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what is alpha?

aldpha is the leading interpretive software for
screening for Down’s syndrome and neural
tube defects. It is widely acknowledged as
the best medical software of its kind and
was the first software available for multiple
marker Down’s syndrome screening.

alpha has pioneered the technology and set
the standard for such software ever since.

alpha is based on published scientific data and validated
scientific methodology. The scientific basis for alpha is in the
public domain, and is available from the scientific literature.

alpha uses a woman's age, the concentration of serum markers
for Down’'s syndrome and neural tube defects, and other
details of the pregnancy, to estimate the woman's risk of having
a pregnancy with either of the two disorders.

alpha uses serum markers in the second trimester of
pregnancy (14 - 22 weeks gestation) and both serum and
ultrasound markers in the first trimester of pregnancy
10 - 13 weeks gestation). It allows the use of up to 9 screening
markers.

alpha Version 7 is a major step forward incorporating the
latest medical and scientific advances in antenatal screening
for Down's syndrome and neural tube defects.

alpha is supplied with the alpha marker library providing
comprehensive references on all statistical parameters used
in risk estimation and with alpha Outcome allowing users to
follow up their screening programme and empirically validate it.

alpha includes technical improvements that make the
software more flexible and easier to use than ever before.
Version 7 offers one of the most significant improvements
to the software since alpha was launched in 1988. No other
software of its kind offers as wide a range of facilities or quality
control features.

alphais licensed to interpret Integrated tests. The Integrated
test is a major advance, providing safer and more effective
Down'’s syndrome screening than ever before.

aldpha philisophy : 7 key points

= Scientific basis of Down’s syndrome
risk estimation is in the public domain

= High quality professional service

= Risk estimation methodology is
independent of assay reagents used

= New versions supplied without extra
cost

= Advances in screening incorporated
in new versions

= Quality assurance and programme
monitoring facilities

= User flexibility without sacrificing
screening integrity

alpha provides interpretations based on integrated and
sequential screening protocols.

alpha includes features designed to enhance screening
performance, for example, the use of sonographer-specific
medians for nuchal translucency measurement and features
that make the monitoring and audit of screening better and
easier to carry out.

alpha has been used to screen over 9 million pregnancies in
47 countries. Probably no other medical software of its kind
has been more widely used. The experience of this customer
base is assurance of alpha’s quality and reliability.

alpha’s risk estimation has been validated; the Down's
syndrome risk predicted by alpha is in close agreement with
the observed prevalence of Down’'s syndrome.

alpha offers users and the women screened the most
authoritative interpretation available from any Down’s
syndrome and neural tube defect screening software.

Customer support and service

= «lpha users receive thorough on-site training, and
prompt support of the highest quality. Our priority is
to help users achieve high quality screening with full
technical and professional support.

= olpha stays ahead of other software by being continually
updated in the light of the latest scientific developments,
and comments from users.

alpha’



features

reporting

Provides estimates of risk for Down's syndrome between 10
and 22 weeks and open neural tube defects (NTD) between
15 and 22 weeks using all recognized screening tests

Uses screening parameters from the SURUSS study
and Down's syndrome age related risk

Uses day specific parameters in the first trimester
to achieve improved screening performance

Interprets Integrated test results - the safest and most
effective screening test for Down’s syndrome

Allows screening for Down’'s syndrome in the first
trimester using serum markers and nuchal
translucency, either alone or in combination

Interpretations can be made using a sequential testing
protocol, with very high risk women having a first
trimester screening result and nearly all the remaining
women proceeding to have an Integrated test

User defined option to report Down's syndrome risk at
term, or early second trimester or late first trimester

Allows user to specify separate screening cut-off
levels for different screening tests

Provides diagnosis of open neural tube defects using
amniotic fluid Alpha-fetoprotein (AF-AFP) and
Acetylcholinesterase (AcheE) results

Facility for identifying pregnancies with a high risk of
trisomy 18 printing the risk, either at term or mid-
trimester, using the same methodology used in Down’s
syndrome risk interpretation

Option to identify pregnancies at high risk of
Smith-Lemli-Opitz syndrome (SLOS)

Allows for maternal age, gestational age, ultrasound
measurements, ethnic group, maternal weight, past
history of NTD and Down’s syndrome

Calculates gestational age from various fetal measurements
including crown-rump length (CRL), biparietal diameter
(BPD) and abdominal circumference (AC)

Calculates gestational age from head circumference
(HC) measurements

Separate median equations for gestational age
estimated by dates and by scan, if desired

Normal medians for the screening markers are derived
from local data

Nuchal translucency measurements adjusted for CRL

alpha offers the option of sonographer specific nuchal
translucency medians to allow for systematic differences
between measurements made by different sonographers.
This simple measure provides a useful improvement in
screening performance

Option to include the result of an ultrasound
nasal bone examination

Allows for differences in marker levels and maternal weight in
up to five ethnic groups, either using separate medians and
weight adjustments, or using correction factors

alpha adjusts serum marker levels in In vitro fertilization
(IVF) pregnancies to correct the otherwise high false
positive rate

alpha adjusts serum marker levels in smokers

Adjusts screening markers to avoid a high
recurrent false positive rate

Maternal weight regression equation can be either
log-linear or linear reciprocal

Screening results given for twin pregnancies and insulin
dependent diabetic pregnancies

Uses NT and serum markers in interpretation
of twin pregnancies

Adjusts risk estimate for the age at which a previous
pregnancy was affected with Down's syndrome

Option to specify gestational age range to use for
second trimester samples

Option to identify anomalous marker patterns and
warn user

Repeat testing is best avoided, but if done, it requires
an interpretation which takes into account the previous result;
alpha does this

Custom-designed report layouts are available on request

The risk estimate can be shown graphically on the
screening reports

Option to “cap” very high risk estimates or “trim”
very low risk estimates

Option to include a digitized logo in report so that
pre printed paper is not required

Option to include time of report in report

Stores patient information in a database which can
be accessed to retrieve previous test results



monitoring

= qlpha provides what is probably the widest range of monitoring
features including a facility to examine drift in the normal
median values of the screening markers and set them to
ensure that the expected screening performance is achieved

= One of alpha’s special features is the facility to estimate
expected screening performance in terms of detection rate
and false positive rate, based on the age distribution of the
user's own screened population. This can be compared with
the observed performance to monitor the screening programme

= qlpha can be used to determine the expected screening
performance for any combination of screening markers. This
is customized for the exact age distribution of women in the
screening programme concerned. It can also be used to
examine screening performance in different age groups
screening performance based on the age distribution of
pregnancies in England and Wales

= «lpha users can benefit from our free allphacheck™ service.
We will, at regular intervals, guide you through the steps
involved in monitoring screening performance, and provide
expert advice in correcting any problems identified.
alphacheck will help to ensure that the women you screen
receive a service of the highest quality

ease of use

= User-defined data entry facility - user can specify the entry
items and the sequence of entry

= qlpha is supplied ready to use for screening for Down's
syndrome with alpha-fetoprotein (AFP), unconjugated oestriol
(uEg), total human chorionic gonadotrophin (hCG) and inhibin A
in the second trimester with nuchal translucency (NT),
pregnancy associated plasma protein A (PAPP-A), hCG in the
first trimester in any combination, and for AFP screening for NTD

= “What-if” facility to determine alternative interpretations for
different screening data

= Export facility which allows users to select data for analysis
using a statistical package of their choice

= Gestational age at date of sample is calculated and
displayed on the data entry screen; easy identification of
first and second trimester tests with an alert for those tests
performed too early or too late

= Enhanced help facilities including context sensitive help and
comprehensive alphabetical index of all available help topics

= The alpha Marker Library summarises the statistical
parameters (means, standard deviations and correlation
coefficients) used and provides a list of references to
relevant publications

= Facility to add local comments to reports

= Options to set-up reminder lists for Integrated test patients
who are overdue for the second stage of the report and to
automatically identify patients who are ready to report

alpha Outcome™ is available to allow users to record details
of the presence or absence of birth defects for monitoring
performance

alpha Outcome provides an empirical validation of the
screening method, by tabulating the observed prevalence of
Down's syndrome according to the risk predicted by alpha

Graph Monthly medians allows users to track their assay
results over time and so detect assay drift

For centres offering more than one type of screening test,
separate statistical summaries can be produced for first
trimester, second trimester and integrated screening results

alpha automatically creates audit trails of patient reports,
changes to statistical information controlling the interpretation
of screening and diagnostic results (e.g. median equations),
and changes in screening policy (e.g. cut-off levels)

Analyze-It™ which offers great flexibility and power to users
who wish to perform statistical analyses using data from their
screening database

Option to ignore smokers in monthly median results

Optional default features which avoid necessary repetitive data
entry, saving time and cost

NOT restricted to any one manufacturer’s reagents or
equipment - ensures user choice and flexibility

Multi-user version available - different operations can be
conducted at the same time on different workstations

Reports in eleven languages - English, German, Italian, French,
Greek, Spanish, Portuguese, Turkish, Russian, Czech and Slovak

Option to automatically copy reports to 1, 2 or 3 specified
doctors

Interfacing allpha with other software is now very simple.
alpha uses industry standard comma- or tab-separated
files that are recognised by a wide variety of spreadsheets,
databases and laboratory software

Search feature means any patient record can be easily
located in single operation

“Wildcard” search facility can be used when the exact
spelling of a patient's name is not known

Intelligent auto complete facility to save unnecessary key strokes
when entering doctors, sonographers or their addresses

A comprehensive printed user manual is provided.

Facility to merge patient data with output from analytical
instrumentation

Fully compatible with Microsoft Windows™ using the
style of user interface familiar to Windows users



data entry and reporting

Data Entry Screen
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Fast and user-friendly
Report preview facility
On-line help facility

Maintains lists of doctors,
sonographers and
addresses

Can be tailored to user’s
requirements

Check medians and
MoM values for a
batch of patients
before reporting

Interpretation based on either LMP

dates or ultrasound scan: scan is
used when available

Report preview allows you to
inspect the interpretation at the
time of data entry
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alpha offers users flexibility in the choice of
screening markers. Both first and second
trimester markers can be used




Interpreted Report

REPORTING:

= Uncluttered yet provides all the necessary
information needed for an interpretation

= Reports can be printed in ten languages
= Customised report layouts on request

Automatically copy
reports to up to 3
doctors
) /
= Report address can )
&y be positioned for
: ! . window envelopes
. I-I:'_". A\
Wessex SOT SRT Magn Olla \
/
: alpha adjusts MoM
NEURAL TURE DEFECT AND DOWN'S SYNDROME SCREENING  Reported 12:04 22 May 07 values in diabetic
Surname : CLARKE women according to
Farename(s) ¢ Margaret whether or not the
Haospital Mo, ¢ 2638286
mI: uft}iﬂh . |5m-|”3| MOM Values haVe
LMP ¢ 300107 —| been corrected for
EDD s 041107 )
Pl o il 10407 { maternal weight )
Dhate of 2nd sample : 2170507
Sample number : 037341
Previous NTD Mone
Previous Down's . Mone
(Insullin dependent diabetes : None
Maternal age at EDLY 1 26 years
Scan measurement {CRL) ¢ 54 mam om 21004007
Gestation at date of 15t sample 11 wecks 4 days (by dates)
11 weeks 6 days (by CRL scan)
Ciestation at date of 2nd sample o 15 weeks 6 days (by dates)
16 wecks 1 days (by CRL scan) y
Gtmlslion used - ?;wnemimate (CRL) Option to use
Weight - :
mlhﬁ; Orgin ] - presence or absence
MS-AFP evel [ 0.80 MoM of nasal bone as a
uE3 level 3| 0.91 MoM marker
Total hCG level 3| 164 MoM )
Inhibin-A level ;| L71 MoM
Muchal measurement o] 099 Mo N
PAPP-A level 2194 MoM Corrects for
Fetal nasal bone ( h differences in marker
INTERPRETATION S levels and maternal
weightinup to 5
Sereening result : Screen negative ;
Risk of Down's : 1 in 26,000 (at term) ] ethnic groups. Names
of ethnic groups can
M M MAG T i e be specified by the
[ The detection rate for the Integrated test is approximately 86% at a false | user J
| positive rate of 1% 18 S
3 N
LT ERTRT “Riskometer” can be
added if desired
il — \ %
Tt rmk = N
P _— / Explanation of “screen
“ A screen ncgm:\-t result does not exclude the puﬁsibi]ilg:r of Down's syndrome or a neural tube defiect, positive” and “screen
| because screening does not detect all affected pregnancies negative” results printed
R T ol it automatically if user
requires

Locally defined messages can

: ™
be added to reports
. , olpha




what-if
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With What-if, alpha’s built

in educational tool, you can
quickly discover the effect of
changing the clinical details,
or other factors which affect
the interpretation, on the
screening result and the risk
estimate.
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adjustment to avoid high recurrent false positive rate
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adjust the levels in the current pregnancy to calculate a
modified risk estimate. The screening result is now
negative.




the Integrated test

The Integrated Test is a method of
screening for Down's syndrome which
uses measurements obtained during
the first and second trimesters to

1st trimester

_ , , . PAPP-A + NT
provide a single estimate of the risk (10-13 weeks)
of having a pregnancy with Down's e
syndrome.
alpha version 7 is licensed to interpret
Integrated test screening results.
A
SAFER, MORE 2nd trimester
EFFECTIVE SCREENING AFP +UES +
hCG + inhibin-A

(14-22 weeks)

The Integrated test offers screening that is safer
and more effective than currently used tests
because high detection rates can be achieved
with much lower false-positive rates than existing
tests. For example, using the Integrated test in
place of the triple test, the detection rate is higher
(86% compared with 77%) and the false-positive
rate is lower (1% compared with 5%).1

100 Nuchal Translucency and PAPP-A in the first timester,

95 Integrated test AFP UE3, hCG and inhibin-A in the second trimester
o 2 PAPP-A in the first trimester, AFP, UE3, hCG and
&= B85 SLURIECIEIEERESN inhibin-A in the second trimester
~ B0
D Nuchal Translucency, PAPP-A and
@ 75 CnlotnE hCG in the first trimester
i B AFP, uE3, hCG and inhibin-A i

> UE3, and inhibin-A in

-_'é' 65 Quadruple the second trimester
E 60
3 o Ceconcimestor
g rpie second trimester

50

45

O T-T T T T T T T T

1
0 1 2 3 4 5 6 7 8 9 10
False Positive Rate (%)

1 Based on parameters cited in: -

Wald NJ, Rodeck C, Hackshaw AK, Walters J, Chitty L, Mackinson AM (2003). First and second trimester antenatal screening for Down's
syndrome: the results of the Serum, Urine and Ultrasound Screening Study (SURUSS). J Med Screen 10, 56-104.

Wald NJ, Rodeck C, Rudnicka AR, Hackshaw AK (2004). Nuchal translucency and gestational age. Prenat Diagn 24, 150-151
Based on the age distribution of maternities in England and Wales 1996-98



MORE DISCRIMINATORY THAN ANY
OTHER METHOD OF SCREENING

e % Magnolia e N
The Integrated test is more discriminatory than other
screening tests because there is a smaller overlap
between the distributions of risk in affected and
unaffected pregnancies, as shown in the diagrams
below (quadruple test above, integrated test below).

- /

AFP, hCG, uE, and Inhibin-A in 2 irimester

measwrement (CRL) 23 mam on 220407

Licatmtion al date of 15 swsple 11 wocks 3 days by dates)
iesttion o e o 2ad e A3 e S
Iestation ol L iy

16 mecks 0 days (by ORI scam)
Cistation wed = %ean estimate (URL)
ikl Origin : Caai
4 i HE «
MEAFP level = 19wl .71 Mol
ubd kel = 2.5 mmalll 1, TE Mokl
Tonl BOG level E T 150 MoM
Imhibin-A kevel = 319 pg/ml 2.H MaMl

2.1 mm 1.76 MoM
PAPP-A devel 2700 min'L 150 Mok

I

INTERPRETATION 1:10° 1:10° 1:10° 1:1 101 101
Screening resuh . wes SCREEN POSITIVE #* Risk of Down's syndrome (early mid-trimester)
Reason ¢ Ingreased risk af Dows's syndrome
Risk of Down's = 1 30 {m neres)

COMMENTS FROM MAGNOLIA MEMCAL CENTRE
5 RS ; .
o e e e NT, Pnzr :;_1- m:sg.fsﬁ. hCG, uE,

A scveen positive result indiicaies an moreased risk of having a pregnancy wish Deown's synd ora
meural i, Miost mﬂmp}dliwmﬂhlﬁhm have an alleciod prepsancy
(B Thin i am A lpka repors

1:10° 1:10° 1:107 1:1 101 101

Risk of Down's syndrome {(early mid-trimester)

BENEFITS OF THE INTEGRATED TEST

= The safest and most effective method Screening FPR(%) DR(%)  OAPR
of screening for Down's syndrome Integrated test 1 86 17
= Achieves a high detection rate with serum integrated test 5 87 1:36
much lower false-positive rate than Combined 5 86 1:36
other screening tests Quadruple 5 83 1:38
= Preserves AFP screening for open Triple 5 r 1:43
neural tube defects FPR = false positive rate
. . . . DR = detection rate
= |dentifies pregnancies at high risk of OAPR = odds of having an affected pregnancy given a
trisomy 18, using first and second positive result

trimester serum markers

= Requires fewer diagnostic procedures
per case of Down's syndrome
detected than other screening
tests, as shown right

9 alpha®



sequential testing

alpha can be used to interpret sequential = User specified risk cut-off
testing which allows early completion of SVES o7 (Tl IMESET 2

' . . second trimester
screening for women with very high risk . .
= |nformation on pregnancies

pregnancies identified in the first trimester. that are not positive in the
A high risk cut-off is set for the first first trimester are held for
trimester test so there is a low false positive use in an integrated test

rate. Nearly all women proceed to the full
Integrated test.

s
In a small proportion of
pregnancies, the first trimester
screening test indicates that this
is a very high-risk pregnancy
and so the screening test is then
completed in the first trimester.

(\ If required, hCG can also be
'Ma nolia measured in the first trimester
e A Spencer g N J
g ~
Girean Benthey
Wessex SOT BRT All other women screened have an
Integrated test
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5 This ban Alpka prpont
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first trimester screening with alpha

First trimester — the
combined test at 10

to 13 weeks
-
Screening for Down’s
syndrome in the first
trimester using serum
markers and nuchal
translucency, either
alone or in combination
o
ST 1 CHELMG ThCE (IT) (uml)
Fora_n.rrﬂ_:.] 1 Rachel on T m
Hospital o © B3R = Hazal bose {fetus 1) -
Diate of birth 1 150TRD Ly | [T — =
LMP : HOT GLAN PRI .I
o i '
AN H r
wm : AIT4E93 € oais )y cazwwd [ ohnow 120 [EDD 07 LE007 W_ s [an
CLINICAL DETAILS AND TEST RESULTS
Previous NTD = Mone
hﬂm Dhowven™s : Mone
Eﬂﬂ“‘*’“ﬁg‘nﬂn <3 ; E"",;,, v Allows flexibility in the choice of serum
i] x T o 2
e cidpoptined 2 vk 1 s oy ) and ultrasound markers
Il weeeks & dairs (b CEL sean) J
Chestation used : Scan estamatbe (CRLY
Waight = Bk
Eihnic Origin ¢ South Asiin
( Toal b (115 v ] 912 L A Nuchal translucency measurements are
FATEN lpid e L JoEL M adjusted for crown-rump length and
R ol s syl expressed as MoM values )
S ing resuli 1 Soreem Ve
Risk of Down's 1 in 0,008 (ot sevm) as]
Commsent + This tesd does not soreen for meural tube . ) )
e Down’'s syndrome risks are estimated using
s the same multi-variate methodology which
has been validated in second trimester
fiany PP screening |
PR /
Torsd ok
A screen ive resull docs mot excluds the possibility of Denn's sysdeome, bocause serocsing docs nal
mﬂmﬁdmﬁh
1B This b Ak repost
a0

—~——
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epidemiological monitoring

Monitoring and Improving Reports generated in requested period
Type of report Number | Percend
Furst maternal serum 1esls 3610 100.0%%
the Performance of

S . Repeat maternal serum bests L 0.0
Creenlng Updsted maternal serum results 0 e

Total 3600 100.0%
First muternal serum fests

MONITORING THE FALSE Strlﬂln!mlk Reasom Number | Pereent
Positive Increased risk of Down's syndrome 230 | (6%
POSlTIVE RATE Increased risk of Donwn's and previous NTI 2 0.1%
Increased risk of Down's and mised AFP 2 0.1%
- == Raksed AFP 44 12%

N % [ Cem% ;

1] T L] L] O Previous Down's onby 2 0,1%
1 £ o | e (3 Previous NTD only 15 04%
el B B L 1_"—'_':":' Uninterpretable Test done 100 early 15 0.4%
@ T wh | 4w | Test dane 100 late [ 0.2%
] 121 135 | w00 I Grand nvultiple pregnanc
2 12 158 [T - L i ; uﬁ
b i | 3m | el Megitive 3284 | | 900ms
] 138 x| e | Total 3600 | 100.0%
H ne 32 el Increased risk of wrisomy 18 was reponed In 28 first vests (0. TE%)

n e | oem | s I
% 15 605 | mm |[ ]

2T 263 126 4555 L - ]

FEN I I T = 1
= o T | e | ]

B 10T s L 1

31 245 E.L ] Th0& ! 1
" e s60 | mas I ]
a3 154 427 M3 IL 1
M4 145 40T 250 L 1
1] 12 | owm [ )
¥ L] rsg | wen ] 4 , — R
37 a e | wu | N alpha’s monitoring features allow you
L 44 13 |y | . . i iti
il Il Wl el ———— Median age specified W to determine the observed positive
40 T} ase | we |3 : rate in your population...

a 1% o | % (23
a3 1] 0 | wn (3
43 & T LR a
o ] 0.0 oo |1
" o i | e [

o a sl Beces ...and compare it with the expepted ‘
ar o aoa | oo false-positive rate for a population with
“’ Ll e the same age distribution as your own
] ] a0 | o - - . ; ’
t o o0 | 10 at specified cut-offs (1 in 300 in this
Ll o LY T
4] o 000 | e example)

53 [} Ll i) [Loitii) /
L] L] o [ELiTE]

=55] @ 000 | 1o
- 360 [RoTC] =

Expected number of Down's syndrome tenm pregnancies in the absence of screening,
and selective abortion, based on the age distribution of the screened population

Equivalent birth prevalens

1.55 per 1000

alpha tabulates and plots the age
distribution of women screened.
This is used to generate the table of
expected screening performance

Duad test (MS-AFP, sES, T-hOG and Ink-A wilk maternal age)

Gestwhlon Based on daies Based om scan

Weight

ndjustment Unaeljmsted Adjusted Unadjusted Adjusted

Risk cut-off | DR FFR  OAFR | DR FFR ODAFK | DR FPR OAPFR | DR | FFR  OAFPR
term) | (%) (%) %) %) o (%) %) | %)
| im 100 e 23 1225 LA | 23 125 | &2 21 120 | 67.2| 21 1:20
| im 150 660 16 135 | 659 36 135 | TL) i 127 79| 29 1126
200 | 703 47 043 |02 47 143 7Rz 40 138 | 789| 40 M
| im 250 737 59 151 7T 59 1:52 | TR0 50 142 TR.6 >¢:9\ LAl
1im300 | 764 70 139 | 763 70 139 w00 53 147 | B04] 57 ) 14
| im 350 TE.5 B.Ov 166 | 784 K| 1:66 | B14 6.6 1:52 | BL9 \5\_5/ 1:51
lim400 | 200 o0 072 (800 =9 07X [ER 73 kST | M3 T2 nse
| im 450 El3 9% I:78 | Bl4 99 178 | 829 B |62 | B44 RO 1:61
| In 500 £2.5 10T [E.x} B2.5 107 184 | 250 B9 168 | 854 BT 1:66
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MONITORING MEDIANS

s e O v e B o
]

T [[TE] ] 08 0426 (Cobs Jischukralioede
(1] 1LY 1 200 1208
i 140 i 388 161 " —
1] 1210 s 0 1280 L2 o
18 120 n 00 1160
1 1360 T 0 1289 130 % &
0 Mz 3 254 1294 "
1 o [NES o o
2 15£0 3 2100 1241
TR 1668 C_ 1 ) ]
T0uh crmile [ (3
Wb contile | 2405 o
# = value falls owiside 5% confidence inberval apsand L0 MaM 5D (egl0MaM) | 034 0 - -
m-. 0 "
Gestation-specific tabulations (s
allow you to evaluate the s
stability of the medians, and _
to inspect the change in the kel i i e
N Feb ] aET
serum marker levels with Mar e P -ase
increasing gestational age A i 1Am T - - -
My o Lo 4 F L] A L} 1 ) A 5 4] H (1]
hom - 18510 L e I
sl 2 1ia
Aag m =200
Sep 3} (R hd
et 281 (AL A
Haw 3T [
o = (,_::::__ alpha provides a graphical indication of
—) median MoM values from month to month so
that long-term trends and fluctuations in
marker levels can be monitored
alpha highlights median MoM values which fall
outside the 95% confidence interval around 1.0
MoM. The 2006 values illustrated are too high
120,00
100 00
Weighted regressions can be
generated automatically from the ]
tabulated data. alpha calculates
the coefficients for the regression §
equation which determines the Sen00—
normal median marker level at
each gestational age "
\ J A —
28
o
ot e S - Pty ocoressis:
O NF NE INF I B I3 135 14 M5 M 15 s
Chestaiomal age idaysh
& obeerved valses - segressis line
Db T=hiOG = A + B ® " *[00E08E" 0 ALdays )« 1000)
N [
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quality control of nuchal translucency measurement

Sonographer-specific nuchal
translucency medians

aldpha has a number of
features that help the
user quantify and monitor

nuchal translucency
measurements for in

(NT)
dividual

sonographers, and where

There may be
systematic
differences in NT

measurements
made by different
sonographers

1.8
1.6
14 —HYT
= 1.2 m‘:
E
g

50 60 T0 B0 90

. CRL (mm})
appropriate, allow for S e
systematlc measurement | ey L
i HOF Rachel Hopkins .| alpha allows the
differences between Stewart Helford user to record
. . MUl Mannce: Hotching the identity of
sonographers, so improving AT A e the sonographer
screening performance for each NT
measurement
Pt ol prabats enered med rrg i E Seberted
L= [ [From & 0104 o JE0207
: O esiimaied by San (F avulahie, duics ofers s
Ethaks grougs vl
; Lo Bt sonograghar codes: HILT
140+ -] L 3 T
o Fm‘ Meias Samber Uit [
& =0 L]
1.3 ° ; 2 v
3 - 0 L] L) [0
ik 3 *4 { o] LI%S
E o i 54 53 L 337
Bika B30 ] 130 L L]
0 e T » 140 5]
Bk aaa E ] LE L] Loel b )
S ]
=180 L
0= 1 wam -
Tk eonile [T
Wk coatile [ETT
[Fe] S flegh ] L]
o P :;- m a st P 7'- [ - 1o |
Crown-nump kngih () N ™
i o b e Sonographer-specific Sonographer-specific
- regressions of NT tabulations of NT measurements
Median NT = A * [ *CRLinan) 2 according to crown- include an estimate of the
AN rump length (CRL) standard deviation of NT
ithioene. measurement provide MoM values, which can be
T reperesenis &1 1.5% inerease in median NT per work. ’
an indication of the compared with published
CHUmm) ety st metan ] . rate of increase of estimates. This gives an
s i 1o 13 the median NT indication of whether the
:: % ::: :m measurement with precision of NT measurement
H . 1 1400 gestational age is as expected
L5 L] 1474 (F
ST medians ( A 0 ) L ) .
- : Coefficients of the normal median NT equation can be
ol P M LY ) Lovienutias i specified for each sonographer. alpha automatically
Ivfcilien cquation: T / CRL IAHD) bt LAMdze0 selects the appropriate coefficients for calculating the NT
Miealian cquathon: NT / CRL (BCN) 0452036 10106340 MoM, based on the sonographer code entered by the user
Whedsan equation: MT / CRL (HUT) ( 07410820 10084380
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the alpha marker library

aldpha is supplied ready to use for

@ 1nh-A (second trimester) ' screening for Down’s syndrome with
(FEomaiion coaficierts o] Mok AFP, uE3, hCG and inhibin A in the
U /R ! I o .
Sraiieted 7 Sigie vanhs ] second trimester with NT, PAPP-A,
Datesgestgion  Scan gestation hCG in the first trimester in any
S IaacE R 2 Lo HOl e combination, and for AFP screening
InhA_and MSAFP o5 s | oz [o203 for NTD
lohvh and wE3 [oosm Joace:) [cos27 | [aosre
InhA and T-HCG (2T) Joaarz Joszzs|  [oasan [foezss
Inhvt and HT [oond Joone [aoas [ooae
Iokd_and PAPPA Jo.oesz Wjo.00s0 | J0.0877 jo0z37
Iohd and THCG (1T) Jozess o3oss . [o3ss [o3er
Statistical parameters relating to the
markers are shown in the alpha
= Marker Library

cProvons)| oo | Heb | o] gt | Cose|  Hewss |

/
/

The alpha Marker Library also serves

€BNT (first trimester) |E|.’£|| as aAvaIuabIe source pf information
relating to the screening markers,

includes on-line help screens and a
Fdl [rucha bibliography with key references
Abbeevistedname |11
Markes type [u!'u¢:¢+.nd ;I ~
alpha uses the latest statistical
Trimester JFirst imestes (10 - 13 weeks) = parameters for improved screening
Predictor for mediang [Clcm-nlu-np lergth ;I \ performance. )
Median equation lype IL-:»; frasr &, * BCRLimm) ;I
T o e | o Al e — FTEY
Expected change with malemal waight [No change | Mean flogi Ma] -
. Unafeched posnnier formon
Gawggian tangs 3 o [z50 Mok
Dsrmi's spnedioms pracnancies Q13E
Gennic matker rusnber fnT =]
 $landaed deviation flogl Mo
Duatees gostation Scan gestation
Weight adpnted Ne  Yes Ho e
Unaiftected pregnancies | CEEEES [ J 01455 5] 01359
Domn's synchome peonancss  [01457 [01416 Jonaes | ouass

Relerence: Unalfected pregnancies EI

Wakd N, Reodeck C, Hackshaw AK, Wakars 1, Chithy L, Mackingon AM (2003). First and second Erimester antenatal soresning
For Down's #yndnome: the results of the: Senum, Lrine and Utrasound Screening Study (SURLISS). 1 Med Sareen 10, 55-104

R e s = = e |

olpha®
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alpha outcome

i
r& Magnolia

Reparted 10:34 84 ApraT

alpha Outcome is now an integral
part of alpha. It gives users the

ability to access the alpha database

and specify the outcomes of all
pregnancies screened. It is a
valuable management tool.

Prewiosn ST i Mong
e |
Maternal age ot EDIDY | Fyears
Sepam ptecacarmsenl | CHRIL ) 1 b e on 207
Chesnationn o1 date off 151 sample 1 12 weeks 0 days by daies)
hestation 3l daie of Ind smple i E:migimﬁlﬁml
Clostation meod Lw&:h“w'm’ ) Dt Data Enley - SMITH, TI5464
o N A T -~ Patient details - Repoitod: 18/0472007 155 — Mew Oulcoms detads
M EE L —
i - Surmame © Disgroostic pocedae Iﬁ Datecd [ 7
EINE Y || =T 3
Pﬂ'.cﬂ"-p\.l-nnd {-I'DTT:M. okl Fornamaly): Drngrgebs: proceduns | j
Ftal nasad hone
INTERPRETATION o Cot: | Tep— |
e } Rt ik o D ey Dt o i 27121 Dot ol defnry:  Misthod of deeery Humbes of Sthuses
Risk of Doun's ¢ 1in 5% im0 vem) L FES_E F‘m [0-0thee j I._I.........
r;rtﬂmr-hﬂ hered & digrostic o M'.I:i[ —4  Feusl ¥
- P T el Outcome:
i prvse =] [Cwnn =]
’;:""’“"" - olios pousee - feode and deacsiption]
e e g _‘D—"E'—Hgm Donis s |
(R e b T [Foew bt codel | |
WA Nt ooted | |
o
G000 Anencephaly snd simiar mafomat =
i e [ [ [ el
. Q0000 Irssrcaphaly on Kz b o
Record the presence of birth GO C  Clossd enceghalocels
; it OO0 Qpsnencephalocels
defects using the10th Edition of D010 Enceshaioosie hppe of lsieturk_ e PP
the International Classification of omec Ermm | [E Jahracn =]
Diseases (ICD codes) OOV Fontal ercephalocels [ype of leal.. =] |
o | =
=101x|
" & A pericedy & Al coddes
Search
£ Feom F‘ﬂ‘ﬂm - mm ™ Inchade selected addmates only e
™ Tenchade selecied dochors ooy
b z
© 1ut bimesles L | Y |
Serserirg At
™ Zred iveaber & Al i LA a—"
™ Inbegeated Tio vieewr & bull scieening st
| hek, Frk ol on B side bt
Rtk Anadysis
With oulcome: Without eutcommss: Totak Diagrostic Procedune:
m [ &%) [xeose(w0B%) | 32305 : ?u
Hromety @3 | pounissmiens Ansncsch 0000 + 00000 None 13 Produce summaries
[ (47 (1.4 per1000) ) None tound Cherion vikis samplng [CVS) 911 of pregnancies with
& Oosn Sgna Bida 1005 0) Choned Sia Biida 1005 0) specified abnormalities
Dusta Tracefer | Mone found Mone lound
(=
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validating method using alpha outcome

Studies have demonstrated that risk
estimates for Down’s syndrome
produced by alpha are accurate. Now
alpha users can perform this validation
for themselves provided a sufficiently
large number of women have been
screened. The technique is a complete
validation of the screening method.

-
The diagonal line
represents perfect
agreement between the
predicted risk of Down's
syndrome and the birth
prevalence of Down's
syndrome in the absence
of screening

%

In a single step, this
provides an overall
validation of the screening
method

Recent studies have
shown that there is close
agreement between the
risk of Down's syndrome
predicted by alpha and
the observed birth
prevalence of Down's
syndrome in the absence
of screening

%

- N
With alpha Outcome, it is
possible to tabulate and
plot a graph of the
observed prevalence
of Down’'s syndrome
according to the median
risk in groups of pregnancy
ranked by the predicted
risk
/
1 in 104
o
g 1 in 10°
E 1in 100 -
[+ ]
1in 10
o
1in1 . . . .
1ini 1m0 1m0 1ini0®  1ini04
Median Predicted Risk
Pradicted risk at mid trimester Obsarved frequency
*in2 1in15 7 5 1in1.71
1inS- 1ind & 5 finz
1in 20 1in 125 2 7 1in 14.5
1in 140 1in 80 3 155 1in827
<1 in 149 1in 26000 338" B0z4 1in 2080
Al 1in 24000 20 (o' B216 1in 354
Dwbection Rate False Positive Rate CAPR*
BE % 1:12

* WP = The cdds of Being affecisd ghven & positve result

*1in (D5 + Unaflecied) / DS

! Allowing Tor the spontanecus fetal loas of affected pregnancies from mid-trirester io beem.
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analyze-it™

= Analyze-it enables users to produce In addition alpha’s data transfer
tabulations of their screening data

directly from alpha options provide the user with an

L . easy and flexible method of
= Analyze-it is flexible so that users can i )
define exactly what subsets of the transferring selected items to
data they wish to tabulate, for example most other popular databases
all diabetic women with PAPP-A MoMs d dsheets if ired
above 3.0 who weigh over 70kg =S BRERRRIEES  TER Al

S HEE TR

alpha displays a list of the
database fields available for
transfer, including patient
data, clinical details, test

PAPF& Bkl vaha amorg affre: groga 1
Duser croatic or 08 S 2008 10355 ‘ results, MoMs and risks
Gomch g e bl bt b A\

i agid 4018 e

| e

D

Humbee
Hutber
Humber
Humbp
Hussbest
Humbee
Humder
Husslst
Humber
b

[eFEF

i

You select the fields which

you want to transfer and

include any special criteria.

In this example, all women
laix screened with the Integrated

- test in a certain date range
are exported

41

S
e
=

alpha transfers the
selected data directly
to Microsoft™ Excel to
provide you with the

Chotey bt 06 S 2008 160055 tabulation you require
G el et P B

Vo't gl A1 et
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DSl SR 2aBd o-- QLU Da™ -0
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Al | =| RepeniDate
o v 1 -] | S 7] T 7] |- TR
Calcwlated SGosa ) Diorwn’s
Culvelsted  age o D0 grocstinn  geeLstios i PeTrere
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interfacing alpha with lab systems

aldpha provides many ways to import

and export data from laboratory

information systems and import data

from laboratory equipment

comma separated variable text file

[Data can be imported from a

7

/

Import patient data from other
systems

Import test results from laboratory
equipment and laboratory
management systems

Export patient data to
laboratory management systems

AAR,JONES,734261,11/10/82,10/12/86,62,0,0,0,1,0,A635271,A635786,0 ‘

rﬁ—m

E"Hl— (Dt of B 0303 2007 {
P - — 560 Deparment [T : oo |
PR—— [ — Mo denises T ]
Hospa e (- — Mooy, o ree |
Cate o e [vaameE R
il [Fraze reegaen tes _IM
wriged [ T B e _
Frdu Doy [ormene = uscraees
A8 s cemw; ey = Date of 3nd sarmgis ____IW
L — froma 3
feaeies [p-mene [ [P, ﬂl
W pregrancy pme = w3 i) I
Cicrer date of T s Tt petal] Sapch
gy vt [y A (el
g mmter  [WSER A | s |
R -he 3 AP (i)
o i , ok T | |
e [ Hanal bone (feten 7)
Rmbe
AN FEREAE = @]
124 ) cAzwwd (Y GArow 192 (00 10GenmT (RCE

Caoe Of DT |1IIIIII|

e [Eisaer

W [ T B

Preou 1D |

P Dme r——

A g oy 5]

Emwic Oesgyny i e

Casberes fe-

F pregnancy fowe =

Domor ciat o birh T

Gampi o L —

0y e o —

s [oome =]

GA by 8280 —

On e

Hirer e e =1

Scan mawiurs ]

Any items in the alpha data entry screen
can be selected for import or export

If required, output from an assay
machine can be automatically
merged with the data, using the
sample number to identify the
patient

‘ JONES,1.21,1.3,0.23,1.23,2212,2200

CODE CONC
A635270 3343
A635271 ) ( 5221 )
A635272 5232
A635273 3425
A635274 5234
A635275 4532
A635276 5323
19

The screening results can be exported to a
text file when the patient is reported.
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what makes alpha special?

TRACK RECORD - alpha, was originally developed by

Professors Wald and Cuckle and launched in 1988.

Professor Wald has continued to direct its development.

It is now the world’s leading software for Down's
syndrome and NTD screening. Over 9 million women
in 47 countries have been screened using alpha

SCIENTIFIC BASIS - apha is based on published
scientific data and validated statistical methodology

LEADER IN ITS FIELD — alpha typically incorporates
advances in screening ahead of its competitors

INTEGRATED TEST — alpha is licensed to use the
Integrated Test, which uses screening markers from
the first and second trimesters to give a single
screening result. This is the safest and most effective
screening method available

SEQUENTIAL SCREENING — alpha is licensed to
perform sequential screening

MONITORING - alpha offers the best range of
monitoring features to help you achieve the best
screening performance

20

FIRST TRIMESTER COMBINED TEST - alpha allows
screening using nuchal translucency and serum
markers, either alone or in combination, between 10
and 13 weeks of pregnancy

RECURRENT FALSE POSITIVES - alpha is the only
software to adjust for marker levels in previous
pregnancies to reduce the recurrence of

false positives

EMPIRICALLY VALIDATED - Studies have shown
that the risk of Down's syndrome produced by
alpha is accurate. The average risk in groups of
pregnancies ranked by risk is in close agreement
with the prevalence observed in practice

OUTCOME - alpha Outcome allows you to compare
the risk of Down'’s syndrome predicted by alpha with
the observed prevalence in your population, providing
an empirical validation of the screening method

TRISOMY 18 — alpha identifies high risk of trisomy
18 and prints the risk estimate, if desired

SMITH-LEMLI-OPITZ SYNDROME (SLOS) — alpha
identifies high risk of SLOS and prints the risk estimate,
if desired

CUSTOMER SUPPORT - alpha users benefit from
the highest quality technical support, including our
free allpha check service, in which we provide expert
advice on monitoring screening performance
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