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or selected from the group consisting of artemorin, amarogentin, azathioprine or 

campor and agonistic derivatives or structurally related agonists thereof for 

hTAS2R4. 

2. 	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, 	chlorhexid in e, 	N,N' - 

diethylthiourea, herbolid A, 	isohumulone, noscapine, papaverin, 	parthenolid, 

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

A method f 	• 	- - 	 2R14 	hTAS2R4 bitter : . 	 or 	 taste receptor 
activity, wherein the bitter is 	by -taste receptor 	encoded 	a polynu.d.eotide selected 
from the group consisting of: 

(a) 	 least 	 - polynucleotidc encoding at 	the Ili:. 	i-T:, of the polypc7, 	t 
lei-n-g tiic 	 -as 	 J NO: 2 	64 aniii:ao acid sequenceshown-in4i :Li. 	 aw 

(14— 	iyii 	I 	‘.., h 	the 	it1,4 	 in SEQ po 	uc emid 	Y.-43 .g, 	cod 	Elki-E;41e se q d c Fi-c',e a- shown 

ID NO: 1 	5 	 least tii-e-ni-ift-liF::: bra] 	the or 	encoding at 	 of 	polypcpti4e; 

	

fling 	fragment a 	 or 	cit.•rivaive 	of a 	polypcp:-'-ie 
encoded by 	 in a polynucleotkie of any one of (* 13 (b), wherein 	s -,'-i.d 

derivat4 ve-one-er--fne  re- anii- 	 are conservativel3t-sabSE41. 

and said 	or eiii-t- 	 ride, 	 1:1-agment 	d:r4-,,,ative 	l=as 
.. 	:11-T--26 -1 	f liTAS2R/ 	• . 

OW  polynueleoth 	 : 

in SEQ ID NO: 1 	5 	 least 	 form shown 	 or 	encoding at 	the mature 	of the 
corresponding bitter taste receptor; 

(40— ---pel-ynucleotide 	 having hTAS2R1.1 which eneodes-a----telypeptide 	 or 

ic-IA-S2R.1 bitter taste 	 - receptor activitv, and 

leaGt 8-0% icienJcall to 	 in SEQ D .NP: 2 	6. a polypeptick-as- s2e-evin 	 and 
fespe-orive-ty;• 

e+.1rnpr-rsin•,9,-,-the--s-tcti•-:- 

a bitter taste 	- 	. ( 	.:.f4f714HaV,4-11-g 	 receptor 	:: 	, 

L;ngincered. gen.etially 	 with said polyn.ucleotide or with a vector containing 

to 	 bitter s-a7id-pelynthieotide 	express said 	taste receptor with a potential 
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- --t-na-t-i 	 b. . ; 	 azepineni  

benzoin, 	brucine, 	 N,N' diethylthiourea, herbolid A, camphor, chlorhexidine, 

•.---, 

	

	 has osea.pinerer-pai41-iennik144-1ITAS2R.14 

to formula (I) 

a struc-nwe according 

x 
R3 

_____. 

R1 

rc a 

1 together .form 

R2 

it.,.4e-roc,,7,,±1-oftlkyl,,-aii. 	i i.-,y-A-i.:: a cycloalkyl, 	 a 	iy,,;tc.if-i.-.--E-,!5-1. 

het:ero:1--..'1, 	 't-te{.i; or 	optionally subs- 

is M.O. fl, 	 h-e-ter-i alkyl, alkcnyl, alkoxy, alko.x.4-kyL. cycloalkyl, 

lie-teroLlryl.; alkt':1-i 	system, aryl, or 

X 	is 0 	S: or 

(..)frtiona14-y-  .;ti-bsti ailed; 

._., 	. 

Y 	is 0 	NH 	S; or 	or 	and 

the dashed bond is present or not; 

-;: . 

for hTAS2R4; and 

.- 	•. 	 apt  

induces bitter ntial agonist 	 taste receptor (2) 	 1-• -r 	4-1--.w' 

acti--- -I 

the 43. 	The method of claim 2-43-3.--,-4, wherein 

structurally related to absinthin, argl.abin, 

parthenolide has a structure according 

R3 

R1 

irottmtial. agonist or potential antagonist 

arborescin, artemorin, noscapine, or 

to formula (I) 
X 

Y 

R2 

(I) 
wherein 
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R1  and R2  together form a cycloalkyl, heterocycloalkyl, an 

or heteroaryl, optionally substituted; 

alicyclic system, aryl, 

R3  is H, OH, alkyl, alkenyl, alkoxy, alkoxyalkyl, cycloalkyl, heterocyloalkyl, 

X 

Y 

alicyclic system, aryl, or heteroaryl; optionally substituted; 

is 0 or S; 

is 0 or NH or S; and 

the dashed bond is present or not. 

4. The method of claim 43,  wherein; 

(i) the cycloalkyl is selected from the group consisting of cyclopropyl, 

cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclononyl, 

cyclodecyl, 	spiro[3,3]heptyl, 	spiro[3,4]octyl, 	spiro[4,3]octyl, 

spiro[3,5]nonyl, 	spiro[5,3]nonyl, 	spiro[3,6]decyl, 	spiro[6,3]decyl, 

spiro[4,5]decyl, 	spiro[5,4]decyl, 	bicyclo[4.1.0]heptyl, 

bicyclo[3.2.0]heptyl, 	bicyclo[2.2.1]heptyl, 	bicyclo[2.2.2]octyl, 

bicyclo[5.1.0]octyl, 	bicyclo[4.2.0]octyl, 	bicyclo[5.3.0]decyl, 

bicyclo[5.3.0]decenyl, 	 octahydro- 
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quinoxalinyl, 	quinazolinyl, 	1,2,3 -b enzotri azinyl, 	and 	1,2,4-benzotriazinyl; 

optionally substituted. 

The 	 3-4 	4 f-, 	the method of claim 	or 	wherein 	potential aaonist or potential 

antagonist structurally related to 	artemorin 	or parthenolide has 	a structure 

according to formula (II) 

R3 

(R5), 

(R4), 

(II), 
wherein 

R3 	is H, OH, alkyl, alkenyl, alkoxy, or alkoxyalkyl; optionally substituted; 

R4 	is in each instance independently selected from the goup consisting of 

halogen, -NO2, -CN, -0R6, -NR6R7, -COOR6, -CONR6R7, -NR8COR9, 

-NR8COR9, -NR8CONR6R7, -NR9SO2A, -CORE, -SO2NR6R7, -00CR8, 

-CR8R9OH, R8OH, and -A; 

R5 	is in each instance independently selected from the group consisting of 

halogen, -NO2, -CN, -0R6, -NR6R7, -COOR6, -CONR6R7, -NR8COR9, 

-NR8COR9, -NR8CONR6R7, -NR9SO2A, -CORE, -SO2NR6R7, -00CR8, 

-CR8R9OH, R8OH, and -A; 

R6  and R7  is each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, and 

aralkyl or together form a heteroaryl, or heterocycloalkyl; optionally 

substituted; 

R8  and R9  is each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, alkoxy, aryl, aralkyl, 

heteroaryl, and -NR6R7; optionally substituted; 

A 	is selected from the group consisting of alkyl, alkenyl, cycloalkyl, alkoxy, 

alkoxyalkyl, heterocycloalkyl, an alicyclic system, aryl and heteroaryl; 

optionally substituted; 

m 	is an integer from 0 to 6; 

n 	is an integer from 0 to 8; 

X 	is 0 or S; 
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Y 	is 0 or NH or S; and 

the cyclodecyl may contain one, two or three double bonds and the dashed bond is 

present or not. 

The method according to 	65, 	the 	 ,--potential claim 	wherein 	-,tout 	-:1-.1-i it .t 

antagonist has a structure according to formula (III) 
X 

R3 
Y 

A 

(R4  
B 	(R5), 

(III), 

wherein 

R3 	is H, OH, alkyl, alkenyl, alkoxy, or alkoxyalkyl; optionally substituted; 

R4 	is in each instance independently selected from the group consisting of 

halogen, -NO2, -CN, -OR6, -NR6R7, -COOR6, -CONR6R7, -NR8COR9, 

-NR8COR9, -NR8CONR6R7, -NR9SO2A, -CORE, -SO2NR6R7, -00CR8, 

-CR8R9OH, R8OH, and -A; 

R5 	is in each instance independently selected from the group consisting of 

halogen, -NO2, -CN, -OR6, -NR6R7, -COOR6, -CONR6R7, -NR8COR9, 

-NR8COR9, -NR8CONR6R7, -NR9SO2A, -CORE, -SO2NR6R7, -00CR8, 

-CR8R9OH, R8OH, and -A; 

R6  and R7  is each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, and 

aralkyl or together foi 	in a heteroaryl, or heterocycloalkyl; 	optionally 

substituted; 

R8  and R9  is each independently selected from the group consisting of hydrogen, 

alkyl, alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, alkoxy, aryl, aralkyl, 

heteroaryl, and -NR6R7; optionally substituted; 

A 	is selected from the group consisting of alkyl, alkenyl, cycloalkyl, alkoxy, 

alkoxyalkyl, heterocycloalkyl, an alicyclic system, aryl and heteroaryl; 

optionally substituted; 

B 	is 	selected 	from the 	group 	consisting 	of alkyl, 	alkenyl, 	cycloalkyl, 

alkoxyalkyl, heterocycloalkyl, an alicyclie system; optionally substituted; 
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87. 

98. 

10. 

m 	is an integer from 0 to 4; 

n 	is an integer from 0 to 6; 

X 	is 0 or S; 

Y 	is 0 or NH or S; and 

the dashed bond is present or not. 

The 	 3 to 	 - method according to claims 	-77-w+ 	 : 

by 	 benzcyht,  

	

elicited 	absinthin, 	artemorin, 	arglabin, 	azathioprine- 	azepinon, 

- 	 'a, herbolid A, isohumulone, 

	

.- :. 	. 	: 

' 	 ! 	 -torn', . 	 ; 	t 	it' . 	 amarogentin, 

for hTAS2R4 	the azathioprine or campor 	 at 	same molar concentration. 

The method according to claims 1, 2 or 4-3 to -76, wherein the identified potential 

antagonist reduces the activity of hTAS2R14 or hTAS2R4 stimulated by 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 by 10% at the same molar concentration. 

A 	14he 	 hTAS21,44-er-hTA8-2-,R4,:  

1 1 

method 	producti odifieEl-a-gellist-of 

addi 	. 	 . by the 	' - - - 	 4 " 

he-methe4 z 	. . 	 t t . - 	 - t 

the 	 hTARRI 'I 	hTAS2R4 	least 	 the stimulates 	activity of 	 or 	at 	as good as 

- 	- 	 'ntration. 1- 	 , 
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4279. 

4-3-10. 

44 	. 

15. 

A method for the production of a modified antagonist of hTAS2R14 or hTAS2R4, 

wherein an antagonist identified in a method according to claims 1, 2 or 4-3 to 7 

is modified by the addition or exchange of at least one substituent. 

The method according to claim 129, 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. 

A method for the production of food, a food precursor material or additive 

employed in the production of foodstuff comprising the step of admixing the 

isolated by 	 1 agonise of-antagonist 	 the method of claims 	to 9-S or the modified 

agonist 	 the 	 10 9 	13 10 or antagonist produced according to 	method of claims 	to 

with foodstuff, a food precursor material or additive employed in the production 

of foodstuff. 

Ai-e•,ferref-afi 	-rep 	 d.itive 

= i 4. 

41.3. 

p 	 aftim 	ell ent, lyro0-1.11'S-(4f material or a ci 

z--in the proclution of an 	anini.a-]—repcil-eat -compi-kini;--the-s+ep—of 

.< t>list isolated 	to the accordirkg 	1.- 	 .,-., 	tiv- 

wa4- :{Efied -frgo 	 to the 	 10 	11 ..:1-n,+A--p-Foduced according 	method of claims 	or 	i kw, 

pei,--tefi-i fifitifii 	 or 	y precursor material or kR-i-ditive einr4o-yed-iii-thre-prothoioll 

of an a 	=t 	pellent. 

A method for the production of a nutraceutical or pharmaceutical composition 

comprising the step of admixing the antagonist isolated by the method of claims 

1, 2, 4-3 to 	6,, or 9,5:!, or the modified antagonist produced according to the 

13 method of claims 	or 	-10 with an active agent and optionally with 

pharmaceutically acceptable 	carrier 	and/or adjuvants, 	in a pharmaceutically 

acceptable form. 

A foodstuff, any foodstuff precursor material or additive employed in the 

production of foodstuff producible according to claim 1411. 
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4121-1—animal— repellent 	 d 

4914. 

20. 

any 	A-i.ecursor 	material 	or --atRi 	e—enip-ic 	t lc 

rex-I-lent p-ioclucible according to claim 

A nutraceu.tical or pharmaceutical composition producible according to claim 

4412, comprising at least one nutraceutically or pharmaceutically active agent, an 

optional pharmaceutically acceptable carrier and/or adjuvants. 

Use 	a bitter taste 	 ted by 	 3 	S of 	 receptor agE:-.:- 	 the method of claims 	to 	or of 

2 	1 	. 

- 	 - to the 	 10 	11 . 	.. 	 1<, 	method of claims 	or 	to ,...• 
bitter taste. enhance 

Use of a bitter taste receptor antagonist isolated by the method of claims 1, 2, 

to -7-6, or of a modified antagonist producible according to the method of claims 

1+2+-9 .or14-10 to suppress bitter taste. 


