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About Clearblue®

Clearblue is the world’s number one selling brand in home pregnancy and fertility tests.?
Consumers trust the Clearblue brand because it delivers the accurate information they want.
The Clearblue product range is built on a strong foundation of peer-reviewed science and
consumer understanding. Clearblue is supported by over 30 years of expertise, quality and
innovation in consumer diagnostics.

If you are a healthcare professional and wish to contact a member of the Clearblue
support team about any product in the Clearblue range, please send an email to

spdproductsupport@spdspark.com




Fertility

Clearblue Advanced Fertility Monitor

Proven to increase the chances
of conception by 89%"?

Accuracy in the palm of your hand

The Clearblue Advanced Fertility Monitor has been shown to accurately predict ovulation,
correlating closely with serum hormone measurements and vaginal ultrasound scans.?¢

It identifies changes in urine levels of two key hormones that control fertility, to accurately
identify a woman’s fertile window (the days leading up to and including the day of ovulation).?
With features such as an intuitive touchscreen display and the ability to show up to six cycles of
fertility information, the Clearblue Advanced Fertility Monitor is an effective and easy-to-use aid
for women trying to conceive.




Designed to detect the entire fertile window to increase the
chances of achieving pregnhancy

The chances of conception increase in the days leading up to ovulation. The duration of the fertile
window is determined by the lifespan of the ovum and the viability of the sperm in the days
preceding ovulation:

« Itis generally accepted that sperm can survive for up to 5 days in sperm-supportive cervical mucus®

« Ova typically survive for 12-24 hours after ovulation®®

The fertile window can be identified by tracking two key hormones, estradiol and luteinising
hormone (LH). Estradiol is the major physiological determinant of the onset of the fertile
window, with levels beginning to rise in the early stage of a woman’s cycle before triggering
a sudden increase in LH, known as the LH surge.” The LH surge is the best indicator

of impending ovulation, which typically occurs 24-36 hours after the LH surge, and will not
occur in its absence.®

The Clearblue Advanced Fertility Monitor has significant advantages over many other methods
of predicting ovulation because it is designed to identify the entire fertile window.®> Conception
is most likely to occur when intercourse takes place on the day of ovulation or the preceding
day,? but it is still possible throughout the entire fertile window (Figure One). In fact, it has been
proposed that intercourse across the entire fertile period is more likely to lead to pregnancy than
intercourse at peak fertility alone.® Furthermore, the monitor has been proven to have a positive
impact on factors that affect couples trying to conceive, such as stress and anxiety. This can
improve the user's confidence that conception will happen.'©

Figure One: Probability of conception with respect to day of ovulation*
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The Clearblue Advanced Fertility Monitor algorithm
is clinically proven to predict peak fertility

Figure Two shows the changes in urinary levels of estrone-3-glucuronide (E3G), a principal
metabolite of estradiol, and LH throughout a woman’s menstrual cycle. These data can be used to
estimate peak fertility; however because cycle length varies by 7 days or more in over 46%

of women aged 18-40, the length and onset of the fertile window can vary considerably."'4

The technology used in the Clearblue Advanced Fertility Monitor has been shown to accurately
predict ovulation, when compared to serum hormone measurements and vaginal ultrasound
scans.®™¢ In 150 cycles, the measurement of urinary hormones by the monitor correlated very
closely to serum levels, and ovulation was detected by ultrasound during the predicted 2-day peak
fertility period in 91% of cycles.?

In a randomised controlled trial involving over 600 women trying to conceive, use of Clearblue
Advanced Fertility Monitor technology significantly increased the chances of conception
by 89%."2

Figure Two: Schematic of typical hormone levels found in urine throughout the
menstrual cycle'®"”
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Simple and easy to use

The Clearblue Advanced Fertility Monitor test sticks are available in two pack sizes (10 or 20 test
sticks) to accommodate the variability in women's cycle length.

To perform a test with the Clearblue Advanced Fertility Monitor, the user simply removes the test
stick from its foil wrapper, takes off the cap and either holds the test stick pointing downwards

in her urine stream for 3 seconds or dips the test stick for 15 seconds in a urine sample

collected in a clean, dry container.

After performing the test, the test stick is inserted into the test slot on the front of the monitor.
While the monitor is reading the result, a countdown screen will appear, and after 5 minutes the
screen will display the result.




Innovative technology that improves the user experience

The Clearblue Advanced Fertility Monitor has a touchscreen display and other features that make
it an effective and easy-to-use aid for women trying to conceive.

All information recorded and input into the Clearblue Advanced Fertility Monitor is displayed on
a monthly summary screen and cycle summary chart, which can be stored for up to six cycles at
a time.

Example of monthly summary screen and explanation of symbols:
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The user can enter additional cycle information into the Clearblue Advanced Fertility Monitor, such as:
* Dates and level of menstrual bleeding

e Dates of intercourse

Furthermore, the monitor will prompt the user to test every day for either 10 or 20 days,
depending on the cycle length and when the LH surge is detected.

The cycle summary chart screen displays data from the previous six cycles in a graph format.

It displays a summary of cycle length and days of High and Peak Fertility, together with recordings
of intercourse on High and Peak Fertility days. The recorded information can then be shared with
healthcare professionals for review and analysis should the user fail to become pregnant.

Example of cycle summary chart:

Cycle Summary.

Cycle length in days

Display
shows days Low fertility day
6 to 40 only

High fertility day
Peak fertility day and cycle day

Intercourse was recorded

is your most recent cycle

Access Calendar




Intuitive touchscreen display makes results easy to interpret

The Clearblue Advanced Fertility Monitor gives women comprehensive, personalised information
that is unique to each cycle. It has a touchscreen display that guides women through their cycles
and prompts the user when to perform tests. Test results are displayed onscreen as ‘Low’, ‘High’

or ‘Peak’.

Day 6: Low

'Low’ is displayed on days
when it is unlikely (but not
impossible) that intercourse
will result in pregnancy.

‘High’ is displayed when the
monitor detects a sustained rise
in E3G, and indicates that there
is an increased probability that

intercourse at this time may

lead to pregnancy.

Day 12: Peak

‘Peak’ is displayed when the
monitor detects a surge
in LH that occurs 24-36 hours
before ovulation, and indicates
that the user is at the most
fertile time in their cycle.

Enables both fertility monitoring and pregnancy testing

In addition to monitoring fertility hormones, the Clearblue Advanced Fertility Monitor can also test
for pregnancy. Clearblue Advanced Fertility Monitor pregnancy test sticks contain an assay for human

chorionic gonadotrophin (hCG), which is an established and accurate marker of pregnancy.

17-19

The Clearblue Advanced Fertility Monitor is over 99% accurate at detecting pregnancy from the day
of the expected period.?° The monitor displays the test result in a clear digital format, displaying the

words ‘Pregnant’ or ‘Not Pregnant.’

Not Pregnant

Pregnant




Can be used up to 3 days before the period is due

The Clearblue Advanced Fertility Monitor pregnancy test is sensitive enough to be used up to 3 days
before the period is due. The results of clinical testing of the Clearblue Advanced Fertility Monitor
using early pregnancy urine samples are shown in Table One.

Table One: Results from clinical testing of the Clearblue Advanced Fertility Monitor with early
pregnancy urine samples?

Days before the period is due

Pregnancy detection rate (%)

Highly accurate for all women, regardless of age??¢

Although in clinical testing with early pregnancy samples the Clearblue Advanced Fertility Monitor
is sensitive enough to be used up to 3 days before the period is due, the proportion of false-positive
results associated with the device is extremely low. In a study of non-pregnant peri-menopausal and
menopausal women, the Clearblue Advanced Fertility Monitor was over 99% accurate at detecting
pregnancy for all women, regardless of age.??¢

Advantages of the Clearblue Advanced Fertility Monitor
over other methods for determining ovulation

The Clearblue Advanced Fertility Monitor has significant advantages over many other methods
of aiding conception because it is designed to accurately identify the entire fertile window.?

In a study of 895 cycles from 101 women, the calendar method was found to identify appropriate
fertile days in only 35% of the cycles tested.?

e The basal body temperature (BBT) method is a commonly-used method to detect ovulation,
but this has recognised limitations.?*?8 This method identifies ovulation after the event, so the
user is limited to using retrospective information to predict her next ovulation, which can be
inaccurate due to cycle variability.'>2°

Monitoring of cervical mucus can provide prospective information that ovulation has
occurred, but it requires a level of training, is less accurate than monitoring the LH surge and
may not be acceptable to all women.?®

The accuracy of predicting ovulation to within 1 day is reported to vary between 57-70% for the
BBT method and 48-76% for the cervical mucus method.?®

Women are increasingly turning to fertility apps to help them predict their fertile window.
However, many apps predict day of ovulation and fertile days using a calendar-based method, without
accounting for between-cycle variability.? As it has been demonstrated that cycle length varies by
7 days or more in over 46% of women," this is often a major limitation of fertility apps using cycle-
based methods alone. Furthermore, few apps publish the algorithm used to determine fertile days.

In a simulation of 108 English language iOS apps, only 19% of free apps were found to be accurate.

In this study, the simulation assumed ovulation 13-15 days before the start of the next cycle.>°
Another study found that out of 55 cycle tracking apps, the highest probability of predicting the day
of ovulation by any app was 21% when the inputted cycle length was 28 days and ovulation occurred
on day 16.7




Limitations

Clearblue Advanced Fertility Monitor fertility testing:

The Clearblue Advanced Fertility Monitor is suitable for women whose natural cycle normally
lasts 21-42 days. If her cycles are always shorter than 23 days or always longer than 37 days,

it may not detect her LH surge. The majority of women will need 10 test sticks in each cycle.
However, women with irregular or long cycles may have to use 20 test sticks each cycle in order
to detect their most fertile time

There are no products available that can guarantee success in achieving pregnancy.
The Clearblue Advanced Fertility Monitor has been designed to assist in conception.
It must NOT be used for contraception

Certain medications and medical conditions (notably gestational trophoblastic diseases such as
hydatidiformm mole, choriocarcinoma and cervical intraepithelial neoplasia) can adversely affect
the performance of the Clearblue Advanced Fertility Monitor.3! Women who have menopausal
symptoms (e.g. night sweats, hot flushes), polycystic ovary syndrome, impaired liver or kidney
function, are pregnant or have recently been pregnant (even if not carried to full term) may also
get misleading results

Similarly, misleading results may be obtained by women using antibiotics containing
tetracyclines, hormonal treatments (e.g. hormonal contraception, hormone replacement
therapy), fertility treatments containing hCG or LH or any treatment that may affect their
cycle. Therefore, women are advised to consult their doctors if they are taking any
medication and to wait until they have at least two natural menstrual cycles in a row
(each lasting 23-37 days) before trying to get pregnant

Clomiphene citrate may elevate estrogen levels, which may result in ‘High Fertility’ being
displayed early in the cycle and more High Fertility days being displayed; in some cases,
the monitor may not show ‘Peak Fertility’ even when ovulation occurs. Therefore, it is
recommended that women taking clomiphene citrate consult their doctor for advice before
using the Clearblue Advanced Fertility Monitor

Recent pregnancy, breastfeeding, miscarriage or termination can also give misleading results.
It is possible for hCG to be found in the body for up to 3 weeks after birth,*? miscarriage or
termination.3® Therefore, women are advised to wait until they have had at least two natural
menstrual cycles in a row (each lasting 23-37 days) before using the Clearblue Advanced
Fertility Monitor

Women who have medically diagnosed fertility problems should consult their healthcare
professional to ensure that the Clearblue Advanced Fertility Monitor is suitable for them

Clearblue Advanced Fertility Monitor pregnancy testing:

Fertility drugs containing hCG can affect the ability of the Clearblue Advanced Fertility
Monitor to perform an accurate pregnancy test. These are usually given by injection,
and testing too soon (within 14 days) after administration can give a false ‘Pregnant’ result

Other fertility therapies, painkillers and hormonal contraceptives (e.g. contraceptive pills)
should not affect the result. However, if the woman has recently stopped taking hormonal
contraception or is using fertility therapies her periods may be irregular, leading her to test
too soon

Recent pregnancy (including ectopic pregnancy and pregnancy not carried to full term),
ovarian cysts, menopause and some rare medical conditions can give misleading results

If a positive ‘Pregnant’ result is obtained and the woman later obtains a ‘Not Pregnant’ result,
or her period starts, it may be due to natural loss during the early stage of pregnancy.
This is not uncommon, as around one in four pregnancies end in early pregnancy loss343°

Women should discuss any unexpected pregnancy test results with a healthcare professional
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Clearblue Advanced Fertility Monitor is:

Proven - shown to increase the chances of conception by 89%"?

Unique - provides a daily fertility status by measuring two urinary hormones, LH and E3G,
and tests for pregnancy

Effective - designed to detect the entire fertile window?® to help women conceive more quickly®

Accurate - 99% accurate at detecting the LH surge in urine and over 99% accurate
at detecting pregnancy 68

Personalised - monitors individual hormone levels and adapts based on the last six cycles of data®

Interactive - dates of intercourse and levels of menstrual bleeding can be input and stored on the
monitor for future reference

2 In the first two cycles of use.

P Based on international sales in nearly 20 countries compiled using independent market research data.

€ Clearblue Ovulation assay showed 97% agreement with ultrasound-observed ovulation.

9 From the day period is due.

€ Vs not using a method to identify fertile days.

f Over 99% accurate at detecting typical pregnancy hormone levels from the day the period is due.
Note hormone levels may vary.

9 Completed cycle data if available.

This material is intended for healthcare professionals only. It is for general information only with no warranties,
representations or undertakings, express or implied, and does not constitute medical advice. Product images are for
illustration only. Clearblue® is registered trade mark of SPD Swiss Precision Diagnostics GmbH (“SPD”). © 2018 SPD
(except for any third party content identified as such). All rights reserved.
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For more information about the Clearblue Advanced Fertility Monitor, please visit our websites:
www.clearblue.com
www.swissprecisiondiagnostics.com
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