulation.
[0020] The oestradiol rise before ovulation causes a slight and broad dip in body temperature before the LH-associated
rise, (David & Fugo ibid) This dip is not currently used as a marker of ovulation because it is difficult to measure accurately,
mainly because it is of low magnitude.

[0021] Temperature readings are typically taken once a day under the tongue with a standard mercury, spirit or
electronic medical thermometer, although temperature may also be measured on the skin surface, under the armpit, in
the ear or at any other suitable site. WO 03/078949 discloses a retrievable indwelling thermometer which may be used
to measure rectal or intravaginal temperature over an extended period of time.

[0022] Current methods of taking and analysing temperature measurements in order to predict or detect ovulation
have several drawbacks. Infrequently-taken temperatures may not be representative of the true basal body temperature
and using a thermometer to take multiple temperatures manually is time consuming and inconvenient.

[0023] The device of WO 03/078949 may be used to take multiple temperature readings over a time period, but
nevertheless the temperatures taken may be unrepresentative of the true basal body temperature for a number of
reasons including the time-lag required for the temperature reading device to warm up after initial insertion, and non-
relevant temperature changes which come about due to inadvertent or deliberate removal, urination and diurnal tem-
perature variations. Such inaccuracies in temperature readings cause inaccuracies in the detection of the LH-associated
temperature peak and prevent the detection of the oestradiol-associated temperature dip.

[0024] DE 3342251 speculates about a device for measuring the temperature in a female in order to detect temperature
changes associated with ovulation. It is suggested that prediction of the timing of ovulation in the subsequent cycle may
be carried out by counting forward in time from the start of the previously detected ovulatory cycle. The device disclosed
in DE 3342251 measures multiple temperatures over at least part of several days. The specification does not disclose
any real data (for example the data shown in the figure is obviously contrived). It is suggested that in order to minimise
the effects of fluctuations in temperature that are irrelevant to detecting ovulation, maxima and/ or minima curves be
calculated and analysed for the presence of temperature changes indicative of ovulation. The Inventors of the present
invention consider that the use of maxima or minima curves as disclosed in DE 3342251 is unlikely to work well because
those variables are highly susceptible to irrelevant temperature changes (outlier data values).

[0025] GB 2077593 is directed mainly to monitoring the body temperatures of cows rather than humans. In fact page
3, column 1, lines 62 to 65 suggests that reliable detection of ovulation in humans by temperature measurement cannot
be carried out. In terms of processing of temperature readings it is taught that temperature may be used for the detection
of oestrus and for the detection of fever associated with poor health. It is also taught that a cow’s temperature is partially
dependent on ambient conditions and on individual characteristics of a particular cow. The recording of long term
temperature readings in a a cow is carried out in order to solve a different problem to that of detection of ovulation in
humans. Whereas human women change temperature during their cycle, they exhibit similar temperatures from cycle
to cycle. This is not the case in cattle. The reason for recording temperatures presented in GB 2077593 is in order to
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establish a temperature baseline for a single animal for a single cycle from which temperature changes associated with
oestrus may be detected. The examples of of GB 2077593 show a single reading being taken every day. The temperatures
are measured electronically and transmitted by telemetry, but there is no disclosure of computer processing of the data.
Presumably the farmer is presented with a set of data for his herd every day and makes his own assessment of them
in order to determine which of his cows are in oestrus that day.

[0026] EPO04241 02 discloses a device which provides an indication of temperature and time of ovulation and of
predicted periods of fertility. An algorithm for obtaining a steady reading is disclosed which would appear to be similar
to that used in standard digital medical thermometers, but there is no disclosure of obtaining multiple temperature
readings over an extended period and then discarding those that are spurious and those that are genuine but associated
with events irrelevant to ovulation.

[0027] US 4,475,158 discloses a microprocessor-based instrument including a temperature probe for detecting a shift
in basal body temperature in women, indicative of the beginning of a period of infertility. A predetermined range of
temperature is established within which temperatures readings must be in order to be accepted as valid. The delineation
of the two-part form of claim 1 is based on this document.

[0028] DE 103 35 745 discloses a method for indicating fertile days within a female monthly cycle using a first table
recording the measured basal temperature and the cervical mucus quality for each day of the monthly cycle and a second
table indicating a predicted fertility level for each cycle day and cervical mucus quality. The first day with a raised basal
temperature obtained from the first table is used as an indication of ovulation, for determining the potentially fertile days
using the second table. There is also provided a portable unit comprising means for receiving temperature readings
from an infrared thermometer, a memory and means for communicating with and receiving information from a remote
data processing unit/computer server.

[0029] US 4,676,254 discloses a device for monitoring periods of ovulation comprising an implantable intra-uterine
housing containing a thermometer, a memory and means for transmitting stored temperature values to an external device.
[0030] The present invention meets a number of objectives. These include (but are not limited to), the detection of
ovulation (or the absence of ovulation) as an aid in diagnosing infertility or subfertility; the prediction of ovulation as an
aid to determining time periods of fertility in order to increase or decrease chances of conception; and the monitoring of
medical interventions intended to assist conception in order to improve their success rates and/or reduce the risks of
unwanted side effects.

Brief Description of Invention

[0031] The invention provides a method of providing information relating to the fertility of a female mammal as defined
by independent claim 1.

[0032] Other aspects of the invention are set out in the other independent claims and preferred features of each of
the aspects are set out in the dependent claims.

[0033] There is also described herein a remote computer file server holding information relevant to the fertility of
multiple female mammals, the information relating to each female mammal being labelled with a unique identifier code
corresponding to an individual female mammal, said file server being arranged to provide to a user, the information
labelled with a particular unique identifier code in response to the provision of that code to the remote computer file server.

Brief Description of Figures

[0034]
Figure 1 illustrates a device and its use according to one embodiment of the invention.

Figure 2 shows real data obtained from an indwelling thermometer worn by a human female for two consecutive
days (10 June as line A and 11 June as line B) The x-axis shows the time of day or night and the bar C below the
temperature plots shows when the woman was awake or asleep.

Figure 3 shows real data obtained from a woman over her complete ovulatory cycle (except for days 0 to 8 during
which menstruation took place). Said data has been processed in various ways before being presented in the figure.

Figure 4 shows read data obtained from a woman over her complete ovulatory cycle (except for a few days when
menstruation took place and a further two days were temperatures were not recorded). During each overnight period
temperature was recorded and is shown in the figure. The short gaps between the overnight temperatures represent
the daytime period during which temperature readings were not taken.
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Detailed Description of Invention

[0035] There is described herein a method of providing information relevant to the fertility of a female mammal com-
prising the steps of:

i) taking multiple temperature readings from the female mammal during an extended period;

ii) identifying and disregarding temperature readings having one or more characteristics of faulty or irrelevant data;
iii) obtaining one or several representative temperature values for the extended period;

iv) repeating steps (i) to (iii) over multiple extended periods and over multiple ovulatory cycles;

v) analysing the representative temperature values obtained over multiple extended periods and ovulatory cycles
for one or more patterns in the representative temperature values indicative or predictive of ovulation in order to
provide information about fertility of the female mammal to a user, wherein said extended period is one hour or
longer, wherein said temperature readings are taken using an indwelling temperature measuring device which is
removed from the female mammal during the day.

[0036] According to certain embodiments, the method may be used to predict ovulation, meaning that the method will
indicate that ovulation is imminent. According to other embodiments the method may be used to indicate ovulation
meaning that the method will provide an indication to the user at approximately the same time as ovulation takes place.
[0037] The information relevant to the fertility of the female mammal may be information identifying the timing of
ovulation. Such information may include information identifying the timing of ovulation events that have already taken
place and/or information predicting the likely timing of future ovulation events.

[0038] According to certain embodiments the indication to the user is provided to a computer file server or other archive
for later retrieval by a user.

[0039] According to certain embodiments the method provides an indication to the user a few days (for example 1 to
6 days or 4 days) before ovulation to give sufficient warning of the fertile time period to allow intercourse to take place
before the female cycle reaches the stage where progesterone causes the characteristics of the cervical mucus to
change so as to make it impenetrable to sperm. It should be noted in this regard that sperm is able to survive in the
female reproductive tract for several days and that sperm may take a few days to swim to the oocyte and so the best
time for intercourse (or artificial insemination) so as to ensure maximum fertility will be just prior to ovulation (for example
approximately 4 days before).

[0040] According to certain preferred embodiments, the method indicates to the user, the start and end times of the
next window of fertility.

Taking Multiple Temperature Readings

[0041] The methods described herein involve taking multiple temperature readings from the female mammal during
an extended period. The extended period is at least 1 hour long, preferably at least 2 hours long, preferably at least 3
hours long, preferably at least 4 hours long. According to certain preferred embodiment that extended period is between
15 minutes and 6 hours, preferably between 1 to 6 hours, more preferably between 2 and 5 hours, more preferably
between 3 and 4 hours. According to certain embodiments the extended time period is an overnight time period. One
advantage of using an overnight period is that natural fluctuations are reduced due to the constancy of the environment
and the relative lack of movement by the female. By "overnight time period" as used above it is intended to mean the
period during which the female animal is asleep or expected to be asleep. It will be understood that for certain women
(forexample those employed to work at night) this time period may in fact take place during the day. Similar considerations
apply to the use in nocturnal animals.

[0042] During the extended period multiple temperature readings are taken. For example, a reading may be taken
every 20 seconds, every minute, or every 5 minutes. Preferably, a reading taken every 1 to 20 minutes, more preferably
every 2 to 10 minutes, most preferably every 5 minutes. Preferably multiple temperature readings are taken at regular
intervals. Preferably at least 25 temperature readings, more preferably at least 50, more preferable at least 100, more
preferably at least 250 temperature readings are taken in the extended period. According to certain embodiments
measurements are taken every 5to 10 minutes over a period of about 5 hours. According to certain preferred embodiments
the extended period may extend from shortly before or shortly after the subject goes to bed to 3, 4 or 5 hours later or
until the woman wakes up, or for a particular time window during an overnight period, for example, from 1.00 am to 5.00
am or from 12 midnight to 3.00 am. Accordingly, to certain embodiments the time period may be selected to avoid the
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period after about 3.00 am when a dip in temperature typically occurs, although the Inventors do not report problems
with taking readings during this dip.

Identifying Faulty or Irrelevant Data

[0043] The method described herein has as its second step the identification and disregarding of temperature readings
having one or more characteristics of irrelevant or faulty data.

[0044] There is a difference between faulty data and irrelevant, that is to say data which is genuine but which is
irrelevant to ovulatory cycle. Faulty data is data that does not genuinely correspond to the body temperature of the
female. If may be produced, for example, by a faulty temperature measuring device or, more likely, by an intrinsic
limitation of the temperature measuring device (for example a time-lag in the response of the device to being placed in
a body cavity). Irrelevant data is genuine data because it genuinely reflects the body temperature of the female. However,
itis caused by factors that are irrelevant to the matter of ovulation. It may be produced, for example, by diurnal temperature
fluctuations, or by changes in the ambient temperature to which the woman is exposed.

[0045] Irrelevant or faulty data may arise from a number of sources. For example, data from time period during which
the user is experiencing an episode of fever. Also, an indwelling thermometer may be removed or repositioned if it is
uncomfortable; it may be removed and washed in either hot or cold water; its temperature may change if the female
urinates or if body temperature changes due to changes in the external temperature (caused by changing weather or
room heating); changes in clothing or bedding; changes in level of exertion or changes in proximity to external heat
sources (for example a hot water bottle or bed partner).

[0046] Faulty data is also likely to be generated when the temperature measuring device is first applied to or placed
in the subject because of the thermal lag time required for the device to reach body temperature. Irrelevant data may
also be produced when the temperature measuring device is not applied to or placed in the subject (for example during
periods of non-use which may be intentional or accidental).

[0047] A method which allows irrelevant data generated when the device is not in use to be disregarded may have
the additional advantage of allowing automatic sensing of the start and end of the extended measuring period. For
example if the method involves the overnight use of an indwelling temperature measuring device, said device being
stored at room temperature during the day, a step of disregarding irrelevant data will permit the temperature readings
generated during the day to be disregarded and assist in the identification of separate extended periods each corre-
sponding to an overnight period. This will remove the need for manually "switching on" the device each night.

[0048] Faulty or irrelevant data may be identified by applying any suitable characteristic known to be associated with
faulty or irrelevant data. Such characteristics include:

1. Temperature readings clearly out of the temperature range found in female mammals of the species in question,
for example temperature readings above or below that expected of a 1 female mammal of a particular species. For
example more than 2 or 3 or 4 degrees Celsius above or below the expected body temperature of the mammal, for
example in the human more than 38 °C or less than 36 °C.

2. Temperature readings that whilst they may be within the range expected from female mammals of the species
in question are not within the range expected for the individual in question (as determined from historical data
previously obtained from that individual, for example temperature readings above or below that expected of an
individual female mammal. For example more than 0.5, 0.6, 0.7, 0.8, 0.9 or 1, 2 or 3 or 4 degrees Celsius above or
below the expected body temperature of the individual female mammal.

3. Temperature readings which differ from preceding or following values by such a degree as to indicate changes
of temperature (heating or cooling) at a rate too high to be expected to be observed in the body temperature of a
female mammal. For example heating or cooling rates of more than 0.1 °C per minute, of more than 0.2°C per
minute, of more than 0.3°C per minute, of more than 0.4°C per minute, or more than 0.5°C per minute, or more than
0.6°C per minute, of more than 0.7°C per minute, of more than 0.8°C per minute or of more than 0.9°C per minute
or of more than 1.0°C per minute may be characteristic of faulty or irrelevant data.

4. Temperature readings which are clearly outliers may be characteristic of faulty or irrelevant data. For example a
single reading or relatively few temperature readings differing substantially from the other temperature readings
collected during the extended period are unlikely to indicate a true change in temperature but are more likely to be
indicative of faulty or irrelevant data.

5. Temperature readings tagged with supplementary data, for example readings tagged by data indicating that the
female was suffering from a fever.
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6. Temperature readings obtained immediately before orimmediately after temperature readings showing any other
characteristic of faulty data. For example readings of below 36 °C may be identified as faulty or irrelevant according
to characteristic 1 above. The readings obtained 20 minutes before and 20 minutes after such a reading may also
be identified as faulty or irrelevant.

[0049] Temperature readings having one or more characteristics of faulty data are disregarded, meaning that they
are not included in subsequent steps of the method.

[0050] Readings which are significantly influenced by diurnal temperature changes may be characteristic of irrelevant
data and may, according to certain embodiments be disregarded. For example, if the temperature readings are taken
in a human woman during overnight extended periods, the temporary core temperature dip which occurs in humans just
before waking may be disregarded according to certain embodiments. Diurnal temperature changes which are uncon-
nected to levels of female hormones and therefore unrelated to ovulation may also be observed in male mammals.
Therefore temperature readings taken from female mammals that show similar characteristics to those observed in
males of the same species may, optionally be regarded as characteristic of faulty or irrelevant data and be disregarded.
[0051] Readings which are identified as raised due to illness by pattern recognition algorithms may be recognised as
having one or more characteristics of faulty or irrelevant data and be disregarded.

[0052] Readings which occur with the commencement of use, or at the end of use, of the device and which may be
attributed to the device reaching a new thermal equilibrium may be recognised as having one or more characteristics
of faulty or irrelevant data and be disregarded.

Obtaining One or Several Representative Temperatures

Values For the Extended Period

[0053] Inorderto compare and analyse temperature readings obtained from different extended periods, it is necessary
to obtain one or several representative temperature values for each extended period or to obtain a comparative meas-
urement between selected measurements within extended periods. For example, a comparison is made between single
measurement points matched in time from within two or within several extended periods. According to certain preferred
embodiments a single representative value is obtained for each extended period. According to other embodiments
several representative temperature values are obtained for each extended period. An extended period typically lasts for
several hours. Representative temperature values may, for example, be obtained for each hourly or half hourly interval
of the extended period. Preferably within each 24 hour period there is a single extended period of a single representative
temperature value is obtained for each extended period.

[0054] Representative temperature values may, for example, be obtained by any of the following steps:

- Calculating the mean of the non-disregarded temperature readings collected during the complete extended period
or collected during a specific time interval of the extended period (if more than one representative value is to be
obtained for each extended period).

- Calculating the median of the non-disregarded temperature readings collected during the complete extended period
or collected during a specific time interval of the extended period (if more than one representative value is to be
obtained for each extended period).

- Calculating the mode (most commonly occurring temperature reading) from the data collected during the complete
extended period or collected during a specific time interval of the extended period (if more than one representative
value is obtained for each extended period).

- Choosing the temperature reading or readings at a particular distance in time from the start or the end of a stretch
of non-disregarded temperature readings. For example, the representative value may be chosen as the temperature
reading taken half way through the stretch of non-disregarded temperature readings. Alternatively representative
values may be chosen as the temperature readings taken at regular intervals during a stretch of non-disregarded
temperature readings, for example, every hour or every half hour.

- By the use of deviations of single measurement points from a representative or from an idealised model of diurnal
temperature change, for example by calculating a standard deviation, a variance or higher moments.

- Calculating a derivative or integral of the temperature readings over time collected during the complete extended
period or collected during a specific time interval of the extended period (if more than one representative value is
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to be obtained for each extended period). For example, the slope representing the rate of change of temperature.

[0055] According to certain preferred embodiments, all temperature readings that remain after those having one or
more characteristics of faulty or irrelevant data are disregarded are used as representative temperature values.
[0056] Ithasbeenunexpectedly discovered by the inventors that contrary to the teaching of DE3342251 which suggests
that maximum or minimum temperature readings for each extended period make good representative temperature
values, it is preferable to obtain a representative temperature value that is not influenced, or not significantly influenced,
by the maximum or minimum readings for extended period. Examples of such values include the "trimmed mean" of the
temperature readings. To obtain such a trimmed mean one disregards a pre-determined number of the lowest and a
pre-determined number of the highest readings obtained during an extended period and calculates the mean of those
readings that remain. Median and mid-percentile (for example 10th to 90t or the 20th to 80th percentile or the 30t to
70th percentile values are also relatively immune to the effects of other temperature readings and are preferred in
accordance with certain embodiments of the invention.

[0057] A further surprising discovery of the Inventors is that irrelevant temperature readings are more likely to come
about because of heating of the female subject than by cooling of the subject (i.e., a woman’s temperature during an
overnight (asleep) extended period is more likely to deviate from her true basal body temperature in an upward rather
than downward direction). That is to say, a woman is more likely to experience a temporary and irrelevant temperature
rise than she is a temporary and irrelevant temperature fall. The reason for this is not fully understood but it is reliably
observable in most women and is therefore assumed to be a factor of an underlying and universal physiological phe-
nomenon.

[0058] This observation means that a better representative temperature value may be obtained for an extended period
by use of an algorithm that gives greater statistical weighing to temperature readings that are lower than the median
temperature reading than is given to the temperature readings that are higher than the median temperature readings
(whilst, of course, at the same time giving little weight to the minimum temperature reading and those reading near to
the maximum temperature reading).

[0059] It has been found that the 25t percentile of non-disregarded temperature reading makes an especially good
representative temperature value for an extended period. Other readings near to the 25t percentile of non-disregarded
temperature readings will also serve well.

[0060] According to certain preferred embodiments the representative temperature value for an extended period is
the 10th to 60t percentile value of the non-disregarded temperature readings. More preferably it is the 11th to 50th
percentile value, more preferably the 12t to 40t percentile value, more preferably the 13t to 46t percentile value, more
preferably the 14th to 44t percentile value, more preferably the 14th to 42nd percentile value, more preferably the 15t
to 40th percentile value, more preferably the 16t to 38th percentile value, more preferably the 17t to 37th percentile
value, more preferably the 18th to 35t percentile value, more preferably the 19t to 33 percentile value, more preferably
the 20th to 31st percentile value, more preferably the 21st to 29th percentile value, more preferably the 22nd to 28th
percentile value, more preferably the 23 to 27th percentile value, more preferably the 24th to 26t percentile value. Most
preferably it is the 25t percentile value.

Step ii and iii of the method carried out together

[0061] It will be appreciated that under some circumstances the temperature readings may be subjected to processing
which will result in both the disregarding of faulty and irrelevant data and the obtaining of a representative temperature
value. In those circumstances one may regard steps ii and iii of the method of the invention as taking place simultaneously.
For example, if one were to take the raw temperature readings of an extended time period and calculate a trimmed mean
one would be disregarding outlying temperature readings (likely to be faulty or irrelevant data) and obtaining a repre-
sentative temperature value in a single step. Although both steps may take place simultaneously it should be appreciated
that both ii), identifying and disregarding temperature readings having one or more characteristics of faulty or irrelevant
data, and iii), obtaining one or several representative temperature values for the extended period, need to take place in
accordance with a method of the invention.

Repeating Over Multiple Extended Periods

[0062] The steps of taking multiple temperature readings over an extended period, disregarding temperature readings
having the characteristics of faulty or irrelevant data and obtaining one or several representative temperature values for
each extended period, are repeated over multiple extended periods.

[0063] Preferable said steps are repeated over atleast 2, 3, 4, 5,6, 7, 8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25 or 26 extended periods (in general the larger number of extended period the more preferred). Most
preferably said steps are repeated over multiple extended periods covering several days (preferably with one extended
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period each day).

[0064] Preferably said steps are repeated over at least one full ovulatory cycle, more preferably over several cycles.
[0065] Preferably said steps are repeated over a sufficient number of extended periods such that said extended periods
would be expected to extend over a time period sufficient for one (or preferably more than one) ovulatory cycles to take
place in an archetypical fertile female mammal of the species of interest regardless of the fact that the individual female
mammal from which the temperature readings are taken may or may not have ovulatory cycles. Preferably said steps
are repeated over a sufficient number of extended periods such that there is at least one extended period in most of the
days of an ovulatory cycle. For reasons of comfort and hygiene it is not appropriate for an intravaginal indwelling device
to be worn during days of menstruation. In such circumstances it is preferable for there to be at least one extended
period (preferably a single extended period) corresponding to each and every day of the ovulatory cycle in which men-
struation does not take place.

Analysis of Representative Temperature Values

[0066] The fifth step of the method comprises analysing the representative temperature values obtained over multiple
extended periods for one or more patterns in the representative temperature values indicative or predictive of ovulation.
By "analysis for one or more patterns indicative or predictive of ovulation”, it is meant that the analysis is such that should
ovulation have taken place or be imminent, the analysis will identify one or more patterns indicative or predictive of
ovulation. If ovulation has not taken place and is not imminent such patterns will not be identified.

[0067] According to certain embodiments, it is preferred that the multiple extended periods for which representative
temperature values are analysed comprise at least 3 extended periods, more preferably at least 5 extended periods,
more preferably at least 7 extended periods, more preferably at least 9 extended periods, more preferably at least 12
extended periods, more preferably at least 14 extended periods, more preferably at least 16 extended periods, more
preferably at least 18 extended periods, more preferably at least 20 extended periods, more preferably at least 22
extended periods, more preferably at least 24 extended periods, more preferably at least 26 extended periods, most
preferably 28 or more extended periods.

[0068] According to certain preferred embodiments wherein each extended period corresponds to an overnight period
during which temperature readings are taken, the multiple extended periods for which the representative temperature
values are analysed correspond to and equal in number all of the days of a complete cycle minus the days during which
menstruation takes place.

[0069] Preferably said multiple extended periods comprise those collected over at least one, preferably several ovu-
latory cycles. According to certain preferred embodiments said multiple extended periods extend over every day of one
or more ovulatory cycles with the exception of those days in which menstruation takes place, when useful temperature
data is unlikely to be collected and the use of an indwelling temperature recording device may be undesirable for reasons
of comfort and hygiene.

[0070] According to certain preferred embodiments said analysis occurs in real time, that is to say, as soon as tem-
perature readings are obtained for an extended period, one or more representative temperature values are obtained
and are subjected to analysis in comparison with previously obtained representative values so that any outcome of the
analysis may be signalled in the next step of the method without necessarily requiring all of the representative values
to necessarily have been obtained.

[0071] However, according to other preferred embodiments the temperature readings are collected for a whole men-
strual cycle (or for a whole menstrual cycle with the exception of days wherein the obtaining of temperature readings
either by accident or intention did not take place) and stored. On completion of that cycle (signalled by the onset of
menses) the temperature readings processed to give representative values and analysis of the cycle that has just finished
is undertaken.

[0072] Analysis of the representative temperature values involves the identification of a pattern in the representative
temperature values indicative or predictive of ovulation only if such a pattern is present in the representative temperature
values. In an anovulatory woman, analysis will involve seeking but not finding such patterns.

[0073] Patterns in representative temperature values indicative or predictive of ovulation include the peak in body
temperature associated with the LH peak which occurs just before ovulation and the earlier temperature dip associated
with the rise in oestradiol.

[0074] Because the temperature dip associated with the rise in oestradiol occurs earlier and the period of peak fertility
in humans is several days before ovulation, it is preferred that the method of the invention detects the oestradiol-
associated temperature dip. The Applicant is not aware of any prior art removable device that is able to accurately detect
this temperature dip because its magnitude is small. The device of the present invention in its preferred embodiments
is able to reliably detect the oestrodiol-associated temperature dip because of its high accuracy in temperature meas-
urement and innovative data processing (for example the disregarding of faulty and irrelevant data).

[0075] For example, methods of pattern identification which may be used are already described in the literature. See
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for example McCarthy et al (1983) A comparison of methods to interpret the basal body temperature graph. Fertility
Sterility 41 640-646. For example the "three over six" method in which ovulation is indicated when three consecutive
representative temperature values are registered, all of which are above the average of the representative temperature
values of the last six proceeding days. Ovulation is deemed to have occurred on the day preceding the first day of the
3 consecutive days showing elevated representative temperature values. According to the usual application of this rule
a single day corresponds to a single representative temperature value.

[0076] Similar, but more sophisticated methods may also be employed. These are essentially, as are the above
methods, based on statistical quality control and process control methods and these are described in, for example, Ryan,
T.P. (1989) Statistical Methods for Quality Improvement John Wiley & Sons, New York; Wetherill, G.B. and Brown, D.W.
(1991) Statistical Process Control. Chapman and Hall, New York.

[0077] For many women the "3 over 6" rule gives a satisfactorily robust determination of the day of ovulation.

[0078] However, it has a drawback in that it requires temperature values to have been obtained on each of the 6 days
prior to ovulation. This may not have been achieved in practice because of a very short or irregular cycle or because of
obtaining temperature readings in all 6 days may have been missed.

[0079] Itis therefore proposed to use in certain preferred embodiments an alternative to the "3 over 6" rule which can
either be used in place of the "3 over 6" rule or as a fall-back analysis method for use when the "3 over 6 rule" fails to
detect on ovulation. Again according to the usual application of this rule, a single representative temperature value is
obtained per day.

[0080] According to this alternative rule the mean of at least three consecutive representative temperature values is
obtained and compared with the following 3 representative consecutive representative temperature values. If the following
3 consecutive temperature values are higher than the mean, ovulation is deemed to have taken place on the corresponding
to the first representative temperature value. If not, the analysis is repeated but this time the mean is obtained from 4
consecutive representative temperature values. If ovulation is not detected the analysis is repeated again but this time
the mean is obtained from 5 consecutive temperature values, then from 6, 7, 8, 9, 10, etc until ovulation is detected or
the end of the cycle is reached.

[0081] In either the "3 over 6" rule or the improved version described above in order for ovulation to be deemed to
have occurred the 3 consecutive representative temperature values should be higher than the mean (either the mean
of the 6 proceeding values as in the "3 over 6" rule or the "cumulative mean" in the improved rule described above) by
more than a pre-set threshold amount. That threshold amount should be set at a value which provides for reliable
detection of genuine ovulations with the minimum of false positives. Preferably the threshold value is from 0.08 to 0.25
°C, more preferably from 0.09 to 0.24 °C, more preferably from 0.10 to 0.23 °C, more preferably from 0.11 to 0.22 °C,
more preferably from 0.12 to 0.21 °C, more preferably from 0.13 to 0.20 °C, more preferably from 0.14 to 0.18 °C, more
preferably from 0.15 to 0.17 °C, more preferably from 0.16 to 0.17 °C, most preferably 0.1667 °C. If, according to the
this method, more than one apparent ovulation is detected, further analysis may be used to decide which apparent
ovulation is most likely to correspond to the true ovulation. Either the analysis of the representative temperature value
may be repeated with an incrementally increased pre-set threshold value (as explained above) until only a single apparent
ovulation event is detected, or the timing of the multiple apparent ovulation events is considered and the event occurring
nearest to the expected day of ovulation (calculated from data obtained from prior cycles - or if not available from
population averages) is chosen as the day of true ovulation.

[0082] Preferably, the method used may be further enhanced by using historical data and a Bayesian approach to
evaluation or to prediction. 'Prior’ (historical) data can be provided either from population data available in the literature
or from data available from previously recorded cycle/s for the individual female mammal or preferably from both pop-
ulation data and from the individual female’s previous cycle or cycles. For example, data such as the 'corrected day-
specific probabilities of clinical pregnancy’ as provided in Dunson et al (2001) Assessing human fertility using several
markers of ovulation. Statistics in Medicine 20 965-978 can be used to enhance the evaluative or the predictive method
in human females. The ’prior’ data are combined with the current data using a Bayesian methodology to enhance
evaluation or prediction.

Input of supplementary information by user

[0083] In addition to data deriving from the recorded temperature readings, according to certain embodiments the
analysis of representative temperature values may also involve the use of supplementary information inputted by the user.
[0084] For example, the user may be required to identify the first day of her cycle (first day of menses) by pressing a
button on the device or by entering the date prior to the analysis step of the method. That information may be used to
identify cycle length and to place detected ovulation into the context of the full cycle.

[0085] Additionally it is known that fever caused by infection may affect basal body temperature. The method of the
invention therefore optionally provides the facility for such days to be tagged or otherwise be identified by the user and
excluded from subsequent analysis.
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Dealing with missing data

[0086] On occasions, arepresentative temperature value may not have been available for a particular extended period.
This may be the case if no temperature readings have been obtained for that extended period or if the user has requested
that the value for that extended period be discounted (by, for example, identifying that extended period as having taken
place during a period of fever).

[0087] Appropriate statistical methods may be used to minimise the impact of missing data.

[0088] For example, if the day of ovulation as detected by an elevated basal body temperature is determined to take
place on a day after a day for which data is missing, the ovulation may in fact have taken place on either of the two days.
The method of the invention may therefore include the step of deciding on which day ovulation was most likely to have
taken place. This decision may involve deciding which day is most likely the day of ovulation by comparison with prior
data from previous cycles (or such data is not available population average data).

Provision of Information to User

[0089] For the avoidance of doubt the following description of potential uses at information shall not be later to impty
that the claims encompass diagnostic methods.

[0090] The final part of the method according to the invention comprises providing information relevant to the fertility
of the female mammal to a user.

[0091] In its simplest form that information may be provided visually (i.e., by the illumination of a lamp or LED or the
display of graphical information on an LCD). If the user is a female human the information may be provided directly to
her. Alternatively or additionally, the information may be provided to a person responsible for the medical or veterinary
supervision of the female animal. For example information may be provided to a woman’s physician or to a veterinary
surgeon. Such a provision of information may involve the electronic transmission of a signal, for example via the internet,
via a wireless radio network (for example an SMS or "text" message) or via a telephone line.

[0092] According to certain embodiments, the information may be supplied to multiple people. If the method is used
by a human couple in order to assist in timing intercourse so as to maximise the chance of conception, a signal indicating
immediate or imminent fertility could be sent to both partners by text message to enable them to plan their intercourse.
[0093] If the method is used as an aid to medical diagnosis it may not be appropriate to indicate the signal directly to
the patient because of the possibility for misinterpretation (especially misinterpretation in the absence of other medical
results) and the causing of unnecessary anxiety and distress. Instead the signal may be communicated to the patient’s
physician for medical evaluation (typically involving the factoring in of other information, for example the results of blood
tests) before a diagnosis is reached and communicated to the patient.

[0094] According to certain embodiments, the information need not be directly communicated to the user. Instead it
may be sent electronically to a data store (for example a remote computer file server) where it may be retrieved at a
later date either by the patient or by their medical supervisor.

[0095] According to certain embodiments, the information is immediately communicated to a female human and a
further signal is sent to that female human’s electronic medical records to be retrieved in the future if and when required.
[0096] According to certain embodiments simplified information may be supplied to the woman (for example the
message "your cycle lengths are irregular, you should discuss this with your doctor") and more detailed data supplied
to the woman’s doctor (including under some circumstances raw temperature readings or details of the representative
temperature values for each extended period).

[0097] According to certain preferred embodiments, the information communicated to the user includes a predicted
start date and predicted end date of the next "fertility window" (i.e., period during which insemination has a relatively
high chance of resulting in a pregnancy).

[0098] The method of the invention may be used for the detection of ovulation as an aid to diagnosis bf subfertility or
infertility, for example, by the identification of patients in which ovulation is absent or irregularly timed. The diagnosis of
a disorder of ovulation may allow an appropriate surgical or drug treatment to be offered and the success or otherwise
of treatment aimed at bringing about ovulation can be monitored. The method of the invention also assists in determining
the best timing for IUI (Intrauterine Insemination) or IVF (in vitro fertilisation).

[0099] Alternatively, detection of some types of subfertility may lead to the recommendation that further monitoring of
ovulation take place according to the invention as an aid to conception.

[0100] Information relevant to the fertility of a female mammal provided by the remote computer file server to a user
may include a specific alert that one or more of the following events have taken place:

(1) Female about to enter a predicted fertile period.

(2) Female has just ovulated (i.e. LH peak associated with temperature rise detected).
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(3) Patient failed to ovulate within more than 1, more than 2, more than 3, more than 4, more than 5, more than 6,
more than 7, more than 8, more than 9 or more than 10 days of predicted ovulation date.

(4) An anovulatory cycle completed.

(5) Cycle more than 1, more than 2, more than 3, more than 4, more than 5, more than 6, more than 7, more than
8, more than 9, or more than 10 days different in length from previous cycle.

(6) Monophasic cycle detected (i.e. no pre-ovulation LH peak detected, possibly indicative of low oestrogen output).

(7) An abnormal length of cycle. For example a cycle length outwith the 2.5 and 97.5 percentiles expected for the
species, ie more than 37 days or less than 20 days.

(8) A post-ovulatory phase (ie number of days following detection of ovulation to start of next cycle of less than 9 days).

[0101] If the user is a female woman for whom fertility information is being provided, the information provided may be
limited to information about predicted fertility at a future time (i.e. item 1 on the above list). Items 2 to 8 are useful for
diagnostic purposes and so may more usefully be provided to a user who is a physician responsible for the care of the
female woman for whom fertility information is being provided. Items 3 to 8 are events associated with infertility and sub-
fertility. However, women with "normal" fertility may occasionally experience some of these events. It may therefore be
appropriate to provide information to a user if events 3 to 8 occur a sufficient number of times to indicate a fertility
problem, for example, if they occur more than twice in any three consecutive cycles.

[0102] Alternatively, the method of the invention may be used for the detection of ovulation as an aid to the prediction
of fertility at any particular instant in time, such information being of use both as an aid to conception and as a method
of contraception. In such circumstances it may be preferable that the signal provided to the user is a simple binary
indication of "fertile" (ovulation detected or predicted as imminent) or "non-fertile" (ovulation not detected or imminent).
When the method is used as an aid to conception copulation (or artificial insemination) can be timed to take place when
a "fertile" indication is given. When the method is used as a form of contraception, unprotected sex can take place when
a"non-fertile" indication is given. A "fertile" indication informs the user to either abstain from sex or to use a supplementary
form of contraception (for example a method of barrier contraception such as a condom).

Prediction of fertile period

[0103] The oestodial-associated temperature dip proceeds ovulation by approximately 4 days. The detection of this
dip may therefore be used to identify the start of the "window of fertility".

[0104] However, for methods based on the detection of temperature rises associated with the LH-surge, the temper-
ature rise is detected at the end of the "window of fertility". The detection of the LH-surge therefore comes too late to
inform the user of the timing of the fertility window in the current cycle. It can, however, be used to determine the day of
ovulation which can be used to predict the window of fertility in the next cycle.

[0105] According to such methods, the day of ovulation in the current cycle is determined. At the start of the next cycle
the day of ovulation is predicted used on the day of ovulation (i.e., the number of days since the start of the cycle)
observed in previous cycles (for example the day of ovulation may be estimated to take place on the median of the day
it took place on up to the 12 previous cycles. If information on the previous days of ovulation is not known (which would
be the case if the user had only recently started to use the method, then population average data may be used until
better data is available.

[0106] Once a future day of ovulation is known, the "window of fertility" may be calculated based on the assumption
that it begins 5 days before ovulation and ends 1 day after ovulation.

Use in monitoring methods of assisted conception

[0107] Several methods of assisted conception involve the administration of drugs that cause super-ovulation. Such
methods carry a risk that multiple fertilisations will take place and multiple pregnancies result. In order to minimise that
risk it is useful to know how many ova have been released during a particular ovulation event. The number of ova
subsequently released correlates with the magnitude of the pre-ovulating oestradiol surge and therefore with the pre-
ovulating temperature dip.

[0108] According to certain embodiments of the invention, the pre-ovulating oestrodiol-associated temperature dip
may be observed and its magnitude analysed to give an indication of the number of ova that may have been released.
If a large number of ova appear to have been released the risk of multiple pregnancies will be elevated and it may be
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decided to abandon attempted fertilisation (for example fertilisation by natural methods or by 1UI) in the current cycle.
[0109] There is also described herein a device for providing information relevant to the fertility of a female mammal
comprising:

- An indwelling temperature measuring device suitable for intravaginal use for taking multiple body temperature
readings from the female mammal during multiple extended periods;

- A memory for storing said temperature readings;

- a processor for identifying temperature readings having the characteristics of irrelevant or faulty data and either
deleting said readings having the characteristics of faulty or irrelevant data or labelling them to be subsequently
disregarded; and for obtaining one or several representative temperature values for each extended period, and for
analysing the representative temperature values obtained over multiple extended periods for one or more patterns
in the representative temperature values indicative or predictive of ovulation; and

- asignalling device to provide information relevant to the fertility of the female mammal to a user.

[0110] Particular features identified as optional or preferred in respect of the foregoing description of the method of
the invention (for example details of the signalling device, the information, the extended periods, the recordal of tem-
perature readings, the characteristics of faulty or irrelevant data, the representative temperature values, the analysis of
representative temperature values and the patterns indicative or predictive of ovulation) are also optional or preferred
in respect of the device of the invention.

[0111] The temperature measuring device is preferably an indwelling device which is preferably introduced into the
vagina of the female mammal and left to dwell for a period of time, for example a week, a month or an overnight period
or for several days or for an entire menstrual cycle (preferable with the exception of the time of menstruation), and to
record the temperature of the female mammal at regular intervals over that period.

[0112] When used in the human female the device is preferably smoothly shaped for hygiene and comfort and similarly
sized and shaped to a tampon. A suitable cord may be attached to the device for ease of retrieval.

[0113] The device for indicating or predicting ovulation in a female mammal according to the invention also comprises
a signalling device. Although the signalling device may be provided in the same indwelling unit as the temperature
measuring device it is preferably housed in a separate unit (preferably a tabletop or bedside unit).

Communication between two units may require one unitto be electrically plugged into the other. Preferably this is avoided.
Communication may be by a wireless radio link. Most preferably communication between the two units will be achieved
by placing the indwelling unit onto or very close to the tabletop unit so that communication may take place via the mutual
proximity of induction coils in each unit.

[0114] The indwelling unit is to be left in the female mammal overnight, and is preferably to be placed on the tabletop
unit during the day. The tabletop unit may be suitable shaped to retain the indwelling unit placed onto it. For example,
the table top unit may comprise a recess to receive the indwelling unit.

[0115] Features may be provided on the indwelling unit to assist its orientation on the table top unit. For example,
shape-features and/or visual markings may be provided to ensure that the relative alignment of induction coils is such
that communication between the two units may be optimised.

[0116] The indwelling unit is preferably battery (for example, rechargeable battery) powered. The tabletop unit may
also be battery powered but may conveniently be powered by mains electricity. According to a preferred embodiment,
the two units communicate via proximal induction coils. Said coils may also be used to recharge the battery in the
indwelling unit from the mains power provided to the desk top unit. According to certain preferred embodiments the
tabletop unit is powered by a rechargeable battery. This allows it to be kept in the bathroom where mains power is
generally not permitted. The unit can be recharged in another part of the house during days of menstruation when the
productis not in use.

[0117] According to certain embodiments the indwelling unit may be disposable after a period of use (for example
after use for a set number of cycles or for a set number of days (for example 120 or 150 days).

[0118] The device according to the invention comprises memory for storing the temperature readings.

[0119] In the two unit arrangement described above the memory may be provided in either unit. Preferably, the ind-
welling unit has sufficient memory to store the temperature readings made during an extended period. This stored data
is transmitted to the tabletop unit which also has a memory to review said data.

[0120] According to alternative embodiments the indwelling unit does not comprise memory and temperature readings
are transmitted to the other unit as soon as they are taken (for example by radio waves).

[0121] According to certain embodiments the indwelling unit comprises sufficient memory to record the temperature
readings for a complete cycle (or for several cycles). The readings need not be transmitted to the table top unit until the
end of the cycle.

[0122] The device according to the invention comprises a processor. In the two unit arrangement described above
the processor is preferably placed in the tabletop unit.
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[0123] The device according to the invention also comprises a signalling device. In the simplest form this device may
be alight (for example an LED). In the two unit arrangement described above, the signalling device is preferably provided
on the tabletop unit. According to certain preferred embodiments, the signalling device is a LCD display provided on the
tabletop unit.

[0124] According to certain preferred embodiments, the signalling device provides information to a female human
which includes the predicted start and end times of her next window of fertility. She may also be provided with a simplified
summary of her likely fertility and messages recommending visits to her physician when appropriate.

[0125] The signalling device may, in the case of a device for use by a female human, provide information to the female
human. Alternatively, or additionally the signalling device may provide a signal to the female’s physician or to another
person.

[0126] Whilst the method of the invention may be carried out by the device of the invention, it is also provided that the
temperature readings and/or the representative temperature values may be sent to a remote processing device for
analysis. The result of the analysis may then be sent back to the user in the form of information about fertility of the
female mammal or stored on a computer server for access by authorized and authenticated users, which may include
the female and/or her medical supervisor(s).

[0127] According to certain preferred embodiments there is provided a method according to the invention wherein one
or more of steps:

ii) identifying and disregarding temperature readings having one or more characteristics of faulty or irrelevant data;
iii) obtaining one or several representative temperature values for the extended period;

v) analysing the representative temperature values obtained over multiple extended periods for one or more patterns
in the representative temperature values indicative or predictive of ovulation in order to provide information relevant
to the fertility of the female mammal to a user

are carried out by a remote data processing device.

[0128] By remote data processing device it is meant a device remote to the user to which the temperature readings
and/or representative temperature values are transmitted by telephony, wireless telephony or by use of an internet
protocol.

[0129] An advantage of carrying out one or more of steps ii), iii) and v) at a remote data processing device is that the
remote data processing device can be shared by multiple users and therefore greater processing power can be provided
more cost effectively. Also, software and hardware improvements or upgrades can be provided more conveniently to a
central data processing device than to devices located with individual users.

[0130] Afurther advantage of sending the temperature readings and/or temperature values to the remote data process-
ing device is that greater memory capacity can be provided so that the readings or values from one extended period
can be more conveniently stored and used in the analysis of representative temperature values obtained from future
extended periods. The storage of such data permits a historical picture of the female mammal’s temperature readings
during a number of previous ovulatory cycles to be built up. That data can be compared with newly obtained data in
order to improve the accuracy of the analysis of the newly obtained data.

[0131] If the remote data processing device is arranged to be shared by multiple users, it will be sent temperature
readings and representative temperature values from multiple users. That data may be stored. Analysis of the repre-
sentative temperature values obtained from a single female mammal may be analysed by comparing them with the
values obtained from other female mammals or by comparing them with derivative data (for example, average data)
obtained from other female mammals.

[0132] Itis known that in humans there is significant variation in their ovulatory cycles between women. By compiling
an ever-expanding database of temperature values from multiple women, it will be possible to determine what values
may be regarded as normal and what values may be regarded as abnormal. The identification of abnormal values may
be a sign of sub-fertility or infertility and therefore an aid to diagnosis of sub-fertility or infertility.

[0133] It will be appreciated that there are privacy and data protection concerns raised by the transmittal of medical
data to remote data processing devices and by the storage of such data.

[0134] It is proposed to address those concerns by allocating unique identifier code to each female mammal. That
code will be preferably incorporated into the equipment provided for use by the female mammal. Temperature readings
and/or representative temperature values sent to the remote data processing device will be anonymous in that they will
not be accompanied by any meaningful identifier of the female (for example name). The unique identifier code means
that the female can only be identified by someone who knows which code has been allocated to which female. It may
be convenient for the unique code to be both incorporated into the equipment and provided to the female user and/or
her physician (for example by being provided on the equipment packaging or in the instruction manual).
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[0135] The results of the analysis (i.e., the information relevant to the fertility of the female mammal) may be stored
on a remote computer server. The female and/or her physician will be the only people who will know her unique identi-
fication code. They will be able to use that code to retrieve the data for that female only. Even if they (or someone else)
were able to access the data for other women, the privacy of those other women would not be compromised because
without knowing the unique identification code for the other women, such data would remain effectively anonymous.
[0136] In accordance with certain embodiments of the method of the invention there is provided between step i) and
stepii) afurther stepia), orbetween stepii) and stepiii) a further step iia), or between stepiiii) and step iv) a further stepiiiia).
[0137] Said further step ia) comprises labelling the temperature readings with a unique identifier and transmitting them
to aremote data processing device, wherein said stepsiii) iii) iv) and v) are carried out by the remote data processing device.
[0138] Said further step iia) comprises labelling the temperature readings with a unique identifier code and transmitting
them to a remote data processing device, wherein said stepsiiii), iv) and v) are carried out by the remote data processing
device.

[0139] Said further step iiia) comprises labelling the representative temperature values with a unique identifier code
and transmitting them to a remote data processing device, wherein said steps iv) and v) are carried out by the remote
data processing device.

[0140] Steps carried out prior to step ia) step iia) or step iiia) are carried out by the user’s terminal.

[0141] Accordingto certain preferred embodiments, the method of the invention comprises a further step vi) after step v).
[0142] Said step vi) comprises either:

a) transmitting said information relevant to the fertility of the female mammal to the user’s terminal

or

b) storing said information about fertility of the female mammal on a computer server for retrieval by the user’s
terminal and; optionally by one or more further nominated terminals in possession of the unique identifier code.

[0143] Inorderto carry out certain embodiments of the method described herein, there is also described a user terminal
comprising:

- anindwelling temperature measuring device suitable for intravaginal use for taking multiple body temperature read-
ings from a female mammal during multiple extended periods;

- amemory for storing said temperature readings;

- means for communicating the multiple body temperature readings, or a derivative thereof, stored in the memory to
a remote data processing device;

- means for receiving information relevant to the fertility of the female mammal from a remote computer file server;

- asignalling device to provide said information relevant to the fertility of the female mammal to a user.

The temperature measuring device, the memory and the signalling device, and their arrangement in one or more units
is preferably as described in respect of the device of the invention.
[0144] The invention also provides a remote data processing device comprising:

- means for receiving multiple body temperature readings of a female animal or a derivative thereof from a user;

- a processor for identifying temperature readings having one or more characteristics of irrelevant or faulty data and
either deleting said readings or labelling them to be subsequently disregarded; and for obtaining one or several
representative temperature values for each extended period; and for analysing the representative temperature
values obtained over multiple extended periods for one or more patterns in the representative temperature values
indicative or predictive of ovulation and thereby provide information about fertility of the female mammal to a computer
file server for later retrieval by a user, wherein said extended period is one hour or longer.

The multiple body temperature readings, the one or more characteristics of irrelevant or faulty data, the methods of
obtaining one or several representative temperature values for each extended; and for analysing the representative
temperature values are preferably as described above in reference to the method of the invention.

[0145] Thereis also described herein a remote computer file server holding information about fertility of multiple female
mammals, the information relating to each female mammal being labelled with a unique identifier code corresponding
to an individual female mammal, said file server being arranged to provide to a user, the information labelled with a
particular unique identifier code in response to the provision of that code to the remote computer file server.

[0146] According to certain preferred embodiments the remote computer file server is receiving data from a number
of female humans who are patients of a specialist fertility physician.

[0147] Preferably, the computer file server provides long-term storage of information about fertility of each woman.
[0148] Such an arrangement will permit the physician responsible for the care of the woman, and in possession of
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that woman’s unique identifier code, to call up the woman'’s historical data in numerical and graphical form for review
as an aid to diagnosis and/or treatment.

[0149] Preferably, the physician is provided with appropriate software to enable said physician to view the data retrieved
from the server.

[0150] According to certain preferred embodiments, the physician’s computer is provided with software that automat-
ically polls the central computer file server, identifies itself and its list of patients, and downloads their data. It then displays
to the physician a "highlights list" when she logs on in the morning. Said "highlights list" highlights to the physician
information from patients for whom a significant event (for example ovulation) has taken place and or from patients
where intervention of the physician may be required.

[0151] According to certain preferred embodiments, the remote computer file server provides the information on a
world wide web page or in the form of e-mails. Such an arrangement removes the need for the physician to have specialist
software to view the data retrieved from the server because it could be viewed using a standard web browser or e-mail
client software.

[0152] The following non-limiting examples illustrate the invention. It is understood that specific technical features
disclosed in the context of an example may be generally applied to the invention as a whole:

Example 1

[0153] Figure 1 illustrates diagrammatically an apparatus and method in accordance with a certain preferred embod-
iment of the invention. It is to be understood that features disclosed in respect of this preferred embodiment may be
applied to other embodiments of the invention.

[0154] There is provided to a female human a user terminal 1 comprising a temperature measuring device provided
in an indwelling unit 2. The indwelling unit 2 is designed for intravaginal use and is smoothly shaped for comfort and
hygiene. It is provided with a cord 3 for ease of retrieval. The indwelling device is used worn in the vagina every night
from the first night following the end of menstruation until such time as the next menstrual period starts. The indwelling
unit comprises an electronic temperature measuring means which takes multiple temperatures readings at regular time
intervals during the overnight period. The indwelling unit is powered by battery and comprises a memory unit which
records the temperature readings taken during the overnight period. The indwelling unit is waterproof and sealed and
therefore is either disposed of when the battery is flat or else is provided with a rechargeable battery and associated
circuitry so that it may be recharged.

[0155] When the woman wakes up, she removes the indwelling unit and washes it in the bathroom, for example by
rinsing under a running tap. During the day whilst the woman is awake and active, the indwelling unit is placed onto a
tabletop unit 4 which is also provided to the woman and may be conveniently positioned in the bathroom. The tabletop
unit is conveniently provided with a recess 5 in its upper surface which is shaped to retain the indwelling unit placed
onto it. Both the indwelling unit and the tabletop unit are provided with induction coils which are arranged so that when
the indwelling unit is placed in the recess of the tabletop unit the induction coils come into mutual proximity so that the
two units may communicate (illustrated by arrow 6). During the day, the temperature readings stored in the memory of
the indwelling unit are transferred to a memory in the tabletop unit. If the indwelling unit is provided with a rechargeable
battery, the battery may be recharged by the transfer of electrical energy through the induction coils. At the end of the
day the woman removes the indwelling unit from the recess and places it in her vagina so that it may record her body
temperatures over the following night.

[0156] The indwelling unitis arranged so that it only records temperature readings during an overnight period. Various
methods may be employed to ensure that. In one preferred method the indwelling unit will incorporate a clock and will
be programmed to record temperature only during a time period when it is expected that the woman would be asleep.
In another preferred embodiment, the woman is instructed that with the exception of brief periods of cleaning after
removal and before insertion, the device is to be placed in the recess of the tabletop unit at all times when it is not in the
vagina. In such an embodiment the indwelling unit will be arranged to sense whether it is in the recess and programmed
to take temperature readings only when it is not in close proximity to the table top unit. It may also be programmed to
not record or to disregard temperature readings taken within a short time period (for example, 30 minutes) before and
after being placed in the recess of the table top device. Such a short time period will likely contain erroneous temperature
readings caused by the indwelling unit being washed or by the thermal lag time when it is first inserted and needs to
warm up to body temperature. According to another embodiment, the table top unitis provided with user operated buttons
(7, 8) which can be used by the woman to instruct the device that she is about to insert the device or that she has just
removed the device.

[0157] According to certain preferred embodiments the woman is instructed to press a button (either on the indwelling
unit or more preferably on the table top unit) to register when she is about to place the indwelling unit and go to bed.
Additional input buttons may be provided, for example, for the woman to enter "fever days" to be discounted from
calculation or for the woman to signal the start of her cycle (ie the first day of menstruation).
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[0158] When the table top unit 4 has acquired the temperature readings taken the previous night, those readings are
automatically transmitted to a remote site (remote site illustrated by dotted line 9, transmission by arrow 10). Transmission
may be by wireless telephony or via a telephone line or via the internet or by any other convenient route for which
appropriate hardware (for example, modems) and software protocols are provided. According to certain embodiments,
transmission need not take place until the woman signals the end of her cycle. A whole cycle’s worth of readings may
then be transmitted. According to such embodiments, a button may be provided on one of the units (preferably the table
top unit) for a woman to signal the end of her cycle and also to start the transmission of data relating to the cycle just
completed.

[0159] At the remote site there is provided a processor 11 for analysing the temperature readings in accordance with
the method of the invention, and a file server 12 for storing the temperature readings and the results of the analysis.
The remote site may be in communication with multiple tabletop units being used by different women. The readings from
each woman are identified by being labelled by the appropriate desktop unit with a unique identifier code.

[0160] Information about the fertility of the woman may be transmitted back to that woman’s tabletop unit and displayed
on a display screen 13 provided on that unit, said information will also be stored, labelled with the woman’s unique
identifier code, on the file server.

[0161] Information relevant to the fertility of the woman may also be accessed from the file server by other authorised
users (represented by output box 14) in possession of the appropriate unique identifier code. Such additional users may
include the woman’s sexual partner and her physician.

Example 2
Day and Night temperature readings

[0162] Figure 2 shows temperature readings taken every five minutes using an intravaginal indwelling temperature
measuring device from an individual woman over two consecutive days (10 and 11 June). This 48 hour period encom-
passed both day time periods when the woman was awake and active and overnight periods when the woman was
asleep - the bar at the bottom of the graph shows when the woman was awake and when she was asleep. It can be
seen from the graph that the overnight temperature readings when the woman was asleep are subject to fewer fluctuations.
This is because they are subject to fewer irrelevant temperature changes. This data suggests that it may be preferable
to obtain representative temperature values from temperature readings obtained during an overnight time period when
the woman is asleep.

[0163] The conclusion drawn from Figure 2 is reinforced by the data shown in the table below which compares the
standard deviation (SD) of temperature readings taken every 5 minutes both during the day and during an overnight
time period when the subject was asleep. Data is presented for two different women (subject 1 and subject 2) over two
24-hour periods for each woman.

Subject | SD of Day Readings | SD of Sleeping Readings
1 0.266 0.112
1 0.453 0.122
2 0.286 0.088
2 0.289 0.111

Example 3
Comparison of alternative representative temperature values

[0164] Lines A to E of Figure 3 plot data derived from temperature readings taken every 5 minutes from an indwelling
temperature recording device ("personal sensor") placed intravaginally in a woman from day 9 to day 26 of her cycle.
[0165] In all cases the reading obtained during overnight periods was processed according to the invention to give a
single representative temperature value for each day of the cycle.

[0166] Line F plots a once-daily oral temperature reading.

[0167] The woman from whom the data was derived was of normal fertility and the cycle shown was an ovulatory
cycle. One therefore would expect to see first a temperature slight dip and then a temperature rise as the cycle processes.
[0168] Line F shows that the oral temperature readings show a great deal of fluctuation which is because of the
influence of erroneous or irrelevant data.
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[0169] Lines A and E show less of such fluctuations and therefore demonstrate the advantages of taking multiple
overnight temperature readings using an indwelling device.

[0170] Lines A and E are plotted from representative temperature values that are obtained, respectively, from the
maximum and minimum temperature readings obtained during each extended period. It can be seen that in comparison
to lines B to D, lines A and E show a high degree of unwanted fluctuations and therefore contrary to what is taught in
DE 3342251, the use of maximum and minimum temperature readings as representative temperature values has draw-
backs and is not to be preferred.

[0171] Lines B, C and D show, respectively, representative temperature values obtained from the median, mean and
25 percentile of the temperature readings in each extended period. It can be seen thatthe mean, median and 25 percentile
are all better representative temperature values over the maximum and minimum, and that the 25 percentile (line D) is
better than the other representative values plotted in the graph because it shows fewer fluctuations and corresponds
most closely to the woman'’s true core temperature.

Example 4

[0172] Figure 4 shows temperature readings obtained from a woman during overnight time periods spanning a single
ovulatory cycle. Ovulation took place at day 16. The temperature readings plotted demonstrate that the method and
device of the invention is sufficiently sensitive to detect not only the LH-associated temperature rise but also the pre-
ovulatory temperature dip which is associated with a rise in oestradiol levels.

Claims
1. A method of providing information relating to the fertility of a female mammal comprising the steps of:

(i) taking multiple temperature readings from the female mammal during an extended period, wherein the ex-
tended period comprises a period during which the female mammal is expected to be asleep;

(i) identifying and disregarding temperature readings having one or more characteristics of irrelevant or faulty
data;

(iii) obtaining one or several representative temperature values for the extended period which are not the
maximum or minimum temperature readings;

(iv) repeating steps (i) to (iii) over multiple extended periods;

(v) analysing the representative temperature values obtained over multiple extended periods for one or more
patterns in the representative temperature values indicative or predictive of ovulation in order to provide infor-
mation relating to the fertility of the female mammal to a user, wherein said extended period is one hour or
longer and wherein said temperature readings are taken using an indwelling temperature measuring device
which is removed from the female mammal during the day.

2. A method according to claim 1, wherein said information relating to the fertility of the female mammal is:

a) information identifying the timing of ovulation, or
b) an indication of the timing of the next fertile period.

3. A method according to claim 1 or claim 2, wherein said extended period is of at least 4 hours.
4. Amethod accordingto any of claims | to 3, wherein at least 25 temperature readings are taken in said extended period.

5. A method according to any of claims 1 to 4, wherein temperature readings are disregarded if they are characteristic
of irrelevant or faulty data by reason of one of the following:

a) being more than 2°C higher or lower than the normal temperature of said female mammal,

b) differing from the preceding or following values by such a degree as to indicate heating or cooling rates of
greater than 0.2°C per minute,

c) being a single reading or relatively few reading differing so substantially from the other temperature readings
collected during the same extended period so as to be unlikely to indicate a true change in temperature,

d) being characteristic of diurnal temperature fluctuations unconnected to levels of female hormones and there-
fore unrelated to ovulation, or

e) being tagged as such by user input.
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A method according to any of claims 1 to 5, wherein said representative temperature value(s) for the extended
period is/are obtained by:

a) calculating the mean of the non-disregarded temperature readings collected during the extended period or
a part thereof,

b) calculating the median of the non-disregarded temperature readings collected during the extended period or
a part thereof,

c) calculating the mode (most commonly occurring temperature reading) of the data collected during extended
period or a part thereof,

d) choosing the temperature reading or readings occurring at a particular distance in time from the start or the
end of a stretch of non-disregarded temperature readings,

e) choosing all of the temperature readings remaining after those having one or more characteristics of irrelevant
or faulty data are disregarded, or

f) choosing a single representative temperature value for each extended period that is the 11th to the 50t
percentile of the temperature readings obtained for that extended period.

A method according to any of claims 1 to 6, wherein the multiple extended periods for which representative tem-
perature values are analysed comprise those collected over at least one ovulatory cycle.

A method according to any of claims 1 to 7, wherein said pattern indicative or predictive of ovulation is the peak in
body temperature associated with the LH peak, or the dip in body temperature associated with a rise in oestradiol.

A method according to any of claims 1 to 8, wherein said female mammal is a human woman and said information
relevant to the fertility of the human woman is provided to her or to her physician.

A device for providing information relating to the fertility of a female mammal comprising:

anindwelling temperature measuring device configured for intravaginal use for taking multiple body temperature
readings from the female mammal during multiple extended periods, wherein each extended period comprises
a period during which the female mammal is expected to be asleep;

a memory for storing said temperature readings;

a processor for identifying temperature readings having one or more characteristics of irrelevant or faulty data
and either deleting said readings or labelling them to be subsequently disregarded; and for obtaining one or
several representative temperature values which are not the maximum or minimum temperature readings for
each extended period; and for analysing the representative temperature values obtained over multiple extended
periods for one or more patterns in the representative temperature values indicative or predicative of ovulation;
and

a signalling device to provide information relevant to the fertility of the female mammal to the user, wherein said
extended period is one hour or longer.

A device as claimed in claim 10, wherein said information relevant to the fertility of the female mammal is as defined
in claim 2, wherein said extended period is as defined in claim 3, wherein said multiple temperature readings areas
defined in claim 4, wherein said one or more characteristics of irrelevant or faulty data are as defined in claim 5,
wherein said representative temperature value(s) are as defined in claims 6, where said pattern in the representative
temperature values indicative or predictive of ovulation is as defined in claim 8, wherein said signalling device
provides information relevant to the fertility of the female mammal as defined in claim 9 and wherein said information
about fertility is presented in a form suitable for use as defined in claim 18.

A device as claimed in claims 11, wherein the temperature measuring device is an indwelling device arranged for
introduction into the vagina of the female mammal.

A method as claimed in any of claims 1 to 9, wherein one or more of steps (ii), (ii) and (iv) are carried out by a
remote data processing device.

A method as claimed in claim 13, wherein between step (i) and step (ii) a further step (ia) is provided, said further
step (ia) comprising labelling the temperature readings with a unique identifier code and transmitting them to a
remote data processing device, wherein said steps (ii), (iii), (iv) and (v) are carried out by the remote data processing
device, or wherein between step (ii) and step (iii) a further step (iia) is provided, said further step (iia) comprising
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labelling the temperature readings with a unique identifier code and transmitting them to a remote data processing
device, wherein said steps (iii), (iv) and (v) are carried out by the remote data processing device, or wherein between
step (iii) and step (iv) a further step (iiia) is provided, said further step (iiia) comprising labelling the representative
temperature values with a unique identifier code and transmitting them to a remote data processing device, wherein
said steps (iv) and (v) are carried out by the remote data processing device, or wherein after step (v) there follows
a further step (vi) comprising either:

(a) transmitting said information about fertility of the female mammal to a user terminal; or
(b) storing said information about fertility of the female mammal on a computer server for retrieval by the user
terminal; and optionally by one or more further nominated terminals in possession of the unique identifier code.

A user terminal comprising:

an indwelling temperature measuring device arranged for intravaginal use for taking multiple body temperature
readings from a female mammal during multiple extended periods wherein said extended period comprises a
period of one hour or longer during which the female mammal is expected to be asleep;

a memory for storing said temperature readings;

means for communicating the multiple body temperature readings, or a derivative thereof, stored in the memory
to a remote data processing device;

means for receiving information relating to the fertility of the female mammal from a remote computer file server;
and

a signalling device to provide said information relevant to the fertility of the female mammal to a user.

A remote data processing device comprising:

means for reading multiple body temperature readings of a female mammal a derivative thereof from a user
during an extended period comprising a period during which the female mammal is expected to be asleep;

a processor configured for identifying temperature readings having one or more characteristics of irrelevant or
faulty data and either deleting said readings or labelling them to be subsequently disregarded; and for obtaining
one or several representative temperature values which are not the maximum or minimum temperature readings
for each extended period; and for analysing the representative temperature values obtained over multiple ex-
tended periods in order to identify a pattern in the representative temperature values indicative or predictive of
ovulation and thereby provide information relevant to the fertility of the female mammal to a computer file server
for later retrieval by a user, wherein said extended period is one hour or longer.

A remote computer file server holding information relating to the fertility of multiple female mammals, the information
relating to each female mammal being labelled, according to the method of claim 14, with a unique identifier code
corresponding to an individual female mammal, said file server being arranged to provide to a user, the information
labelled with a particular unique identifier code in response to the provision of that code to the remote computer file
server.

Use of a method according to any of claims 1 to 9 or 13 or 14 to provide processed information for use as an aid to
diagnosis of anovulation, as an aid to diagnosis of irregular ovulation, as an aid to conception, as a contraceptive
method or to provide an indication of the number of ova released following hyper-stimulation of the ovary.

Patentanspriiche

1.

Verfahren zum Bereitstellen von Informationen beziiglich der Fruchtbarkeit eines weiblichen Saugetiers, das die
folgenden Schritte beinhaltet:

(i) Ablesen mehrerer Temperaturmesswerte von dem weiblichen Sdugetier wahrend eines langeren Zeitraums,
wobei der l&ngere Zeitraum einen Zeitraum beinhaltet, wahrend dessen das weibliche Saugetier voraussichtlich
schlaft;

(i) Identifizieren und Vernachldssigen von Temperaturmesswerten, die ein oder mehrere Charakteristiken fir
irrelevante oder fehlerhafte Daten haben;

(i) Erhalten von ein oder mehreren reprasentativen Temperaturwerten fiir den Idngeren Zeitraum, die nicht die
maximalen oder minimalen Temperaturmesswerte sind;
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(iv) Wiederholen der Schritte (i) bis (iii) Gber mehrere langere Zeitraume;

(v) Analysieren der Uber mehrere langere ZeitrAume erhaltenen reprasentativen Temperaturwerte mit Bezug
auf ein oder mehrere Muster in den reprasentativen Temperaturwerten, die fir einen Eisprung indikativ oder
pradiktiv sind, um einem Benutzer Informationen bezlglich der Fruchtbarkeit des weiblichen Saugetiers bereit-
zustellen, wobei der genannte ldngere Zeitraum eine Stunde oder langer ist und wobei die genannten Tempe-
raturmesswerte mit einer Verweil-Temperaturmessvorrichtung abgelesen werden, die wahrend des Tages von
dem weiblichen Saugetier entfernt wird.

Verfahren nach Anspruch 1, wobei die genannten Informationen bezlglich der Fruchtbarkeit des weiblichen Sau-
getiers die Folgenden sind:

a) Informationen, die den Zeitpunkt eines Eisprungs kennzeichnen, oder
b) ein Hinweis auf den Zeitpunkt der nachsten fruchtbaren Phase.

Verfahren nach Anspruch 1 oder Anspruch 2, wobei der genannte langere Zeitraum wenigstens 4 Stunden betragt.

Verfahren nach einem der Anspriiche 1 bis 3, wobei wenigstens 25 Temperaturmesswerte wahrend des genannten
langeren Zeitraums abgelesen werden.

Verfahren nach einem der Anspriiche 1 bis 4, wobei Temperaturmesswerte vernachlassigt werden, wenn sie aus
einem der folgenden Griinde fir irrelevante oder fehlerhafte Daten charakteristisch sind:

a) sie sind mehr als 2°C héher oder niedriger als die normale Temperatur des genannten weiblichen Sdugetiers,
b) sie weichen von den vorausgehenden oder nachfolgenden Werten in einem solchen Male ab, dass sie auf
Aufwarm- oder Abkulhlgeschwindigkeiten von mehr als 0,2°C pro Minute hindeuten,

c) es handelt sich um einen einzelnen Messwert oder um relativ wenig Messwerte, der/die so erheblich von
den anderen Temperaturmesswerten abweicht/abweichen, die wahrend desselben langeren Zeitraums erfasst
wurden, so dass es unwahrscheinlich ist, dass er/sie eine richtige Temperaturanderung angibt/angeben,

d) sie sind fir tagliche Temperaturschwankungen charakteristisch, die mit dem weiblichen Hormonspiegel nicht
verbunden sind und daher nicht mit dem Eisprung zusammenhangen, oder

e) sie werden per Benutzereingabe als solche markiert.

6. Verfahren nach einem der Anspriche 1 bis 5, wobei der/die genannte(n) reprasentative(n) Temperaturwert(e) fir

den langeren Zeitraum erhalten wird/werden durch:

a) Berechnen des Mittelwerts der nicht vernachlassigten Temperaturmesswerte, die wahrend des langeren
Zeitraums oder eines Teils davon erfasst wurden,

b) Berechnen des Medianwerts der nicht vernachlassigten Temperaturmesswerte, die wahrend des langeren
Zeitraums oder eines Teils davon erfasst wurden,

c) Berechnen des Modalwerts (der am haufigsten auftretende Temperaturmesswert) der Daten, die wahrend
des langeren Zeitraums oder eines Teils davon erfasst wurden,

d) Wahlen des/der Temperaturmesswerts oder -messwerte, der/die in einem bestimmten Zeitabstand vom
Anfang oder Ende einer Strecke von nicht vernachlassigten Temperaturmesswerten auftritt/auftreten,

e) Wahlen aller Temperaturmesswerte, die tbrigbleiben, nachdem solche mit ein oder mehreren Charakteris-
tiken fur irrelevante oder fehlerhafte Daten vernachlassigt wurden, oder

f) Wahlen eines einzelnen reprasentativen Temperaturwerts fir jeden langeren Zeitraum, der das 11. bis 50.
Perzentil der Temperaturmesswerte ist, die fiir diesen langeren Zeitraum erhalten wurden.

Verfahren nach einem der Anspriiche 1 bis 6, wobei die mehreren langeren Zeitrdume, fir die reprasentative
Temperaturwerte analysiert werden, solche beinhalten, die iber wenigstens einen Ovulationszyklus erfasst wurden.

Verfahren nach einem der Anspriiche 1 bis 7, wobei das genannte Muster, das fir einen Eisprung indikativ oder
pradiktiv ist, der mit dem LH-H6chstwert assoziierte Hochstwert der Kérpertemperatur ist oder der mit einem Anstieg
von Ostradiol assoziierte Riickgang der Kérpertemperatur ist.

Verfahren nach einem der Anspriiche 1 bis 8, wobei das genannte weibliche Sdugetier eine menschliche Frau ist

und die fir die Fruchtbarkeit der menschlichen Frau relevanten genannten Informationen ihr oder ihrem Arzt be-
reitgestellt werden.
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Vorrichtung zum Bereitstellen von Informationen beziiglich der Fruchtbarkeit eines weiblichen Saugetiers, die Fol-
gendes umfasst:

eine Verweil-Temperaturmessvorrichtung, die fir die intravaginale Verwendung zum Ablesen mehrerer Kor-
pertemperaturmesswerte von dem weiblichen Saugetier wahrend mehrerer langerer Zeitrdume konfiguriert ist,
wobei jeder langere Zeitraum einen Zeitraum beinhaltet, wahrend dessen das weibliche Sdugetier voraussicht-
lich schlaft;

einen Speicher zum Speichern der genannten Temperaturmesswerte;

einen Prozessor zum ldentifizieren von Temperaturmesswerten, die ein oder mehrere Charakteristiken fir
irrelevante oder fehlerhafte Daten haben, und zum Ldschen oder Kennzeichnen der genannten Messwerte,
damit sie anschlieend vernachlassigt werden; und zum Erhalten von ein oder mehreren reprasentativen Tem-
peraturwerten, die nicht die maximalen oder minimalen Temperaturmesswerte fir jeden langeren Zeitraum
sind; und zum Analysieren der reprasentativen Temperaturwerte, die iber mehrere langere Zeitrdume erhalten
wurden, mit Bezug auf ein oder mehrere Muster in den reprasentativen Temperaturwerten, die fiir einen Eisprung
indikativ oder pradikativ sind; und

eine Signalvorrichtung, die dem Benutzer Informationen bereitstellt, die fir die Fruchtbarkeit des weiblichen
Saugetiers relevant sind, wobei der genannte langere Zeitraum eine Stunde oder langer ist.

Vorrichtung nach Anspruch 10, wobei die fiir die Fruchtbarkeit des weiblichen Saugetiers relevanten genannten
Informationen wie in Anspruch 2 definiert sind, wobei der genannte langere Zeitraum wie in Anspruch 3 definiert
ist, wobei die genannten mehreren Temperaturmesswerte wie in Anspruch 4 definiert sind, wobei die genannten
ein oder mehreren Charakteristiken fiir irrelevante oder fehlerhafte Daten wie in Anspruch 5 definiert sind, wobei
der/die genannte(n) reprasentative(n) Temperaturwert(e) wie in Anspruch 6 definiert ist/sind, wobei das genannte
Muster in den reprasentativen Temperaturwerten, das fiir einen Eisprung indikativ oder pradikativ ist, wie in Anspruch
8 definiertist, wobei die genannte Signalvorrichtung Informationen bereitstellt, die fir die Fruchtbarkeitdes weiblichen
Saugetiers relevant sind, wie in Anspruch 9 definiert, und wobei die genannten Informationen Uber die Fruchtbarkeit
in einer Form prasentiert werden, die zur Verwendung wie in Anspruch 18 definiert geeignet ist.

Vorrichtung nach Anspruch 11, wobei die Temperaturmessvorrichtung eine Verweilvorrichtung ist, die fir die Ein-
fuhrung in die Vagina des weiblichen Saugetiers vorgesehen ist.

Verfahren nach einem der Anspriiche 1 bis 9, wobei ein oder mehrere der Schritte (ii), (iii) und (iv) von einer
Datenfemverarbeitungsvorrichtung ausgefiihrt werden.

Verfahren nach Anspruch 13, wobei zwischen Schritt (i) und Schritt (ii) ein weiterer Schritt (ia) vorgesehen ist, wobei
der genannte weitere Schritt (ia) das Kennzeichnen der Temperaturmesswerte mit einem eindeutigen Identifizie-
rungscode und Ubertragen dieser zu einer Datenfemverarbeitungsvorrichtung beinhaltet, wobei die genannten
Schritte (ii), (iii), (iv) und (v) von der Datenfernverarbeitungsvorrichtung ausgefiihrt werden oder wobei zwischen
Schritt (i) und Schritt (iii) ein weiterer Schritt (iia) vorgesehen ist, wobei der genannte weitere Schritt (iia) das
Kennzeichnen der Temperaturmesswerte mit einem eindeutigen Identifizierungscode und Ubertragen dieser zu
einer Datenfernverarbeitungsvorrichtung beinhaltet, wobei die genannten Schritte (iii), (iv) und (v) von der Daten-
fernverarbeitungsvorrichtung ausgefiihrt werden, oder wobei zwischen Schritt (i) und Schritt (iv) ein weiterer Schritt
(iiia) vorgesehen ist, wobei der genannte weitere Schritt (iiia) das Kennzeichnen der reprasentativen Temperatur-
werte mit einem eindeutigen Identifizierungscode und Ubertragen dieser zu einer Datenfernverarbeitungsvorrichtung
beinhaltet, wobei die genannten Schritte (iv) und (v) von der Datenfernverarbeitungsvorrichtung ausgefiihrt werden,
oder wobei nach Schritt (v) ein weiterer Schritt (vi) folgt, der eines der Folgenden beinhaltet:

(a) Ubertragen der genannten Informationen (iber die Fruchtbarkeit des weiblichen S&ugetiers zu einem Be-
nutzerterminal;

oder

(b) Speichern der genannten Informationen Uber die Fruchtbarkeit des weiblichen Saugetiers auf einem Com-
puterserver zum Abrufen durch das Benutzerterminal; und optional durch ein oder mehrere weitere benannte
Terminals, die sich im Besitz des eindeutigen ldentifizierungscodes befinden.

Benutzerterminal, das Folgendes umfasst:

eine Verweil-Temperaturmessvorrichtung, die fir die intravaginale Verwendung zum Ablesen mehrerer Kor-
pertemperaturmesswerte von einem weiblichen Saugetier wahrend mehrerer langerer Zeitrdume vorgesehen
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ist, wobei der genannte langere Zeitraum einen Zeitraum von einer Stunde oder mehr beinhaltet, wahrend
dessen das weibliche Sdugetier voraussichtlich schlaft;

einen Speicher zum Speichern der genannten Temperaturmesswerte;

ein Mittel zum Ubermitteln der mehreren Kérpertemperaturmesswerte oder eines davon abgeleiteten Werts,
die/der im Speicher gespeichert ist/sind, zu einer Datenfernverarbeitungsvorrichtung;

ein Mittel zum Empfangen von Informationen bezlglich der Fruchtbarkeit des weiblichen Saugetiers von einem
Ferncomputer-Dateiserver; und

eine Signalvorrichtung, die einem Benutzer die genannten Informationen bereitstellt, die fir die Fruchtbarkeit
des weiblichen Saugetiers relevant sind.

16. Datenfernverarbeitungsvorrichtung, die Folgendes umfasst:

ein Mittel zum Ablesen mehrerer Kérpertemperaturmesswerte eines weiblichen Sdugetiers oder eines davon
abgeleiteten Werts von einem Benutzer wahrend eines langeren Zeitraums, der einen Zeitraum beinhaltet,
wahrend dessen das weibliche Saugetier voraussichtlich schlaft;

einen Prozessor, konfiguriert zum Identifizieren von Temperaturmesswerten, die ein oder mehrere Charakte-
ristiken fur irrelevante oder fehlerhafte Daten haben, und entweder Loschen der genannten Messwerte oder
Kennzeichnen dieser, damit sie anschlieRend vernachlassigt werden; und zum Erhalten von ein oder mehreren
reprasentativen Temperaturwerten, die nicht die maximalen oder minimalen Temperaturmesswerte sind, flr
jeden langeren Zeitraum; und zum Analysieren der reprasentativen Temperaturwerte, die iber mehrere langere
Zeitraume erhalten wurden, um ein Muster in den reprasentativen Temperaturwerten zu identifizieren, das fir
einen Eisprung indikativ oder pradiktiv ist, so dass Informationen, die fiir die Fruchtbarkeit des weiblichen
Saugetiers relevant sind, einem Computerdateiserver fir den spateren Abruf durch einen Benutzer bereitgestellt
werden, wobei der genannte langere Zeitraum eine Stunde oder langer ist.

17. Ferncomputerdateiserver, der Informationen bezlglich der Fruchtbarkeit mehrerer weiblicher Sdugetiere aufbe-
wahrt, wobei die Informationen bezlglich jedes weiblichen Sdugetiers gemafR dem Verfahren nach Anspruch 14
mit einem eindeutigen Identifizierungscode gekennzeichnet sind, der einem individuellen weiblichen Saugetier ent-
spricht, wobei der genannte Dateiserver dafiir vorgesehen ist, einem Benutzer als Reaktion darauf, dass dieser
Code dem Ferncomputerdateiserver bereitgestellt wird, die mit einem bestimmten eindeutigen Identifizierungscode
gekennzeichneten Informationen bereitzustellen.

18. Anwendung eines Verfahrens nach einem der Anspriiche 1 bis 9 oder 13 oder 14, um verarbeitete Informationen
zur Verwendung als Hilfe zur Diagnose einer Anovulation, als Hilfe zur Diagnose eines unregelmafigen Eisprungs,
als Empfangnishilfe, als Verhitungsmethode bereitzustellen oder um einen Hinweis auf die Anzahl von Eizellen
bereitzustellen, die nach einer Uberstimulation der Eierstocke freigesetzt werden.

Revendications

1. Procédé de fourniture d’une information relative a la fertilité d’'un sujet mammifére féminin, comprenant les étapes
consistant a :

(i) prélever une pluralité de lectures de température auprés du mammifére féminin durant une période de temps
étendue, la période de temps étendue comprenant une période de temps durant laquelle on s’attend a ce que
le sujet mammifére féminin soit endormi ;

(i) identifier et ne pas tenir compte des lectures de température ayant une ou plusieurs caractéristiques de
données sans aucun rapport ou erronées ;

(iii) obtenir une ou plusieurs valeurs de température représentatives pour la période de temps étendue, qui ne
sont pas les lectures de température maximales ou minimales ;

(iv) répéter les étapes (i) a (iii) sur une pluralité de périodes de temps étendues ;

(v) analyser les valeurs de température représentatives, obtenues sur une pluralité de périodes de temps
étendues, pour une ou plusieurs caractéristiques dans les valeurs de température représentatives, indicatives
ou prédictives de l'ovulation, de maniére a fournir a un utilisateur une information concernant la fertilité du
mammiféere féminin, dans lequel ladite période étendue est longue d’une heure ou plus, et dans lequel lesdites
lectures de températures sont prises en utilisant un dispositif de mesure de température installé a demeure,
retirée du mammifére féminin pendant la journée.
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Procédé selon la revendication 1, dans lequel ladite information relative a la fertilité du sujet mammifére féminin est :

a) une information identifiant le positionnement temporel de I'ovulation, ou
b) une indication du positionnement temporel de la prochaine période fertile.

Procédé selon la revendication 1 ou 2, dans lequel ladite période de temps étendue est d’au moins 4 heures.

Procédeé selon 'une quelconque des revendications 1 a 3, dans lequel au moins 25 lectures de température sont
prélevées durant ladite période de temps étende.

Procédé selon I'une quelconque des revendications 1 a 4, dans lequel des lectures de température sont négligées
de toute prise en considération si elles s’avérent étre des données sans aucun rapport ou erronées, en raison de
ce qui suit :

a) de plus de 2°C supérieures ou inférieures a la température normale dudit mammifére féminin,

b) différentes des valeurs précédentes ou suivantes, a un tel degré que cela indique des vitesses de chauffage
ou de refroidissement supérieures a 0,2°C par minute,

c) étant une lecture unique, ou étant quelques lectures en nombre relativement peu élevé, différant ainsi sen-
siblement des autres lectures de température collectées durant la méme période de temps étendue, de maniére
a étre peu susceptibles d’indiquer un vrai changement de la température,

d) étant caractéristiques des fluctuations diurnes de la température, sans liaison avec des niveaux d’hormones
féminines et, par conséquent, avec I'ovulation, ou

e) étant étiquetées comme telles par une entrée utilisateur.

Procédé selon 'une quelconque des revendications 1 a 5, dans lequel ladite ou lesdites valeur(s) de température
représentative(s) pour la période de temps étendue est/sont obtenue(s) par :

a) calcul de la moyenne des lectures de température non exclues de la prise en considération, collectées durant
la période de temps étendue ou une partie de celle-ci,

b) calcul de la médiane des lectures de température non exclues de la prise en considération, collectées durant
la période de temps étendue ou une partie de celle-ci,

c) calcul du mode (lecture de température a occurrence la plus commune) des données collectées durant la
période de temps étendue ou une partie de celle-ci,

d) choix de la lecture de température ou des lectures de température se produisant a une distance particuliere
dans le temps, a compter du départ ou de la fin d’'une étendue des lectures de température non exclues de la
prise en considération,

e) choix de la totalité des lectures de température subsistant, aprés que celles ayant une ou plusieurs carac-
téristiques de données sans aucun rapport ou erronées ont été exclues de la prise en considération, ou

f) choix d’une valeur de température représentative unique, pour chaque période de temps étendue, qui soit le
11éme au 50éme percentile des lectures de température obtenues pour cette période de temps étendue.

Procédé selon I'une quelconque des revendications 1 a 6, dans lequel la pluralité de périodes de temps étendues,
pour lesquelles des valeurs de température représentatives sont analysées, comprend celles collectées sur au
moins un cycle ovulatoire.

Procédé selon I'une quelconque des revendications 1 a 7, dans lequel ladite caractéristique, indicative ou prédictive
del'ovulation, est le pic de température corporelle associé au pic LH, ou la baisse de température corporelle associée
a une augmentation du taux d’oestradiol.

Procédé selon I'une quelconque des revendications 1 a 8, dans lequel ledit mammifére féminin est une femme
humaine et ladite information relative a la fertilité de la femme humaine est fournie a elle ou a son médecin.

10. Dispositif de fourniture d’une information relative a la fertilité d’'un sujet mammifére féminin, comprenant :

un dispositif de mesure de température installé a demeure, configuré pour un usage intravaginal, pour prendre
une pluralité de lectures de température corporelle auprés du mammifére féminin, durant une pluralité de
périodes de temps étendues, chaque période de temps étendue comprenant une période de temps durant
laquelle on s’attend a ce que le sujet mammifére féminin soit endormi ;
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une mémoire, pour stocker lesdites lectures de température ;

un processeur, pour identifier des lectures de température ayant une ou plusieurs caractéristiques de données
sans aucun rapport ou erronées, et soit supprimer lesdites lectures, soit les étiqueter comme étant subséquem-
ment exclues de toute prise en considération ; et pour obtenir une ou plusieurs valeurs de température repré-
sentatives qui ne sont pas les lectures de température maximales ou minimales pour chaque période de temps
étendue ; et pour analyser les valeurs de températures représentatives, obtenues sur une pluralité de périodes
de temps étendues, pour une ou plusieurs caractéristiques dans les valeurs de températures représentatives,
indicatives ou prédictives d’une ovulation; et

un dispositif de signalisation, pour fournir a I'utilisateur une information concernant la fertilit¢ du mammifére
féminin, dans lequel ladite période étendue est longue d’une heure ou plus.

Dispositif selon la revendication 10, dans lequel ladite information concernant la fertilité du mammifere féminin est
telle que définie a la revendication 2, dans lequel ladite période de temps étendue est telle que définie a la reven-
dication 3, dans lequel ladite pluralité de lectures de température sont telles que défini a la revendication 4, dans
lequel lesdites une ou plusieurs caractéristiques de données sans aucun rapport ou erronées sont telles que défini
a la revendication 5, dans lequel la ou lesdites valeur(s) de température représentatives sont telles que défini a la
revendication 6, dans lequel ladite caractéristique dans les valeurs de température représentatives, indicatives ou
prédictives d’une ovulation, est telle que défini a la revendication 8, dans lequel ledit dispositif de signalisation fournit
de l'information concernant la fertilité du mammifére féminin tel que défini a la revendication 9, et dans lequel
I'information concernant la fertilité est présentée sous une forme appropriée pour une utilisation, tel que défini a la
revendication 18.

Dispositif selon la revendication 11, dans lequel dispositif de mesure de température est un dispositif installé a
demeure, agencé pour une introduction dans le vagin du mammifére féminin.

Dispositif selon une quelconque des revendications 1 a 9, dans lequel une ou plusieurs des étapes (ii), (iii) et (iv)
sont accomplies par un dispositif de télétraitement de données.

Dispositif selon la revendication 13, dans lequel, entre I'étape (i) et I'étape (ii), est prévue une étape (ia) supplé-
mentaire, ladite étape (ia) supplémentaire comprenant I'étiquetage des lectures de température avec un code
d’identificateur unique, et leur transmission a un dispositif de télétraitement de données, dans lequel lesdites étapes
(i), (iii), (iv) et (v) sont accomplies par le dispositif de télétraitement de données, ou dans lequel, entre I'étape (ii)
et I'étape (iii), est prévue une étape (iia) supplémentaire, ladite étape (iia) supplémentaire comprenant I'étiquetage
des lectures de température avec un code d’identificateur unique, et leur transmission a un dispositif de télétraitement
de données, dans lequel lesdites étapes (iii), (iv) et (v) sont accomplies par le dispositif de télétraitement de données,
ou dans lequel, entre I'étape (iii) et I'étape (iv), est prévue une étape (iiia) supplémentaire, ladite étape (iiia) sup-
plémentaire comprenant I'étiquetage des valeurs de température représentatives avec un code d’identificateur
unique, et leur transmission a un dispositif de télétraitement de données, dans lequel lesdites étapes (iv), et (v) sont
accomplies par le dispositif de télétraitement de données, ou dans lequel, aprés I'étape (v), vient ensuite une étape
(vi) supplémentaire, comprenant soit :

(a) la transmission de ladite information concernant la fertilit¢ du mammifere féminin a un terminal utilisateur;
soit

(b) le stockage de ladite information concernant la fertilitt du mammifére féminin sur un serveur informatique,
pour une récupération par le terminal utilisateur ; et, en option, par un ou plusieurs terminaux dédiés supplé-
mentaires, en possession du code d’identificateur unique.

Terminal utilisateur, comprenant :

- un dispositif de mesure de température installé a demeure, agencé pour un usage intravaginal, pour prendre
une pluralité de lectures de température corporelle auprés du mammifére féminin, durant une pluralité de
périodes de temps étendues, dans lequel ladite période étendue comprend une période d’'une heure ou plus
durant laquelle on s’attend a ce que le sujet mammifére féminin soit endormi ;

une mémoire, pour stocker lesdites lectures de température;

des moyens, pour communiquer la pluralité de lectures de température corporelle, ou un dérivé de celles-ci, stockées
dans la mémoire, a un dispositif de télétraitement de données ;

des moyens, pour recevoir de I'information concernant la fertilit¢ du mammifére féminin, émanant d’'un serveur de
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fichiers informatique distant; et
un dispositif de signalisation, pour fournir a un utilisateur ladite information concernant la fertilit¢ du mammifére
féminin.

Dispositif de télétraitement de données, comprenant :

des moyens pour lire une pluralité de lectures de température corporelle d’'un sujet mammifere féminin ou un
dérivé de celles-ci, a partir d'un utilisateur durant une période étendue comprenant une période durant laquelle
on s’attend a ce que le sujet mammifére féminin soit endormi ;

un processeur configuré pour identifier des lectures de température ayant une ou plusieurs caractéristiques de
données sans aucun rapport ou erronées, et soit supprimer lesdites lectures, soit les étiqueter comme étant
subséquemment exclues de toute prise en considération ; et pour obtenir une ou plusieurs valeurs de tempé-
rature représentatives qui ne sont pas les lectures de température maximales ou minimales pour chaque période
de temps étendue ; et pour analyser les valeurs de températures représentatives, obtenues sur une pluralité
de périodes de temps étendues, pour identifier une caractéristique dans les valeurs de températures représen-
tatives, indicative ou prédictive d’une ovulation et, de cette maniére, fournir de I'information concernant la fertilité
du mammifére féminin a un serveur de fichiers informatique, pour une récupération ultérieure par un utilisateur,
dans lequel ladite période étendue est longue d’une heure ou plus.

Serveur de fichiers informatiques distant, détenant de I'information concernant la fertilité d’'une pluralité de mammi-
féres féminins, I'information concernant chaque mammifére féminin étant étiquetée suivant le procédé selon la
revendication 14, avec un code d’identificateur unique, correspondant a un mammifére féminin individuel, ledit
serveur de fichiers étant agencé pour fournir a un utilisateur I'information étiquetée avec un code d’identificateur
unique particulier, en réponse a la fourniture de ce code au serveur de fichiers informatique distant.

Utilisation d’un procédé selon I'une quelconque des revendications 1 a 9, ou 13 ou 14, pour fournir des informations
traitées destinées a une utilisation a titre d’aide au diagnostic d’'une ovulation, d’aide au diagnostic d’ovulation
irréguliere, a titre d’aide a la conception, a titre de procédé contraceptif, ou pour fournir une indication du nombre
d’ovules largués a la suite d’'une hyperstimulation de I'ovaire.

26



EP 2 061 380 B2

o ED D GG e e e o - e e e o e - am = -

27



EP 2 061 380 B2

9¢:60

>mn_ Jo awj

8v:v0 00:00

(4 vepl 9¢:60

9t

47
v

emy

QOO_WC---

9t

9'9¢

.H.Hocw.._.l-"....u.

QH'CwJﬂI

g9t

LE

ULe

viE

9'L€

gLE

9, 2injesadwal Apog

Fig, 2

28



EP 2 061 380 B2

0}

=T

174

312h9 j0 Aeg
Gl

ot

aimeadwa] [e1Q

WNWIU A J0SUIS |BU0SIAd
3[Nu3IIA ST JOSUIS [eUOSIA
ueay JOSUaG [euUOSIag
UBIPaJ JOSUIS UOSI3g
WNWIXe A} J0SUAS |eUOSIag

<o VO wun

T

¥

gGe

g'ce

o¢

99t

8'9¢

LE

[AVAS

1A

9, aimjesadway

29



EP 2 061 380 B2

00:00 £L00Z/S0/€0

1

00:00 £L00Z/¥0/82 00:00 Sow\qo\z

00:00 £L002/v0/8T

00:00 LOOZ/¥O/ET

00:00 L00Z/v0/80
9¢

(413

14:13

il

9'9¢ W

it

———

Do

vt

(a2AD

(81942 Jo 91 Aeq) |
uoyDINAQ J0 Abg

0 Z1 AoqQ)
dia
Ai0jJoINAO-81d

vLe

9'LE

Fra. 4

30



EP 2 061 380 B2
REFERENCES CITED IN THE DESCRIPTION
This list of references cited by the applicant is for the reader’s convenience only. It does not form part of the European

patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be
excluded and the EPO disclaims all liability in this regard.

Patent documents cited in the description

WO 03078949 A [0021] [0023]
DE 3342251 [0024] [0056] [0170]
GB 2077593 A [0025]
EP 0424102 A [0026]

Non-patent literature cited in the description

TAYLOR. BMJ, 2003, vol. 327, 434-436 [0005]
TAYLOR. BMJ, 2003, vol. 327, 494-497 [0015]
DAVID ME ; FUGO. The cause of physiologic basal
temperature changes in women. Clin. Endocrinol.,
1948, vol. 8, 550-563 [0019]

COYNE et al. Circadian rhythm changes in core tem-
perature over the menstrual cycle: method for non-in-
vasive monitoring. A.L.CJ. Physiol. Regulatory Inte-
grative Comp. Physiol., 2000, vol. 279, 1316-1320
[0019]

31

US 4475158 A [0027]
DE 10335745 [0028]
US 4676254 A [0029]

MCCARTHY et al. A comparison of methods to in-
terpret the basal body temperature graph. Fertility
Sterility, 1983, vol. 41, 640-646 [0075]

RYAN, T.P. Statistical Methods for Quality Improve-
ment. John Wiley & Sons, 1989 [0076]
WETHERILL, G.B. ; BROWN, D.W. Statistical Proc-
ess Control. Chapman and Hall, 1991 [0076]
DUNSON et al. Assessing human fertility using sev-
eral markers of ovulation. Statistics in Medicine,
2001, vol. 20, 965-978 [0082]



	bibliography
	description
	claims
	drawings
	cited references

