


At-Home Pregnancy Test Kits:
Brief History

* Developed in the mid-1970s

e Evolution from hemagglutination-inhibition, to
enzyme labeling, and now, to current one-step products
using hCG specific monoclonal antibodies and dye

* Over 20 million sold in 2005

e Universally available to consumers in retail outlets

Hormone Variants

of Early Pregnancy

Forms of hCG

TABLE 1

Factors Affecting Reliability
of At-Home Pregnancy Tests

While today’s tests are highly accurate and unlikely to yield
a false result such as a positive reading in the absence of
pregnancy, false positive results can occur due to:

¢ Residual levels of hCG from recent birth or miscarriage

e Elevated LH levels, notably in menopausal women

e Ectopic production of hCG from small-cell carcinoma

of the lung, hydatidiform mole, or choriocarcinoma
¢ hCG injections, such as for ovulation induction

FIRST RESPONSE® Detects The Hormone

Since 1987, studies have shown that human
chorionic gonadatrophin has more than
a single form. Hyperglycosolated hCG

(hCG-H) is one such variant that has 100%

been revealed to be a better marker 80%

for early pregnancy. hCG-H, also known

as invasive trophoblastic antigen (ITA), 60%

is secreted during embryonic implantation

and trophoblast invasion of the uterine wall. 40%
[0)

hCG-H is produced by the invasive 20%

cytotrophoblast cell starting at the time 0%

of implantation, or very early pregnancy.

In contrast, regular hCG is produced by the 3

more differentiated syncytiotrophoblast cells
or the hormone producing cells, which take
over from cytotrophoblast cells during the
remainder of pregnancy. A role for hCG-H is
indicated in the implantation process or in very
early pregnancy development.* In contrast,
hCG functions as a hormone maintaining
progesterone production during pregnancy.

As such, hyperglycosylated hCG is the principal
hCG-variant present in very early pregnancy,
while the hormone hCG is produced later.

About FIRST RESPONSE®
Pregnancy Test Kits

Variant That Better Predicts Early Pregnancy

Missed
Menses
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At-home pregnancy tests claiming to be sensitive
before the first day of missed menses would have
to be sensitive to both of these variants.

In fact, in the 3rd week of gestation (week following
implantation) regular hCG is only 8% of the total hCG
hormone level present, with hCG-H comprising 92%.
In most pregnancies, hCG-H remains the dominant
hormone variant until mid-week 5. See Table 1.

FIRST RESPONSE® Pregnancy Test Kits use patented technology combined with an avidin-biotin complex to deliver highly
sensitive results. In laboratory assays, the avidin/biotin complex helps to produce the highest affinity between a protein and
ligand and, therefore, an accurate, sensitive and reliable test. In laboratory evaluations, FIRST RESPONSE® pregnancy test
kits had an analytical sensitivity for total hCG (the hormone hCG plus hCG-H) as low as 6.3 mIU/mL.*

Things To Know About Testing Early

FIRST RESPONSE® is 99% accurate at detecting the
pregnancy hormone. However, some pregnant women
may not have detectable amounts of the pregnancy
hormone in their urine on the day they use the test.
The amount of pregnancy hormone increases rapidly
in early pregnancy.

Clinical Note:

The test can be affected by medications containing hCG such

as A.PL.° (Wyeth-Ayerst Labs div of American Home Products),
Pregnyl® (Organon, Inc), Profasi® and Pergonal® (Ares Trading SA)
The test should not be affected by therapies containing
clomiphene citrate.

In clinical testing, FIRST RESPONSE®
detected the hormone levels in:

* 69% of women 4 days before expected menstruation
* 83% of women 3 days before expected menstruation
* 93% of women 2 days before expected menstruation
* 93% of women 1 day before expected menstruation



