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CLAIMS

1. A method for isolating an antagonist of hTAS2R14 or hTAS2R4 bitter taste
receptor activity, wherein the bitter taste receptor is encoded by a polynucleotide
selected from the group consisting of:

(a) polynucleotide encoding at least the mature form of the polypeptide
having the amino acid sequence as shown in SEQ ID NO: 2 or 6;

(b) polynucleotide having the coding nucleotide sequence as shown in SEQ
ID NO: 1 or 5 encoding at least the mature form of the polypeptide;

(c) polynucleotide encoding a fragment or derivative of a polypeptide
encoded by a polynucleotide of any one of (a) to (b), wherein in said
derivative one or more amino acid residues are conservatively substituted
compared to said polypeptide, and said fragment or derivative has
hTAS2R 14 and hTAS2R4 bitter taste receptor activity, respectively;

(d) polynucleotide which is an ortholog of the polynucleotide sequences
shown in SEQ ID NO: lor 5 encoding at least the mature form of the
corresponding bitter taste receptor;

(e) polynucleotide which encodes a polypeptide having hTAS2R14 or
hTAS2R4 bitter taste receptor activity, and where said polypeptide is at
least 80% identical to a polypeptide as shown in SEQ ID NO: 2 and 6,
respectively;

comprising the steps:

(1) contacting a bitter taste receptor encoded by said polynucleotide or a host
cell genetically engineered with said polynucleotide or with a vector
containing said polynucleotide to express said bitter taste receptor with a
potential antagonist; and

2) determining whether the potential antagonist inhibits the bitter taste
receptor activity,

wherein prior, concomitantly and/or after step (1) said bitter taste receptor or said host
cell is contacted with an agonist selected from the group consisting of absinthin,
artemorin, arborescin, _arglabin, azathioprine, azepinon, benzoin, brucine,
camphor, chlorhexidine, N,N’-diethylthiourea, herbolid A, isohumulone,
noscapine, or parthenolid agonistic derivatives or-structuratby—related—agonists
thereof for hTAS2R 14 that-has-a-structure-aecording-to-formula(h
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or selected from the group consisting of artemorin, amarogentin, azathioprine or
camphor and agonistic derivatives er-strueturathyrelated--agonists—thereof for
hTAS2RA4.

The method of claim 1 wherein the potential antagonist of step (1) is a compound
structurally related to absinthin, artemorin, amarogentin, arglabin, azathioprine,
azepinon, benzoin, brucine, camphor, cascarillin, chlorhexidine, N,N’-
diethylthiourea, herbolid A, isohumulone, noscapine, papaverin, parthenolid,

picrotoxinin, arborescin or (-)-a-thujon.



124

8. A method for the production of a modified antagonist of hTAS2R14 or hTAS2R4;

wherein_comprising the steps of identifying an antagonist ivdemﬁ—'ieé—iﬂu—abxwtj_‘l_e

method according to claims 1, 2 or 3 to 6 is-medifiedand modilying the antagonist

by the addition or exchange of at least one substituent.

9. The method according to claim 8, wherein a modified antagonist is selected that
reduces the activity of hTAS2R14 or hTAS2R4 stimulated by absinthin,
artemorin, arglabin, azathioprine, azepinon, benzoin, brucine, camphor,
chlorhexidine, N,N’-diethylthiourea, herbolid A, isohumulone, noscapine, or,
parthenolid for hTAS2R14 or by artemorin, amarogentin, azathioprine or campor
for hTAS2R4 at least as good as the identified antagonist at the same molar
concentration.

10. A method for the production of food, a food precursor material or additive
employed in the production of foodstuff comprising the step of isolating an
antagonist by the method of claims 1 to 7 or producing a modified antagonist by

the method of claims 8 to 9 and admixing the antagonist or modified antagonist
respectively, iselated-by-the-method-of-claims—1-to-7-or-the-modified-antagonist
produced-—according-to—-the-method—-of-claims—8—to-9—with {oodstufl, a food
precursor material or additive employed in the production of foodstuff.

11. A method for the production of a nutraceutical or pharmaceutical composition

comprising the step of isolating an antagonist by the method of claims 1, 2, 3 to 6,

or 7. or producing a modified antagonist by the method of claims 8 10 9 and

admixing the antagonist or modified antagonist, respectively, iselated—by—the

method-of-elatms 1,23 t0-6;-01-7-or-the moditied antagonist-produced-secording
to—the-—method—of—eclaims—8—or9—with an active agent and optionally with
pharmaceutically acceptable carrier and/or adjuvants, in a pharmaceutically
acceptable form.

12— —A—tfoedstti—any—foodstutt-precursor—material—or—additive—emploved—tr—the
produetdon— —of—toodstatf——producible-——acecording——to——elatm——10:



13 ——A-nutraceutical-or-pharmaceutical-composition-producible-necordingto-elatm-H-
compristng—at-—-least-one—nputraceutically—or—pharmacevntieally—active—agent—an
eptional-pharmaceutically-acceptable-carrier-and/or-adjuwvants:

B Use-of-a-bitter-taste-receptor-antagonmist-isolated by-the - method-of elaims- 12310
6s-or-of a-medified-antagonist-producible-according-to-the-method-of claims-8-or-9

to-stippress-bitter-taste:



