Anal ytical. sandwi ch test for determ ning NT-proBNP The present invention
concerns an anal ytical sandwi ch test, in particular a test elenent and in
“particular in the formof an ininunochromatographic test strip using the
sandwi ch principle to determine N-termnal pro-brain natriuretic peptide
(NT- proBNP) NT-proBNP is a very promisihg marker for the diagnosis and
managenent of heart failure. A review of heart failure and the inportance
of NT-proBNP as a marker substance for this is for exanple given in WO

00/ 45 176 on pages 1 to 4 to which reference is herewith explicitly nade.
In addi tion the documents US 5, 736,163, US 6,461, 828, US 6,117,644, EP 1
151 304, WD 02/083913 and the EP Patent Application No. 03 010 591.0 dated
12.5.2003 (Klemt et al.) concern NT-proBNP, antibodies thereto and nethods
of determ nation. At present the only NT-proBNP test that is avail able on
the in-vitro di agnosti @naimicklernidwichhestfiot datemuinonatiédp BIB&ESys(r) NT- pr oBNP
test from Roche Di agnostics which is based on a sandw ch reaction wth
electrochenglunlnescence det ecti on. l#.qtesé,L dgsi%p be used in

| arge centr 'mﬁﬁﬁﬁPéPBF?%%”SHEeVﬁEﬁ&ﬂa>“6H:fB Ticqard éé%%ﬂ?rthat have to
be exactly dpsed:ahe@GubkeiuarietiatbMeloy 26 empl@ochnghivaRphid @st sd@p@slhhe
liquids and to dete&é t he Iunlnescenc in order to carry

test. A si i8I0y IUsRINEEKIE deEEEn T tﬁrﬁle@NﬁW EHTF e o 2&4 ‘be

eval uated vipsyghby. W thout an evaluation instrument is presently not on the
mar ket . Rapld tests for imunol ogically detectabl e substances have been
known for a long _tinme for numerous dlfferent paraneters, for exanple from.
WD 97/ 06439 NTEP 0BG 2 154 Profs I BIGDT AL (DS digsaeYs 719 MApSSBNIAP I US

6,506, 612, WS pedb3edadof MOt éle?ﬂm@&ﬂe lrlnBoFtpﬁc%Q)FQ\aﬁ?oBNP ak gL pgi cal

detection reagents (essentially |abel unl abe d anti bodi es or

anti gens) arebuaRel Py sy supgaamake %e\@n W TSP RYEAL S o ppgertiowiperhial | ows t he

transport of.@-SRER & LW ANELDI(idy RAId i1cUhakioRAdY dbdthdss $14C0786,163, US
6,461,828, US 6,117,644, EP 1 151 304, WO 02/083913 and the EP Patent Application
No0.03010591.0 dated 12.5.2003 (Klemt et al.) concern NT—proBNP, antibodies

thereto and methods of determination.

At p»f-esent the only NT-proBNP test that is available on the in-vitro diagnostic
market 1s the fully automated Elecsys® NT-proBNP test from Roche Diagnostics
which is based on a sandwich reaction with electrochemiluminescence detection. This
test 1s designed to be used in large central laboratories and in addition to liquid
reagents that have to be exactly dosed, requires a relatively complex instrument to
dose the liquids and to detect the Juminescence signal in order to carry out the test. A
simple to use, rapid test for NT-proBINP which if needed can be evaluated visually

without an evaluation instrument is presently not on the market.

Rapid tests for immunologically detectable substances have been known for a long
time for numerous different parameters, for example from1 WO 97/06439, EP 0 291
194, US 5,591,645, US 4,861,711, US 5,141,850, US 6,506,612, US 5,458,352, US
5,073,484, In these cases the immunological detection reagents (essentially labelled
and unlabelled antibodies or antigens) are usually provided in a dry form on a
support which allows the transport of a sample liquid (in particular body fluids such
as blood, serum, plasma, urine, saliva etc.) on or in the support. For this purpose the

support ts preferably capillary active, for example a membrane or a plastic support



as bl ood, serum plasma, urine, saliva etc.) on or in the support. For this
pur pose the support is preferably capillary active, for exanple a nenbrane
.or a plastic support -3- The invention concerns an i munol ogical test, in
particular in the formof a rapid test such as an anal ytical test el enent
as characterized in the independent patént clainms. Preferred enbodinents
are described in the dependent clains. The inventive solution for producing
an i mmunol ogi cal test in a sandwich format and in particular a rapid test
which correlates well with the El ecsys(r) reference nethod uses a speci al
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a MAB or a pphy ptanadd aRbdhpdyitsGRPARscribsd frnhhg degpasstdamsone of these
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epi tope of NT-proBNP conprising amno acids 38 to 50 (in _the foI | om ng al so
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against parts of the epitope of NT-proBNP comprising amino acids 1 to 37 or 43 to

76 (in the following abbreviated to AB (1-37) or AB (43-76) or MAB (1-37) or MAB

(43-76) or PAB (1-37) or PAB (43-76)). The epitopes recognized by the antibodies

can slightly overlap preferably by less than 5 amino acids, especially preferably by less

than 2 amino acids.

A combination of antibodies is preferred comprising at least one polyclonal antibody
(PAB) and one monoclonal antibody (MAB) (so-called PAB/MAB combination) to
NT-proBNP.

The term PAB (X-Y) as used in this patent application means a polyclonal antibody
which is directed against the epitope of NT-proBNP comprising the amino acids X to
Y. MAB (X-Y) is a corresponding monoclonal antibody. AB (X-Y) generally denotes
an antibody (e.g. PAB or MAB) which is directed against the epitope of NT-proBNP

comprising the amino acids X to Y.

MAB a.b.c. (X-Y) is a monoclonal antibody directed against the epitope of NT-
proBNP comprising the amino acids X to Y which is obtained from a deposited cell

line a.b.c.

In order to guarantee a reproducible quality of the antibody-label conjugate, the

MAB is preferably immobilized on a particulate label, in particular on a gold label.



an anti body (e.g. PAB or MAB) which is directed agai nst the epitope of
NT- proBNP conprising the amino acids Xto Y. MAB a.b.c. (X-Y) is a
. nonocl onal antibody directed agai nst the epitope of NT- proBNP conpri sing

the amno acids Xto Y which is obtained froma deposited cell |ine a.b.c.
In order to guarantee a reproducible quél-ity of the antibody-| abel
conjugate, the MAB is preferably inmmobilized on a particulate |abel, in
particular on a gold label. -4- OQher suitable particulate |abels are for
exanpl e coloured | atices, other netal sol |abels, polyner |abels or
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test as a biotin ggFlvatlve and can be bound to an avidin or streptavidin

det ecti on | toavsld thehAddabel cordngase posslusian toghe wipikiestt y i rmobi | i ze the PAB in
the rapid test device, for exanple in the formof a detection line on a
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The MAB used accor e 1 nven oes not necessarily have to
recogni ze the _ _
According to the invention it is also possible although less preferred, to use the

labelled AB, in particular the Jabelled MAB, and the second antibody, in particular
the second MAB or PAB in solution or in solutions for the rapid test. A binding
partner which can capture the appropriately labelled AB is then located in a detection
zone on the test device and thus binds the sandwich complex comprising first

antibody, analyte and second antibody to a solid phase of the rapid test.

The MAB used according to the invention does not necessarily have to recognize the
epitope (AA 1-21) that is detected in the reference system (Elecsys® test) in order to
ensure good correlation with the reference test: The antibody combinations
mentioned in claim 1 and in particular the MAB/PAB combinations MAB 17.3.1 (13-
16)/PAB (39-50) and MAB 18.4.34 (27-31)/PAB (39-50) correlate well with the
Elecsys® reference system which uses polyclonal antibodies to the epitopes AA 1-21
and AA 39-50 of NT-proBNP (PAB (1-21) and PAB (39-50)).

The polyclonal antibodies such as PAB (1-21) and PAB (39-50) can be obtained,
characterized and identified by methods known to a person skilled in the art
especially in analogy to example 2 of WO 00/45176.

The monoclonal antibodies such as MAB (38-42) and MAB (44-50) can be obtained,

characterized and identified by methods known to a person skilled in the art



epitope (AA 1-21) that is detected in the reference system (El ecsys(Mtest)
in order to ensure good correlation with the reference test: The anti body
.conbinations nentioned in claim1 and in particul ar the MAB/ PAB

conmbi nations MAB 17.3.1 (13- 16)/PAB (39-50) and MAB 18.4.34 (27-31)/PAB
(39-50) correlate well with the Elecsy®(t) reference system which uses

pol yclonal antibodies to the epitopes AA 1-21 and AA 39-50 of NT-proBNP
(PAB (1-21) and PAB (39-50)). The pol yclonal antibodies such as PAB (1-21)
and PAB (39-50) can be obtained, characterized and identified by nethods

known to a p@essIRy wkdnhlogd to Ekahﬂﬂe abfW@SOﬂsllﬁ dr)’exhﬂih REbagy EPPaexanpl e 2 of
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No. 03 010 591.0 dated 12.5. by Klent Label lin mnth gold is

for exanpl eddel gbqlwqtlhg@éﬂ%qre}caﬁn@p ascpib 81‘%’?@ iy 5P -4el} $9%10ar t he
preferred nmonocl onal antibodies MAB 17.3.1 (13-16), NAB 16.1.39 (38-42),

MAB 18. 29. 2&?%&1&) t@rﬁewﬁ@d%r@c@ﬁa@%@aﬁ%mbﬁaqhq%@g%ﬁgq@mgﬂg to
exanple 3 of the EP P 0 591.0 dated 12.5.2003 by

Klenmt et al38-&ds Wsli)é&a? %A%eﬂ alnfirMéBahsé’f ?dléaasﬁlﬁ 60 be obtRmed peqardmge

Samm ung voR, Moky rﬁpggamemtam Icatkdﬂﬁur@rm@rﬁ@h*o(dg%w .5 BORASSKIgM hunber s
of the depository and date of position: 91 (7 h May '2003) for

MAB 17.3.1 e(eulscqlasspomgmg/thha«;@rq d«msmatzb@é@eutmhemnﬂ@ng V@9 (38-42); DSM
9&%)59]?0r (7 Mo 20000 &4 7RIt EerPOrmbBl (50 lac Bl PR L Re (71 May
depository and date of deposition: DSM ACC2591 (7™ May 2003) for MAB 17.3.1
(13-16); DSM ACC2590 (7 May 2003) for MAB 16.1.39 (38-42); DSM ACC2593
(7" May 2003) for MAB 18.29.23 (64-67) and DSM ACC2592 (7™ May 2003) for
MAB 18.4.34 (27-31).

The combination of MAB 18.4.34 (27-31) / PAB (39-50) results in a relatively good
correlation with the reference test as does the combination MAB 17.3.1 (13-16) / PAB
(39-50) (see also example 2).

In addition the combination MAB 18.4.34 (27-31) / PAB (39-50) proved to be
particularly advantageous for the test according to the invention: This combination
enabled a function curve to be adapted that is particularly suitable for rapid tests (see
example 3). In comparison the combination MAB 17.3.1 (13-16) / PAB (39-50)

exhibited a poorer test sensitivity.
The invention is further elucidated on the basis of the following examples and figures.

Figure 1 shows a diagram of a preferred embodiment of a rapid test device according

to the invention in the form of an immunochromatographic test strip.



MAB 18.4.34 (27-31). The conbination of MAB 18.4.34 (27-31) / PAB (39-50)
results in a relatively good correlation with the reference test as does
-the conbination MAB 17.3.1 (13-16) / PAB (39-50) (see also exanple 2). In
addition the conbination MAB 18.4.34 (27-31) / PAB (39-50) proved to be
particul arly advantageous for the test -fccording to the invention: This

conbi nation enabled a function curve to be adapted that is particularly
suitable for rapid tests (see exanple 3). In conparison the conbinati on MAB
17.3.1 (13-16) / PAB (39-50) exhibited a poorer test sensitivity. The

i nvention i g3 Beywsahdicodahesh Sntht Betbws ®nindths N1alB! ov. ngzexgm! es and
figures. Fidure 1 shows a diagramof a preferred enbodi nent of a rapid test

devi ce accoPABr(g9-50birnt the ElassysBt wesriest forniaé witdr the Glecens®irateranse retined ByBaphi ¢
test strip. ;67\ Fhoure 2,shows the correlation of the antibody conbination
MAB 17.3.1 6&21&€§Q$(ﬁbi "(39-50) in the Elecsys(r) wet test format with the
El ecsys(r) reference nethod PAB (1-21) / PAB (39-50). Figure 3 shows the
corr el at i onFigure hehaarstthb outyelatoorbo ithe poibddR ohdhidatixh YAB- 1314.34 (27P3B /( 39- 50)

in the Elec (r t test format w th the Elecsys(r) referenc hgd PAB
(190y | PARAEYabalfin B FecsR Btk et BB B S Rrfch Pistg™t PA:
strips accordiong peBexasPl.e 1 with different antibody conbinations. Figure
5 shows the correlation of an NT-proBNP test strip with the anti body

conbi nation: Au- MAB 18. 4.34 (27-3 Bi - PAB (39-50) to the El ecsys(r) NT-
proBNP t est Figure m@'#aﬁﬁ%qrgéqrﬁeﬁ@f-mﬁ!&@tﬁéﬁsP%?QCO&dQ%FPp?Xém&EepYiw i on
zone different antibody combinations.

( Figure 5 shows the correlation of an NT-proBNP test strip with the antibody

combination: Au-MAB 18.4.34 (27-31) / Bi-PAB (39-50) to the Elecsys® NT-
proBNP test kit.

The numbers in the figures denote:

sample application zone
erythrocyte separation zone
detection zone

suction zone

1

2

3

4

5  support material
6  sample application matrix (“biotin fleece” and “gold fleece”)
7  erythrocyte separation matrix

8  detection matrix

9  line-shaped immobilization zone

10  suction matrix

Examples

1) Preparation of a test device for determining NT-proBNP from whole blood
(cf. Fig. 1)

The test device (fig. 1) consists of a support material (5) on which a sample

application zone (1), an erythrocyte separation zone (2), a detection zone (3) and a



2 erythrocyte separation zone 3 detection zone 4 suction zone 5 support
material 6 sanple application matrix ("biotin fleece" and "gold fleece") 7
-erythrocyte separation matrix 8 detection matrix 9 |ine-shaped

i mmobi li zati on zone 10 suction matriXx Exanples 1) Preparation of a test
device for determ ning NT-proBNP from whbt e bl ood (cf. Fig. 1) The test
device (fig. 1) consists of a support material (5) on which a sanple
application zone (1), an erythrocyte separation zone (2), a detection zone
(3) and a -7- suction zone (4) are nounted. A sanple application matrix (6)
whi ch parti &hdtwn 814248 mfun@sdy e aGYE Sphenrahhei (5pwich Partidlyl ocat ed in

the sanple application zone rocyte sep tion matrix (7) in
turn slight PYex éPP&B’st ’E%Eted‘éﬂaé?:tf(?rbﬁmeﬁﬁi/‘tsﬁl%a'(e gyin they E’t?? PPLLAHEY YK whi ch

an i mmobi | i P)dTﬁH@@&m@ﬁe s&padtinl @ekrixN 7} heturd grgmm%v@ﬂdps rﬂlee dQdctich suction
matrix (10) slightl'y overlaps the detection reagents that

are nec essalnyat{% ($>dfiﬁﬁeaﬁ%%ﬁﬂeé9noor hi %%@%H‘é‘??ﬁd;mﬂ’étab‘ée léIéPIélEﬁdéH the e

acconmodat egyrin of NEnSEYPA SudRRl the@k JW) dﬁ?ﬁﬂly Svekl@ps thelletddBoPhRSENT8)CARE t he
sanple application zone is conpose | eeces on top of gQne anot her

where the fF?%@ntschaj@r@nw@w@)fonr%aucwkgﬁﬁwae\ﬂmlweéo&sﬁatemﬁﬁérq ed
ant i body toa&%n%@@ﬂ@d(d\@@sa §1e4a %ﬁca(t%% mathk @mm gpréﬁfﬁ?eﬂetﬁees%ﬁgﬂé " bi Otl n

fl eece”) contains a biotiny ant | body to NT- pr PAB (39
line (9) nadePlationzepe Q\;apmmsquoféypﬂews on top of one another where e first

(“gold fleece”) is impregnated with a gold-labelled antibody to NT-proBNP (MAB
18.4.34 (27-31)) and the second fleece (“biotin fleece”) contains a biotinylated
antibody to NT-proBNP (PAB (39-50)). A line (9) made of streptavidin is applied

within the detection zone.

A polyester foil (Piitz) of 350 um thickness is used as the support layer (5). A
polyester fleece (Roche Diagnostics) of 360 um thickness is used as the “gold fleece”
or “biotin fleece” of the sample application matrix (6). A glass fibre fleece (Roche
Diagnostics) of 1.8 mm thickness is used as an erythrocyte separation matrix (7). A
nitrocellulose membrane (Sartorius) of 140 um thickness is used as the detection
matrix (8). A glass fibre fleece (Roche Diagnostics) of 1.8 mm thickness is used as the
suction matrix (10). The individual components (6, 7, 8, 10) are glued slightly
overlapping on the support layer (5) by means of hot-melt adhesive as shown in fig.
1.

The impregnation formulation of the “gold and biotin fleeces” is:

“biotin fleece™ 100 mM Hepes pH 7.4, 0.1 % Tween®,
20 pg/ml biotinylated PAB (39-50)

“gold fleece™ 100 mM Hepes pH 7.4, OD 4 MAB 18.4.34 (27-31) gold conjugate



wi thin the detection zone. A polyester foil (Putz) of 350 pmthickness is
used as the support layer (5). A polyester fleece (Roche D agnostics) of
360 pmthickness is used as the "gold fleece” or "biotin fleece" of the
sanple application matrix (6). A glass fibre fleece (Roche D agnostics) of
1.8 mmthickness is used as an eryt hro(:>$t’e separation matrix (7). A
nitrocel |l ul ose nenbrane (Sartorius) of 140 pmthickness is used as the
detection matrix (8). A glass fibre fleece (Roche D agnostics) of 1.8 nm
thickness is used as the suction matrix (10). The individual conponents (6,

7, 8, 10) are glqeﬂeﬁhbghﬁfﬂ;e epﬁmpéyamtﬁbmiycombnmmmﬂmr1t73aym-u()a)PAB' means
of hot-melt adhesi ve as sh l%l on_formul atjon of

the "gold and bi 63 fapéé\éég"w 4534 (291§|1MPAB1=(13%§€£1 csieHepBattohe 4 0.1
% Tween(r), 20 pg&glﬁ@(l\gj} pg%n%q%aﬁﬁg %fa@d 3ygol d fI eece": 100 mM Hepes pH

7.4, OD 4 MAB 18 ate- - 2) Correlation of the
epi tope /[ antibody conbi nati on MAB 17. 3 1 (13-16) /PAB (39-50) and MAB
18.4.34 (27TB&¢orkelﬂk81 ¢f3Be BmBiHABhemEimmysMABWcﬁhﬁk3 t@ /thid3 (3BHeDsys(r)

Conbi nat | onS WM 3t (590 AB Bty S Tagledsaftanie BB (5alBARTS) pag
(39-50) to tvesd) %§&’)§1@ﬂiﬂ1ed BSdn dédirocRABIGrhireddente ABuNb202y0&h an was exam ned

in an el ectrochem | um nescence i mmunoassay on an El ecsys(r) 2010 (Roche

Di agnost i csFlecsye® 20h9 Redhe DiagnosBs) 50Y thie she el (39s5Q wasivsed #d at ed capt ure
ot octi o'+ Bimp asgbfite KBege -UAITEY Flatye PR e R o e Ml Bl 1
i ncubat ed wudd aé’thd cﬂetai‘tlohheagteno 2apt salnqﬂy of gagdnd maftﬁlial Yaimeschsast 37C.
Qggggmg:]gsl tnc\RBgted %trhe?%t of Hler}w%%% ody reggneenttsI for B2 1¥S%e¥ e%Cpg%tErlvgalr g were
35 pl streptavidin-coated magnetic polystyrene particles were added and it was
incubated for a further 9 minutes at room temperature. The electroluminescence
signal of an aliquot of the incubation solution was measured routinely on the

Elecsys® 2010 and converted into a concentration signal by means of a standard

curve.

Clinical samples from patients with cardiac failure were now measured with the two
MAB/PAB test variants and the Elecsys® kit. The results are shown in figures 2 and 3.

A very good correlation to the Elecsys® kit (r=0.978 and r=0.957) was obtained with
both MAB/PAB variants.

{ 3) Function curve of an NT-proBNP test strip with two different MAB/PAB

combinations

An NT-proBNP test strip was prepared according to example 1. The following

impregnation formulation for the reagent fleeces was used:

“biotin fleece™: 100 mM Hepes pH 7.4, 0.1 % Tween®,
20 pg/ml biotinylated PAB (39-50)

“gold fleece™ 100 mM Hepes pH 7.4, OD 4 MAB 18.4.34 (27-31) or MAB
17.3.1 (13-16) gold conjugate
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|ncubat ed for a further 9 mnutes at roomtenperature. The

el ectrol um nescence signal of an aliquot of the incubation solution was
~nmeasured routinely on the Elecsys(r) 2010 and converted into a
concentration signal by neans of a standard curve. dinical sanples from
patients with cardiac failure were now freasured with the two MAB/ PAB test
variants and the El ecsys(r) kit. The results are shown in figures 2 and 3.
A very good correlation to the Elecsys(r) kit (r=0.978 and r=0.957) was
obtained with both MAB/PAB variants. 3) Function curve of an NT-proBNP test
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7.4, OD 4 MAB d conjugate -9-
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4) Correlation of an NT-proBNP test strip with the AB combination: Au-MAB
18.4.34 (27-31) / Bi-PAB (39-50) to the Elecsys® NT-proBNP test kit

Sera containing NT-proBNP from patients with cardiac failure were added to
heparinized blood samples from healthy donors and aliquoted. 150 pl of these
“spiked” blood samples was pipetted onto the test strips and measured in a
CARDIAC Reader® (Roche Diagnostics) according to the standard method. Plasma
was centrifuged from the same sample and measured with the Elecsys® NT-proBNP
kit on an Elecsys® 1010 analytical system (Roche Diagnostics). 60 samples were
prepared in this manner and measured with both systems. Figure 5 shows the

measured values for both systems. The correlation is very good at r=0.95.



steeper standard curve and is thus a nore sensitive test. 4) Correlation of
an NT-proBNP test strip with the AB conbination: Au-MAB 18.4.34 (27-31) /
Bi - PAB (39-50) to the Elecsys(r) NT-proBNP test kit Sera containing
NT-proBNP from patients with cardiac failure were added to heparinized

bl ood sanples from healthy donors and aliquoted. 150 | of these "spiked"

bl ood sanpl es was pipetted onto the test strips and neasured in a CARD AC
Reader (r) (Roche Diagnostics) according to the standard nethod. Plasma was
centrifuged fromthe same sanple and nedfured with the El ecsys(r) NT-proBNP
kit on an El ecsys(r) 1010 anal yti cal system (Roche D agnostics). 60 sanples
were prepared in this manner and neasured with both systens. Figure 5 shows
the neasured v@LABMSTor both systens. The correlation is very good at
r=0.95. -10- CLAIMS 1. Imunol ogical rapid sandw ch test device for

determ ning NT-proBNP, characterized in that it uses the follow ng anti body
combi nati ong; '\/Aﬁnr%&ncﬁoééal( 2%)1631§anmvfch téDABdév?»e% Yo Qéterﬁﬁﬂng?’ &dgbBp, PAB
(44-50); or MAB 17.3. PAB 5 39-50) or PAB (38-42) or PAB
(44-50); or chmrnzsdmtaau I(QSES gleigllqmnma Y @sbimtiong . | munol ogl cal

rap4sandw ch tes _ D é that MAB
(38-42) is the M?%gégﬁ( §%§EA§R3%NQ:JnO 0g czaa{ﬁ(r&%%l&%@g?\ W h test
devi ce as cl ai reMAB1T38.4i(h3-16)owiti2 PABNE930) erRAZR (B8-42) ot RAB (#4800 br t he

anti bodies is pr conjugate 4. | mmunol ogi cal rapid
sandwi ch test de !ﬁ%é?& %&'W@gg#rgi 2, characterized in that one
of the antibodies is present as a biotinylat ed anti body. 5 Met hod for

detecting NT-proBNP characterized in that an i mmunol og%rg rapi d, sandw ch
test deviceas clrminologisal spid samdwish tet deviee as lamed 1 Claits, characterized in

that MAB (38-42) is the MAB 16:1.39 (38-42).

3. Immunological rapid sandwich test device as claimed in Claim 1 or 2, characterized

in that one of the antibodies is present as an antibody-gold conjugate.

4, Immunologxcal rapid sandwich test devxce as claimed in Claim 1 or 2, characterized
in that one of the antibodies is present as a blotmylated antibody.
5. Method for detecting NT-proBNP, characterized in that an immunological rapid

sandwich test device as claimed in one of the Claims 1 to 4 is used.





