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Asunto . Solicitud de Patente para:
SABORES NOVEDOSOS, MODIFICADORES DE SABOR,
. DEGUSTANTES, MEJORADORES DE DEGUSTACION DEGUSTANTES u
ACRES O DULCES Y/O MEJORADORES Y USO DE LOS MISMOS
Solicitante . SENOMYX INCORPORATED

Fecha de Solicitud : 06 de Marzo de 2006

l. RECURSO ViA GUBERNATIVA

Yo, Luz Clemencia DE PAEZ, abogada con Tarjeta Profésional No. 23.555, obrando como
apoderada de SENOMYX INCORPORATED, solicitante de la patente de la referencia, por el
presente escrito atentamente manifiesto a usted que debidamente notificada de la Resolucién No.
31880 de fecha 25 de Mayo de 2012, interpongo en su contra el recurso de REPOSICION, para que
sea revocada y en consecuencia se conceda el privilegio de patente de invencion para “SABORES
NOVEDOSOS, MODIFICADORES DE SABOR, DEGUSTANTES, MEJORADORES DE
.\ DEGUSTACION DEGUSTANTES ACRES O DULCES Y/O MEJORADORES Y USO DE LOS
MISMOS” a favor de SENOMYX INCORPORATED.

Il. OPORTUNIDAD DE LA IMPUGNACION

La Resolucién 31880 de fecha 25 de Mayo de 2012, me fue notiﬁcada mediante edicto No. 16446
desfijado el veintinueve (29) de Junio de dos mil doce (2012), por lo que el término para interponer
el recurso de reposicién vence el nueve (09) de Julio de dos mil doce (2012). En consecuencia, me
encuentro dentro de la oportunidad legal.

NIT. 860.041.367-3
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lli. FUNDAMENTO DE LA RESOLUCI()N No. 31880

Mediante la Resolucion objeto de la presente impugnacion, el Superintendente de Industria y
Comercio decidié: '

3.1. Negar el priviegio de patente para Ia invencién “SABORES NOVEDOSOS,
MODIFICADORES DE SABOR, DEGUSTANTES, MEJORADORES DE DEGUSTACION
DEGUSTANTES ACRES O DULCES Y/O MEJORADORES Y USO DE LOS MISMOS”.

3.2.  En la parte motiva de la providencia, se mencionaron los siguientes fundamentos:

“Como se dijo anteriormente, el documento D1 es considerado.el estado de la técnica mas cercano
a la invencion definida en la reivindicacién 1, el cual divulga compuestos de férmula (l). De acuerdo
a los significados (columna 2, lineas 30 a 40) propuestos para los radicales de los compuestos de la
anterioridad es posible establecer que cuando R’ toma el significado de hidrégeno y R” toma el
. significado de radical alifatico, el cual se entiende como una cadena lineal de &tomos de carbono, se
obtienen los mismos compuestos que los planteados en la solicitud; ya que en esta se considera (™~
que A toma el significado de un anillo arilo el cual corresponde al ciclohexil de los compuestos de la
anterioridad y el sustituyente para este anillo es considerado como alquilo al igual que en lo ‘K
compuestos de anterioridad en los cuales se considera un radical isopropil. De acuerdo a 1os \
significados propuestos para los radicales de férmula (I) en la anterioridad D1 se consideran una

de nivel inventivo.”

“Es oportuno aclarar que no es posible considerar que la solicitud presenta unidad de invencién por

el hecho de que los compuestos contengan la funcién amida en su estructura principal, ya que esta

funcion es conocida en el campo de la quimica organica y adicionalmente se encuentra presente en

los documentos del estado del arte, por lo que se reitera que la solicitud no presenta un (nico
. concepto comuin inventivo.”

IV. OBJETO DEL RECURSO

De acuerdo con los argumentos que expongo a continuacion, solicito atentamente a su Despacho lo
siguiente:

4.1.  Revocar la Resolucién 31880 de fecha 25 de Mayo de 2012, y en su lugar:
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Conceder el privilegio de patente de invencion para “SABORES NOVEDOSOS,
MODIFICADORES DE SABOR, DEGUSTANTES, MEJORADORES DE DEGUSTACION
DEGUSTANTES ACRES O DULCES Y/O MEJORADORES Y USO DE LOS MISMOS” a
favor de SENOMYX INCORPORATED. ' ?

V. FUNDAMENTOS DEL RECURSO

Respetuosamente me permito disentir de lo expuesto por ese Despacho en la Resolucién objeto del
presente recurso, ya que la presente solicitud posee nivel inventivo a la luz de las ensefianzas del
documento US 4 150 052 (D1).

La anterior afirmacién tiene justificacion juridica y técnica por las siguientes razones:

5.1. Violacion del articulo 18 de la Decisién 486 de la Comisién de la Comunidad Andina:

‘ De acuerdo con el articulo 18 de la Decision 486:

“‘Se considerara que una invencién tiene nivel inventivo, si para una persona del
oficio normalmente versada en la materia técnica correspondiente, esa invencién no

hubiese resuitado obvia ni se hubiese derivado de manera evidente del estado de la
técnica.”

L
LT
o .
L
Consecuentemente, una invencion se considerara inventiva si la misma no hubiese resultado obvia e *
a partir del arte previo, para una persona del oficio normalmente versada en la materia. Esto a su .
vez implica que el Examinador a cargo de esta evaluacién debe colocarse en el momento exacto'en-«.Z2
el que el inventor buscaba resolver el problema técnico contemplado en la solicitud y para el cual

poseia la literatura y el conocimiento disponibles en dicho momento.

Siguiendo entonces los lineamientos de la Jurisprudencia aplicable al analisis del nivel inventivo de
' una solicitud de patente, se considera que una anterioridad 0 una combinacién de dos
anterioridades puede afectar dicho requerimiento de patentabilidad, si una persona medianamente
versada en la materia encuentra ensefianzas o sugerencias claras gue, a partir de un conocimiento
medio _en dicho campo. le permitan llegar de manera obvia a la invencién reivindicada.
Adicionalmente se considera que una mejora sustancial, un efecto inesperado o una ventaja con

respecto al arte previo es un indicio de nivel inventivo, por cuanto aportan un salto tecnolégico en la
regla técnica.
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Xy A este respecto manifestamos nuestro desacuerdo con el analisis llevado a cabo por el Examinador
y con las conclusiones del mismo y solicitamos atentamente la reconsideracion de las razones por
las cuales se decidié negar la patente, con base en la siguiente informacion:

Como ya fue previamente mencionado ante su Despacho, los compuestos ensefiados en D1
resultan significativamente diferentes de los compuestos - amida reivindicados en la presente
solicitud, puesto que el grupo A presente en estos Ultimos corresponde a un grupo arilo o
heteroarilo, es decir, a estructuras insaturadas y aromaticas, mientras que el grupo similar en los
compuestos de acuerdo a las ensefianzas de D1 corresponde a un ciclohexilo sustituido, es decir,
una estructura completamente saturada y no aromética. Frente a lo anterior, resulta necesario poner
de presente que no existe referencia o sugerencia alguna en el documento citado que lleve al
experto en el area técnica a reemplazar el anillo ciclohexilo por un anillo aromatico.

Igualmente, y contrario a lo afirmado en la resolucién impugnada, los compuestos de D1 no son
saborizantes o estimulantes, ya que estos se utilizan para generar sensaciones de frescura sobre la
piel o las membranas mucosas del cuerpo. Por el contrario, los compuestos segun la invencién bajo
. estudio se utilizan como estimulantes del gusto umami. |

De esta forma, el analisis a llevar a cabo durante la evaluacion del nivel inventivo del presente cas
no parte de si el anillo ciclohexilo y el anillo aromatico son grupos quimicos comunes en la técnica,
si no que por el contrario, el Examinador debe establecer si una persona medianamente versada en
la técnica facilmente elegiria un anillo aromatico especifico dentro de la gran variedad de grupos
quimicos conocidos cominmente, partiendo del hecho que los compuestos ensefiados en la

anterioridad presentan un sustituyente ciclohexilo, y en consecuencia logran un efecto refrescante
en la piel o en la mucosa.

No obstante, y al estudiar detalladamente el documento D1, re'sulta claro que este no incluye
ensefianza o sugerencia alguna de otro grupo que pueda presentaﬁ un efecto similar al alcanzado al
reemplazar el anillo de ciclohexilo sobre la amplia gama de posibles anillos aromaticos cominmente
usados y conocidos en el estado del arte. En este sentido, se debe recordar que siguiendo el
analisis efectuado por su Despacho, seria posible reemplazar el grupo en cuestién por un alquilo,

. heteroalquilo, alquenilo, alquinilo, cicloalquilo, heterocicloalquilo, ararilo, araheteroarilo, anillo
aromatico, halégeno, hidroxilo, alcoxi, amino, etc, por nombrar sélo élgunos.

Aun mas, se trae a colacién el hecho que como es de conocimiento de una persona versada en la
quimica organica, una leve modificacion estructural de un compuesto puede generar un cambio
sustancial de su actividad biolégica. Asi, D1 no indica qué estructura pudiese llegar a presentar un
efecto similar al alcanzado con el anillo de ciclohexilo, especiﬁcamenfe relacionado con la sensacién
de frescura o enfrieamiento, y mucho menos, que pudiera dar un efecto saborizante o potenciador
del sabor umami, como es el caso de la invencon bajo estudio.
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or lo tanto, y contrario a las afirmaciones del Sefior Examinador, resulta claro que sobre la base de
J las ensefianzas de D1, el experto no sabria como modificar los' compuestos D1, especificamente
como reemplazar el anillo ciclohexilo por un anillo aromatico sobre la gran variedad de sustituyentes
y esperar que los compuestos alcanzados presenten un efecto saborizante o potenciador del sabor
umami, unicamente a partir de las ensefianzas del documento en cuestién.

Asi las cosas, contrario a las consideraciones del Examinador, una persona versada en la materia
no tendria ningun incentivo a considerar dicho documento al estar enfrentado al problema que se
presenta en la solicitud. De esta manera se desvirttia lo manifestado por su Despacho con respecto

a que la presente invencion no habia superado un prejuicio técnico y por ende, queda acreditado el
nivel inventivo de la misma.

Por otro lado, y con relacion a la objecion de unidad de invencion, se desea manifestar de la forma
mas respetuosa posible que el Examinador interpreté erréneamente las férmulas de los compuestos
reivindicados, en donde el grupo "A" del compuesto es un arilo o heteroarilo, ambos de los cuales

. son aromaticos, mientras que el compuesto citado en US 6 239 164 tiene un anillo de pirrolidina, es
decir, un grupo no aromatico, en la posicion correspondiente. En cuanto a la formula de oxalamlda;“ e
en la presente invencion, R10 y R30 son residuos de hidrocarburos que tienen al menos tres atom S
de carbono y opcionalmente heteroatomos de uno a diez, mientras que ninguno de los sustituyent
en el nitrégeno oxalamida def compuesto citado en EP 0 399 285 tiene mas de dos de carbon
atomos. En vista de lo anterior, y contrario a lo afirmado por su Despacho, la estructura comun |

inventiva resulta novedosa, ya que esta no habia sido ensefiada en Ios documentos mencnonado
en la resolucién en cuestion.

Igualmente, resulta necesario considerar que los compuestos enseﬁédos presentan actividades ‘ Mfg
biol6égicas comunes como estimulantes del gusto y / o potenciadores del sabor por la modulacion de

los receptores del gusto. Por tanto, estos compuestos se pueden utilizar para modular sabor salado

y / o dulce de cualquier composicion a ser ingerida.

Por ultimo, se desea poner de presente que aunque nos encontramos de acuerdo con la soberania

. y autonomia de su Oficina para realizar el examen de patentabilidad de Iés solicitudes de patentes,
consideramos relevantes tener de presente que la solicitud bajo estudio ha sido otorgada por varias
jurisdicciones, incluyendo Mexico, Russia, y Ucrania |

5.2. Conclusion

En linea con los argumentos presentados y con las disposiciones de la legislacién actual en materia
de patentes, consideramos que el estudio de patentabilidad no fue correctamente realizado y que
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contrario a lo que afirma el Examinador, los compuestos saborizantes reivindicado en la presente
solicitud si presentan nivel inventivo, teniendo en cuenta que la presente invencién responde a una

ecesidad, presenta ventajas reales, y resulta inesperado a partir de las ensefianzas de las
§
anterioridades citadas.

Por lo tanto, la decision tomada en este sentido debe ser revocada, dado que la solicitud en estudio

cumple con los requerimientos de patentabilidad tal como exige la Decision 486 de la Comunidad
Andina. '

Vi. PETICIONES

Ruego a Usted entonces, lo siguiente:
6.1.  Revocar la Resolucion 31880 de fecha 25 de Mayo de 2012, y en su lugar:

. Conceder el privilegio de patente de invencién para “SABORES NOVEDOSOS,
MODIFICADORES DE SABOR, DEGUSTANTES, MEJORADORES DE DEGUSTACION
DEGUSTANTES ACRES O DULCES Y/O MEJORADORES Y USO DE LOS MISMOS” a
favor de SENOMYX INCORPORATED. |

Vil. NOMBRE Y DIRECCION DEL RECURRENTE

El nombre y la direccién del recurrente son:

SENOMYX INCORPORATED

11099 N. Torrey Pines Road, o /
La Joya, California — 92037 i
‘ Estados Unidos

ANEXOS

Copia de la patentes otorgadas en México, Rusia y Ucrania para la presente invencion.
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Viil. NOTIFICACIONES

'-Atentamente manifiesto a usted que recibiré notificaciones en la Secretaria de su Despacho o en mi ‘.
oficina de abogada situada en la Carrera 42. No. 72-35, piso 4°, de esta ciudad de Bogota, D.C.

Sefior Superintendente,

Ve (P e, I e

LUZ CLEMENCIA DE PAEZ
C.C. 35.456.344 de Usaquén
T.P.A. No. 23.555

COLO-15159-841-001-8
LLG\LLG\ID-221156\WPC15159
. o No. M-2012-221156\LLG
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Instituto
Mexicano I¥

de la Propiedad & )
industrial [

2011, Afno del Turismo en México”

Certificado de acuse de  DIRECCION DIVISIONAL DE PATENTES

recibo registro(s): SUBDIRECCION DIVISIONAL DE EXAMEN DE FONDO DE PATENTES AREAS

MX/2010/000803 BIOTECNOLOGICA, FARMACEUTICA Y QUIMICA

COORDINACION DEPARTAMENTAL DE EXAMEN DE FONDO AREA BIOTECNOLOGICA

Expediente PA/a/2006/001509 de Patente PCT.

Asunto:  Procede el otorgamiento de la Patente solicitada.

México, D.F., a 7 de octubre de 2011.

CARLOS PEREZ DE LA SIERRA.* No. de Folio: 82371
Apoderado de

SENOMYX INC.* RECIBI ORIGINAL
Paseo de la Reforma No. 115-8° Piso Nombre:

Lomas de Chapultepec, CP 11000, Fecha:

México, Distrito Federal Firma:

REF:  Su solicitud No. PA/a/2006/001509 de Patente PCT presentada el 06 de Agosto de 2004.
En relacion con la solicitud arriba indicada, comunico a usted que una vez satisfecho lo dispuesto en

CALDERON & DE LA
SIERBA VY IA, S.C.
‘r\_gj‘t ﬂs&mn*w

! 1¥ v ‘/m.,.i.b.;f
118 .0cT 01 i
| oy

APFFIR LY
Pedrs Soiune M. 7FF 037148579

Acusidesar firyapupsrafa

la Ley de la Propiedad Industrial (LPI), se ha efectuado el examen de fondo previsto por el articulo 53 de la citada Ley y se
cumplen los requisitos establecidos por los articulos 16 y demés relativos de dicha Ley y su Reglamento por lo que es
procedente el otorgamiento de !a patente respectiva. En consecuencia, de acuerdo con el articulo 57 de la LP!, se le
requiere para que efectue el pago por la expedicion del titulo y las anualidades correspondiente a este afio calendario y las
de los cuatro siguientes, efectuandose por quinquenios y por afio calendario completo, pudiendo pagar dos o mas
quinguenios en forma anticipada, de conformidad con el tercero y cuarto parrafos del articulo segundo de las Disposiciones
Generales de la tarifa vigente y exhiba el comprobante de pago correspondiente a fin de expedirie el Titulo de Patente.

Para cumplir con lo anterior se le concede un plazo de dos meses contados a partit del dia siguiente a la fecha en que se le
notifique el presente oftcio, mismo que podra extenderse por un plazo adicional de dos meses que sefiala el art. 58 de la LPI
sin que medie escrito de por medio y comprobando e! pago del art. 31 de la tarifa vigente, apercibido que de no hacerlo
dentro del plazo inicial o en el adicional antes precisados, se considerar4 abandonada su solicitud de PATENTE y perdida la
fecha de presentacion de acuerdo con lo dispuesto en los preceptos legales invocados.

El suscrito firma el presente oficio con fundamento en los articulos 6° fracciones !l y Xty 7° bis 2 de la Ley de la Propiedad
Industrial (Diario Oficial de la Federacion (D.O.F.) 27/06/1991, reformada el 02/08/1994, 26/12/1997, 17/05/1999,
26/01/2004, 16/06/2005 y 25/01/2008); articulos 1°, 3° fracci6n V inciso a) sub inciso ii), segundo guién, 4° y 12° fracciones |,
I, W, IV y VI del Reglamento del Instituto Mexicano de la Propiedad Industrial (D.O.F. 14/12/1999, reformado el 01/07/2002,
15/07/2004, 28/07/2004 y 7/09/2007); articulos 1°, 3°, 5° fraccion V inciso a) sub inciso if), segundo guién, 16 fracciones |, 11,
I, IV y Vi y 30 del Estatuto Organico del Instituto Mexicano de la Propiedad Industrial (D.O.F. 27/12/1999, reformado el
10/10/2002, 29/07/2004, 04/08/2004 y 13/09/2007); 1°, 3° y 5° incisos €) e i) y penuitimo parrafo del Acuerdo que delega
facultades en los Directores Generales Adjuntos, Coordinador, Directores Divisionales, Titulares de las Oficinas Regionales,
Subdirectores Divisionales, Coordinadores Departamentales y otros subalternos del Instituto Mexicano de la Propiedad
Industrial. (D.O.F. 15/12/1999, reformado el 04/02/2000, 29/07/2004, 04/08/2004 y 18/09/2007).

ATEN
ORDINADOR DEPARTAMENTAL
DE EXAMEN DE FONDO AREA BIOTECNOLOGICA.

BIOL. REBERTO PASTRANA CRU

wwoop.s.zonj —

OIS

MX/2011/82371



Mexican Patent Appln No. PA/a/2006/001509

Title: “NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS, TASTE ENHANCERS,
UMANI OR SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF”
Inventor(s): Tachdjian, et al.

Our Ref: SENO-004/00MX

ALLOWED CLAIMS

A method for modulating the taste of a comestible or medicinal product comprising:

a) providing at least one comestible or medicinal product, or a precursor
thereof, and
b) combining the comestible or medicinal product or precursor thereof with at

least one non-naturally occurring amide compound, or a comestibly
acceptable salt thereof, so as to form a modified comestible or medicinal
product;

wherein the amide compound has the formula:

o

wherein R' comprises a hydrocarbon residue having at least three carbon atoms and
optionally one to ten heteroatoms independently selected from oxygen, nitrogen,
sulfur, halogens, or phosphorus; and

wherein one of R* and R? is H the other of R? and R® comprises a hydrocarbon
residue having at least three carbon atoms and optionally one to ten heteroatoms
independently selected from oxygen, nitrogen, sulfur, halogens, or phosphorus; and
wherein the amide compound has a molecular weight of 5 00 grams per mole or
less. |

The method of claim 1 wherein the comestible or medicinal product or precursor
thereof is combined with at least a savory flavor modulating amount of the at least
one non-naturally occurring amide compound, or a comestibly acceptable salt
thereof.

The method of claim 1 wherein the amide compound has a molecular weight from
225 to 400 grams per mole.

The method of claim 1 wherein R’ and one of R? and R* I have between 4 and 12

carbon atoms.

SENO-004_00MX_Allowed Claims.DOC 1

11/25/11
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Mexican Patent Appln No. PA/a/2006/001509

Title: “NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS TASTE ENHANCERS,
UMANI OR SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF”
Inventor(s): Tachdjian, et al.

Our Ref: SENO-004/00MX

5.

10.

1.
12.

The method of claim 1 wherein R' and one of R? and R® are independently selected
from the group consisting of an arylalkenyl, heteroaf.ylalkenyl, arylalkyl,
hetéroarylalkyl, alkyl, alkoxy-alkyl, alkenyl, cycloalkyl, cycloalkenyl, aryl,
heteroaryl, -R*OH, -R*0 R’ -R*CN, -R*CO,H, -R*CO,R’, -R*COR?, -R*SR®, and
-R*SO,R?, and optionally substituted derivative thereof comprising 1, 2, 3, or 4
carbonyl, amino groups, hydroxyl, or halogen groups: and wherein R* and R® are
C;-C¢ hydrocarbon residues. .

The method of claim 1 wherein one of R? and R? is a branched alkyl radical having
five to 12 carbon atoms.

The method of claim 1 wherein the amide compound has the formula:

0]

RY) A

A E—Rz

wherein A comprises a 5 or 6 membered aryl or heteroaryl ring;
mis0,1,2,3or4, ._

eachR! is independently selected from alkyl, alkoxy, alkoxy-alkyl, hydroxyalkyl,
OH, CN, CO,H, CO,R®*,CHO, COR®, SR®, halogen, alkenyl, cycloalkyl,
cycloalkenyl, heterocycle, aryl, and heteroaryl; and

R® is C;-Cg alkyl.

The method of claim 7 wherein A is a phenyl ring or a pyridyl ring.

The method of claim 8 whereinm is 1, 2, or 3.

The method of claim 9 wherein each R" is independentl;lf selected from hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CH;),, COOCH3;, SCH3, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy,.isopropoxy,
trifluoromethoxy, or a monocyclic aryl or heteroaryl group.

The method of claim 10 wherein R? is a C3-C;o branched alkyl

The method of claim 7 wherein R? is a C3-Cyo branched alkyl substituted with one
or two substituents independently selected from hydrogen, hydroxy, fluoro, chloro,
NH,, NHCH3, N(CHj3),, 0,CCHj3, CO,CH3, SCH;, SEt, méthyl, ethyl, isopropyl,

vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.

SENO-004_00MX_Allowed Claims.DOC ' 2

11/25/11
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Mexican Patent Appln No. PA/a/2006/001509
Title: “NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS TASTE ENHANCERS,

UMANI OR SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF”
Inventor(s): Tachdjian, et al.

Our Ref: SENO-004/00MX

13.  The method of claim 8 wherein R? is a 1-(1,2,3,4) fletrahydronapthalene ring or an
2,3-dihydro-1H-indene ring having the formula

>
(R)m or (R? )m

wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from h)%droxy, fluoro, chloro, NH,,
NHCH;, N(CH3),, CO,CH3, SCH3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

14.  The method of claim 7 wherein R? is an a-substituted carboxylic acid or a-

substituted carboxylic acid lower alkyl ester.

15.  The method of claim 7 wherein A has one of the following formulas

%
R Q/ R Q/ /WN/

R
H 5‘1 | !

&7 j (Rl.fi/f o (j
( )m

;? E .ENJ Y /CV E

Ry N ®lY ®'Y

SENO-004_00MX_Allowed Claims.DOC 3
11/25/11



Mexican Patent Appln No. PA/a/2006/001509 :

Title: “NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS TASTE ENHANCERS,
UMANI OR SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF”
Inventor(s): Tachdjian, et al.

Our Ref: SENO-004/00MX

N N
NTX 'ze‘z. % $7?. Il/ X
U or l - or
P ~ A Za N / =
(Rl Pn N (ngq N (Rl'z1
whereinm is 0, 1, 2, or 3, and each R is indé'_pendently selected from hydroxy,
fluoro, chloro, NH,, NHCH3, N(CH3),, C02CH3, SCHj, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, eth_oxy, isopropoxy, trifluoromethoxy,

or a monocyclic aryl or heteroaryl group.

16.  The method of claim 15 wherein R? has the formula

2

(R)m or (R%m

wherein m is 0,1, 2, or 3, and each Rll can be boﬁded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,
NHCHj3, N(CHs),, CO,CH;3,SCH3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

17. The method of claim 7 wherein A is a monocyclic, fused bicyclic or linked bicyclic
aromatic heteroaryl, optionally substituted with 0, 1, 2, 3, or 4 substituents
independently selected from hydroxy, fluoro, chloré, NH,, NHCH3, N(CH3),,
CO,CH3;,SCH3, SEt, methyl, ethyl, isopropyl, Vinyl,.'; trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy groups. |

18.  The method of claim 1 wherein the amide compound has the formula

: o 2 i R?
0 : | N _R o) N
Rla_< H or [ O H
O Rlb O Rlb

wherein Ry, and Ry, are independently hydrogen or a lower alkyl.

19.  The method of claim 18 wherein R, and R, are indepehdently hydrogen or methyl.

20. The method of claim 18 wherein R?is a C3-Cyp branched alkyl.
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21.

22.

23.

The method of claim 1 wherein the amide compound has the formula:

0]

®' ')m——A)LN—B—(ﬁT)m.
H .

wherein A comprises a 5 or 6 membered aryl or heteroaryl ring;
mis0,1,2, 3or4 .
eachR! is independently selected from alkyl, alkogyl, alkoxy-alkyl, hydroxyalkyl,
OH, CN, CO,H, CHO, COR6 COzR6 SH, SRS, halogen alkenyl, cycloalkyl,
cycloalkenyl, aryl, and heteroaryl and R® is C;-Cg alkyl
Bis a5 or 6 membered aryl or heteroaryl ring;
m'is0,1,2,3 or4;
R is selected from the group consisting of alkyl, alkoxyl, alkoxy-alkyl, OH, CN,
CO,H, CHO, COR®, CO,R* SR®, halogen, alkenyl, cycloalkyl, cycloalkenyl, aryl,
and heteroaryl: and R® is C;-Cg alkyl.
The method of claim 1 wherein the amide compound -'lhas the formula

0]

2
(Rl')m—ﬁ/\)j\N/ R
H

wherein A is a 5 or 6 membered aryl or heteroaryl ring;

mis0,1,2,30r4;

each R is independently selected from alkyl, alkoxyl, élkoxy—alkyl OH, CN,
CO,H, CO,R®, CHO, CORS, SR, halogen, alkenyl, cycloalkyl cycloalkenyl, aryl,

and heteroaryl.

The method of claim 1 wherein the amide compound is a urea compound having the

O
S
\N H/

R8

formula:
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24.

25.
26.

27.

28.

wherein R® and one or two of R” and R® comprise a hydrocarbon residue having at
least three carbon atoms and optionally one to ten hefcroatoms selected from
oxygen, nitrogen, sulfur, halogens, or phosphorus; and wherein optionally one of R’
and R® is hydrogen.

The method of claim 23 wherein R’ and R® together férm a heterocyclic or
heteroaryl ring having 5, 6, or 7 ring atoms that may be optionally substituted with
1, 2, or 3 substituents independently selected from hydrbxy, fluoro, chloro, NH,,
NHCHj3, N(CH3),, COOCH3, SCHs, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy

The method of claim 23 wherein one of R’ and R? is hydrogen.

The method of claim 24 wherein R® and one of R” and RS'__are independently
selected from arylalkenyls, heteroarylalkenyls, arylalkyls, heteroarylalkyls, alkyls,
alkoxy-alkyls, alkenyls, cycloalkyls, cycloalkenyls, aryls ahd heteroaryls, each of
which carbon containing groups may be optionally substituted with 1, 2, or 3
substituents independently selected from hydrogen, hydroxy, fluoro, chloro, NH,,
NHCH3;, N(CHj3),, COOCHj;, SCHs, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy .

The method of claim 25 wherein the urea compound has the formula:
1-(2-chlorophenyl)-3-(heptan-4-yl)urea,
1-(2,4-dichlorophenyl)-3-(1-phenylpropyl)urea,
1-(2,4-dimethoxyphenyl)-3-(heptan-4-yl)urea,
1-(2-fluorophenyl)-3-(heptan-4-yl)urea, or
1-(4-isopropylphenyl)-3-(2-(pyridin-2-yl)ethyl)urea.

The method of claim 1 wherein the amide compound is an oxalamide compound

having the formula
R30

R20 0]
wherein R'%and R are independently selected hydrocarbon residues having at least
three carbon atoms and optionally one to ten heteroatoms independently selected

from oxygen, nitrogen, sulfur, halogens, or phosphorus, and
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29.

30.

wherein R*%nd R* are independently selected from hydrogen and a hydrocarbon
residue having at least three carbon atoms and optionally one to ten heteroatoms
independently selected from oxygen, nitrogen, sulfur, halogens, or phosphorus.
The method of claim 1 wherein the amide compound is an oxalamide compound

having the formula

R4° '
(R™) )\
m\ J‘\n/ ~ 60/ \(RSO)

wherein A and B are 1ndependent1y an aryl, heteroaryl, cycloalkyl, or a heterocycle
comprising 5 to 12 ring atoms; '

m and n are independently 0, 1, 2, 3 or 4-8; Rzoand R¥ are hydrogen,

R is hydrogen or an alkyl or substituted alkyl residue comprising one to four
carbon atoms; .

R% is absent or a C1-Cs alkylene or a C;-Cs substituted alkylene;

R and R¥ are independently selected from the group consisting of hydrogen,
alkyl, alkoxyl, alkoxy-alkyl, OH, SR’, halogen, CN, NO,, CO;R’, COR?,
CONR’R', NR’R'’, NR’COR"’, SOR’, SO,R’, SO,;NR°R"’, NR*SO,R ", alkenyl,
cycloalkyl, cycloalkenyl, aryl, heteroaryl, and heterocycle;

R’ and R'® are independently selected from H, C;-Cs .alkyl, C3-Cs cycloalkyl, and
C;-Ce alkenyl;

The method of claim 1 wherein the amide compound Iis an oxalamide compound

having the formula

R50 o
H
(R70)m\ )\ N
<)
0]

wherein A is a phenyl, pyridyl, furanyl, pyrrole, piperidyl, cyclopentyl, cyclohexyl,

or cycloheptyl ring;

m and n are independently 0, 1, 2, or 3;
R is hydrogen or methyl;
Pis1or2;and

SENO-004_00MX_Allowed Claims.DOC 7

11725/

I



S

Mexican Patent Appln No. PA/a/2006/001509

Title: “NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS TASTE ENHANCERS,
UMANI OR SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF”
Inventor(s): Tachdjian, et al.

Our Ref: SENO-004/00MX

31.

32.

33.

34.

0 and R¥ are independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCHj, N(CH3)2, COOCH;, SCH3, SEt, methyl, |
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, etﬁoxy, isopropoxy, and
trifluoromethoxy , or two of R” together form a methylenedioxy ring.

The method of claim 30 wherein the pylridyl-R80 radical has the structure

I AN
B
or

The method of claim 1 wherein the amide compound is an oxalamide compound

having the formula

/“\'(H
(R70) {\/K\ (RSO)n

wherein m and n are independently 0, 1, 2, or 3; and

" and R® are independently selected from the group éonsisting of hydrogen,
alkyl, alkoxyl, alkoxy-alkyl, OH, SR’, halogen, CN, Noz, CO,R’, COR’,
CONR’R™, NR’R"’, NR°COR"’, SOR’, SO,R?, SO,NR’R', NR°SO,R ", alkenyl,
cycloalkyl, cycloalkenyl, aryl, heteroaryl, and heterocycie'
R® and R'® are independently selected from H, CI-C6 alkyl C3-Cg cycloalkyl, and
C;-Ce alkenyl
The method of claim 32 wherein R”® and R® are independently selected from the
group consisting of hydrogen, hydroxy, fluoro, chloro, NH,, NHCH3, N(CH3),,
0,CCH3, SH, SCH3, methyl, ethyl, isopropyl, vinyl, triﬂﬁoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy. |

The method of claim 32 wherein the pyridyl-R* radical has the structure
CH
Z 7 s

N N,
or
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35.  The method of claim 1 wherein the log' of the partition. coefficient of the amide
compound between n-octanol and water is less than 5.5.

36.  The method of claim 1 wherein the amide compound is present in the modified
comestible or medicinal product at a concentration from about 0.01 ppm to about 30
ppm.

37.  The method of claim 2 wherein a water solution comprising the savory flavor
modifying amount of the amide compound and 12 mM monosodium glutamate has
an increased savory taste as compared to a control water solution comprising 12
mM monosodium glutamate and 100 M inosine monophosphate, as determined by
the majority of a panel of at least eight human taste testers.

38.  The method of claim 2 wherein a water solution comprising about 10 ppm of the
amide compound and about 12 mM monosodium glutamate has an increased savory
flavor as compared to a control water solution comprising bnly the monosodium
glutamate, as judged by a majority of a panel of eight human panelists.

39, The method of claim 1 wherein the amide compound has an ECs, for the
hT1R1/hT1R3 receptor of less than about 2 pM. '

40.  The method of claim 2 wherein the modified comestible or medicinal product has
an increased savory taste as compared to the comestible or rhedicinal product
prepared without the amide compound, as judged by a majotity of a panel of at least
eight human taste testers. |

41.  The modified comestible or medicinal product produced by ¢laim 1.

42.  The method of claim 1 wherein the comestible or medicinal product or precursor
thereof is combined with at least a sweet flavor modulating amount of the at least
one non-naturally occurring amide compound, or a comestibly acceptable salt
thereof. |

43.  The method of claim 1 for increasing the sweet taste of a comestible or medicinal
product comprising: .

a) providing at least one comestible or medicinal product, or a precursor
thereof, and '
b) combining the comestible or medicinal product or precﬁrsor thereof with at

least a sweet flavor modulating amount of at least one non-naturally
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44,

45.
46.
47.

48.

occurring amide compound, or a comestibly acceptable salt thereof, so as to
form a modified comestible or medicinal product;

wherein the amide compound has the structure

O

®RY) A

A E—Rz

wherein A is an aryl or heteroaryl ring having from 3 to 12 ring atoms;
mis0,1,2,3 or4;

each R is independently selected from the group consisting of C;-Cy4 alkyl, C;-C4
haloalkyl, C;-C4 haloalkoxy, Ci-Cy4 alkoxyl, C1-C4 alkoxy-alkyl, C,-C4 hydroxy-
alkyl, OH, NH,, NHR®, NR®,, CN, CO,H, CO,R®, CHO, COR®, SH, SR®, and
halogen, wherein RCis C;1-C4 alkyl,

R? comprises a branched alkyl or cycloalkyl optionally substituted with one to four

substituents independently selected from alkyl, alkoxyl, alkoxy-alkyl, hydroxyalkyl,

OH, NH,, NHR®, NR%,CN, CO,H, CO,R®, CHO, COR®, SH, SRS, halogen,
alkenyl, cycloalkyl, cycloalkenyl, aryl, and heteroaryl and R® is C;-Cg alkyl; and
wherein the amide compound has a molecular weight of 500 grams per mole or
less.

The method of claim 43 wherein eachi R' and each optioi_lal substituent for R? is
independently selected from the group consisting of hydrogen, hydroxy, fluoro,
chloro, NH,, NHCH3, N(CHj3),, COOCH;, SCH3, SEt, methyl, ethyl, isopropyl,
vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.
The method of claim 43 wherein A is a phenyl ring.

The method of claim 44 wherein m is 1, 2, 3, or 4.

The method of claim 45 wherein R? is a cyclopentyl, cycloﬁexyl, cycloheptyl, or
cyclooctyl ring, optionally substituted with 1, 2, or 3 substitt_lents independently
selected from the group consisting of hydroxy, fluoro, chloro, NH,, NHCH3,
N(CHs;),, CO,CH3, SEt, SCH3, methyl, ethyl, isopropyl, vinyl, triftuoromethyl,
methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups. |

The method of claim 45 wherein R? is a 1-indane having the formula
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49.

50.

A

(A s
(R%)m
wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCHj3, N(CH3),, CO,CHs, SEt, SCH3, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.
The method of claim 45 wherein R*is a 1-(1,2,3,4) tetrahydronapthalene having the

formula

A &
(R?)m
whereinm is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,
NHCH;, N(CH3),, COOCH3, SCH3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and triﬂuoromethoxy .

The method of claim 45 wherein R? has the formula

3 O % o
R? :
RZ

R? & &

or or R?

R?

wherein each R? are independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3;, N(CH3),, COOCH3, SCHs, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and

trifluoromethoxy .
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51. The method of claim 43 wherein A has one of the formulas
0% R NP
\ N ' (
wiel ®y= wpfed
. Rl'
[
G N5 N,
A NN G IS
Ry = R ROY
: )
<R‘?FL‘J/ “wpe <R1'21/\\‘/?/\1/ > N\j/

} _ or /| /\ N, -
®RYy N Rl R"Y

N N
NTX '?71 N 3& W AN
| or | or .
Ry N ®YY" N R"Y
whereinm is 0, 1, 2, or 3, and each R is independently selected from, hydroxy,
fluoro, chloro, NH,, NHCH3;, N(CH3),, CO,CHj, SEt, SCH3, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isoptopoxy, or

trifluoromethoxy.

52. The method of claim 43 wherein A has the formula
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53.

54.

35.

56.

R!

wherein R is hydrogen, hydroxy, fluoro, chloro, NH,, NHCHs, N(CHz;),, O,CCH;,
SH, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy,
isopropoxy, or trifluoromethoxy.
The method of claim 50 wherein R is a cyclopentyl, cyclohexyl, cycloheptyl, or
cyclooctyl, optionally substituted with 1, 2, or 3 substituents independently selected
from the group consisting of hydroxy, fluoro, chloro, NH,, NHCH3, N(CHs),,
CO,CH3, SEt, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy groups. |
The method of claim 50 wherein R* is a 1-indane ha\}_ing the formula

» '

ALN,_3

(R®)m

wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCHj3, N(CHs),, CO,CHs, SEt, SCH3, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.

The method of claim 50 wherein R®is a 1-(1,2,3 4) tetra.hydronapthalene having the

formula

(R?)m
wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCH3;, N(CHj3),, CO,CHa, SEt, SCH3, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.

The method of claim 50 wherein R? has the formula
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57.

58.

59.

60.

61.

2 %

or or

R? R?

Rz-/%/z or \%/(?? or Rz/%/w?

wherein each R? are independently selected from the grbup consisting of
hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj, N(CHg)z, 0,CCHj;, SH, SCH3,
methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy_, ethoxy, isopropoxy, or
trifluoromethoxy. '

The method of claim 1 wherein the modified comestible br medicinal product is a
food for animal consumption. Il

The method of claim 1 wherein the modified comestible or medicinal product is a
food for human consumption. |

The method of claim 1 wherein the modified comestible or medicinal product is
selected from the group consisting confectioneries, bakery.products, ice creams,
dairy products, sweet or savory snacks, snack bars, meal ré'placement products,
ready meals, soups, pastas, noodles, canned foods, frozen foods, dried foods, chilled
foods, oils and fats, baby foods, and spreads. .

The method of claim 1 wherein the modified comestible or medicinal product
comprises one or more meats, poultry, fish, vegetables, graihs, or fruits.

The method of claim 1 wherein the modified comestible or medicinal product is a
frozen food, an uncooked food, or a fully or partially cooked food; a soup, a
dehydrated or concentrated soup, or a dry soup; a snack food; a cooking aid
product, a meal solution product, a meal enhancement product, a seasoning, or a
seasoning blend; a cake, cookie, pie, candy, chewing gum, gelatin, ice cream,
sorbet, pudding, jam, jelly, salad dressing, condiment, cereal,. canned fruit, or fruit
sauce; a beverage, a beverage mix, or a beverage concentratc;'- a soda, or juice; or an

alcoholic beverage.
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62.

63.

64.

635.

66.

67.

68.

69.

The method of claim 1 wherein the modified comestible or medicinal product is a
pharmaceutical composition for oral administratid_n.

The method of claim 1 wherein the modified coméstible or medicinal product is an
oral hygiene product. '

The method of claim 42 wherein the amide compound is present in the modified
comestible or medicinal product in a concentration "._from about 0.001 ppm to about
100 ppm.

The method of claim 42 wherein the amide compouhd is present in the modified
comestible or medicinal product in a concentration from about 0.05 ppm to about
15 ppm. |

The method of claim 42 wherein the modified comestibAle or medicinal product has
a sweeter taste than a control comestible or medicinal product that does not
comprise the amide compound, as judged by the majd_rity of a panel of at least eight
human taste testers. :

The method of claim 42 wherein a water solution comprising a sweet tasting
amount of a known sweetener selected from the group consisting of sucrose,
fructose, glucose, erythritol, isomalt, lactitol, mannitol, sorbitol, xylitol, a known
natural terpenoid, flavonoid, or protein sweetener, aspartame, saccharin,
acesulfame-K, cyclamate, sucralose, and alitame, or a rrﬁxture thereof and a sweet
flavor modifying amount of the amide compound has a sweeter taste than a control
water solution comprising the sweet tasting amount of the known sweetener, as
judged by the majority of a panel of at least eight human taste testers.

The method of claim 42 wherein the modified comestible or medicinal product has
a sweeter taste as compared to the comestible or medicinal product prepared
without the amide compound, as judged by a majority of a panel of at least eight
human panelists. '_

The method of claim 42 wherein the amide compound has an ECs for binding an
hT1R2/hT1R3 receptor expressed in an HEK293-Ga15 celi line of less than about
10 pM. |
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70.

71.
72.
73.
74.

The method of claim 42 wherein the amide compouﬁd has an ECs for binding an

hT1R2/hT1R3 receptor expressed in an HEK293-Ga15 cell line of less than about
1 uM.

The method of claim 42 wherein the amide compouﬁd is not a peptide compound.

The method of claim 42 wherein the amide compound is comestibly acceptable.

A comestible or medicinal product produced by the f;rocess of claim 42.

The method of claim 1 for increasing the sweet taste of a comestible or medicinal

product comprising:

a) providing at least one comestible or medicinai product, or a precursor
thereof, and '
b) combining the comestible or medicinal product or precursor thereof with

about 0.001 ppm to about 100 ppm of at least one non-naturally occurring
amide compound, or a comestibly acceptable salt thereof, so as to form a
modified comestible or medicinal product;

wherein the amide compound has the structure

O

®R" A

A E—RZ

wherein A is an aryl or heteroaryl ring having from 3 to 12 ring atoms;
mis0,1,2,3 or4; '

eachR! is independently selected from the group consisting of hydroxy, fluoro,
chloro, NH,, NHCH3, N(CH3),, CO,CHjs, SEt, SCH3, methyl, ethyl, isopropyl,
vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy;

R’isa phenyl ring, optionally substituted with 1, 2, or 3 substituents independently
selected from the group consisting of, hydroxy, fluoro, <I:hloro, NH,;, NHCH;,
N(CHa),, CO,CHj3, SEt, SCH3, methyl, ethyl, isopropyl,'l vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and trifluoromethoxy; and

wherein the amide compound has a molecular weight of 500 grams per mole or

less.
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75.  The method of claim 74 wherein the amide compound is present in the modified
comestible or medicinal product in a concentration from about 0.001 ppm to about

100 ppm.

76.  The modified comestible or medicinal product produced by the method of claim 74.

77. A method for modulating the sweet taste of a comestible Qr medicinal product

comprising:

a) providing at least one comestible or medicinal product, or a precursor
thereof, and - |

b) combining the comestible or medicinal product or precursor thereof with

about 0.001 ppm to about 100 ppm of at least one rion-naturally occurring
urea compound, or a comestibly acceptable salt thereof, so as to form a
modified comestible or medicinal product;

wherein the urea compound has the formula:

R

(
R1 m \/ (R1
ey A Q 0

wherein m and n are independently 0, 1, 2, or 3, and each R'l'and R? is
independently selected ffom fluoro, chloro, NH,, NHCHj;, N(CH3),, CO,CHj3, SEt,
SCHj3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy,
isopropoxy, and trifluoromethoxy.

78.  The method of claim 77 wherein n is 0.

79. A comestible or medicinal product produced by the method of claim 77.

80. A comestible or medicinal product, or a precursor thereof comprising about 0.001
ppm to about 100 ppm of at least one non-naturally occurring amide compound, or

a comestibly acceptable salt thereof, wherein the amide compound has the formula:

O

®RY), - A

—A~ “N—R?
H

wherein A comprises a 5 or 6 membered aryl or heteroaryl ring;
mis0,1,2,3or4,;
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eachR' is independently selected from hydroxy, fluoro, chloro, NH,, NHCH;,
N(CHjs),, CO,CHj3, SEt, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and trifluoromethoxy; and
R? comprises between 4 and 14 carbon atoms and O; 1, 2, 3, 4, or 5 heteroatoms

independently selected from oxygen, nitrogen, sulfur.

81.  The comestible or medicinal product, or a precursor thereof of claim 80 wherein A
is a phenyl ring . .

82.  The comestible or medicinal product, or a precursor thereof of claim 81 wherein m
is 1,2, or3.

83.  The comestible or medicinal product, or a precursor thereof of claim 81 wherein R?

is a C3-C)¢ branched alkyl

84.  The comestible or medicinal product, or a precursor thereof of claim 81 wherein R
is an a-substituted carboxylic acid or a-substituted carboxylic acid methyl ester.

85. The comesﬁble or medicinal product, or a precursor thereof of claim 80 wherein the

amide compound has the formula

0 -9 )
) |
0 e 0 N/R
Rla < H of [ H
O Rlb O : R]b

wherein R;, and Ry, are independently hydrogen or methyl.

86.  The comestible or medicinal product, or a precursor thereof of claim 85 wherein R?
is a C3-Cyg branched alkyl

87.  The comestible or medicinal product, or a precursor thereof of claim 80 wherein A

is a monocyclic heteroaryl having one of the formulas

0 AN Ot
(Rl'glg > (RI'QHO/Q/ (Rl'g;/u]N/
)

R
% Hos N h
(R%}H\I/S/ o (ng%Nj/ > (Rl'g%—]/
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ROn
N2 n &

RIL N s = N
wype) TRy T \OT

AN ‘7%. N\ '711. ( N\ ‘?2?-
or l _ or | i
Rl')n} /Nj/ (Rl'gjﬁ N]/ (Rlz/ Z

whereinmis 0, 1, 2, or 3, and each R is independently selected from hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CH;),, CO,CHj3, SEt, SCH3, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy.

88.  The comestible or medicinal product, or a precursor thereof of cla!_im 87 wherein R?
is a C3-Cyp branched alkyl

89. A comestible or medicinal product, or a precursor thereof comprising at least a
savory flavor modulating amount of at least one oxalamide compound, or a
comestibly acceptable salt thereof, wherein the oxalamide compound has the

formula
R50 I

w1
(R )m\ /‘k’( ~— 60/ \(RSO) !

wherein A and B are mdependently an aryl, heteroaryl, cycloalkyl, or a heterocycle
comprising 5 to 12 ring atoms;

m and n are independently 0, 1, 2, 3 or 4-8,

. SENO-004_00MX_Allowed Claims.DOC 19
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90.

91.

92.

R is hydrogen or an alkyl comprising one to four carbon atomls;

R® is absent or a C;-Cs alkylene;

R and R¥ are independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CH3),, CO,CHj, SEt, SCH;, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy, or two of R”° together form a methylenedioxy ring.

A comestible product, or a precursor thereof of claim 89 wherei:n the amide

compound is an oxalamide compound having the formula

o) = |
(R70) H\/Ej:_(Rso)“
m\k/\H N ‘[

wherein A is a substituted aryl or heteroaryl ring comprising five to 12 carbon

atoms;
mandnare 0, 1, 2, or 3; |

each R” and R¥ is independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CHs),, CO,CHj, SEt, SCH;, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isoproplpxy, and
trifluoromethoxy, or two of R” together form a methylenedioxy ting.

An oxalamide compound having the formula

o _
H 80y
RT0) H (R80),
(R™) \A/\”)k'( \/\B/ -
O

wherein A and B are a substituted ary! or heteroaryl ring comprising three to twelve
ring carbon atoms;

m and n are independently 0, 1, 2, or 3;

-each R™ ;,gR¥ is independently selected from the group consisting of, hydroxy,

fluoro, chloro, NH,, NHCHj, N(CHs),, COOCH;, SCH;, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy , or two of R together form a methylenedioxy rihg;

or a comestibly acceptable salt thereof.

The oxalamide compound of claim 91 wherein B is a pyridyl ring,.
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93.  The oxalamide compound of claim 91 wherein the pyridyl-R*’ radical has the

structure

| o

94.  The oxalamide compound of claim 91 wherein A is a phenyl ring.
95.  The oxalamide compound of claim 94 wherein B is a pyridyl ring.

96.  The oxalamide compound of claim 94 wherein the pyr1dy1 R* radical has the

structure

7

e

97.  The oxalamide compound of claim 91 wherein A hés one of the formulas

23
R Q/ . (Rl'/Q/ (Rl Y

| or

R,y
S N T i SN
®R! r)nL j > (RI‘QHS/Q/ (Rl'gl/\‘/l/\l_ > \Sj/
SIS
P or or N,
®’ ';/ N (Rl';/ ~ (R1'21/
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98.
99.

100.

101.

N™ 8

ﬁf o /|( - [ j
(Rl 21 N Rl 21 N | (Rl'

whereinmis 0, 1, 2, or 3, and each R is independently selected from, hydroxy,

fluoro, chloro, NH,, NHCH3, N(CHj3),, COOCH3;, SCH3, SEt, methyl, ethyl,

isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and

trifluoromethoxy .

The oxalamide compound of claim 97 wherein B is a pyridyl ring.

The oxalamide compound of claim 98 wherein the pyridyl-R80 radical has the

structure

An oxalamide compound of claim 91 the compound being one of the following:
NI-(2-methoxy-4-methylbenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide,
N1 -(2-methoxy-4-rnethylbenzyl)-NZ-(2-(pyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethoxybenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide,

N1 -(2,4-dimethy1benzyl)-N2-(2-(pyridin-2—yl)ethyl)oxalamide,
N1-(2,4-dimethoxybenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide,
N-(2,4-Dimethoxy-benzyl)-N'-(2-pyridin-2-yl-ethyl)-oxalamide;

or a comestibly acceptable salt thereof.

A comestible or medicinal product, or a precursor thereof comprising at least a
sweet flavor modulating amount of at least one non-naturally occurring amide
compound, or a comestibly acceptable salt thereof, wherein the amide compound

has the formula

O

A

RY) —A E_RZ
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wherein A is an optionally substituted phenyl ring or is a heteroaryl ring having

one of the formulas

0% % O
(RQ%‘J/ > (Rl'gqo/g/ i (Rl'&%ZI/

RY
% N_ % N2
N or \
(RIT/Q/ > (Rll)nﬁ\‘J/ (RI'QH%J/
( Nm

e e
S 3 "% a5,
®R" gnﬁj (Rl')n@/ " ®R' QHL\/I/\I > N‘/j/

S

(7 (e

Ry N RYY R"Y

N
[ 0 (T
| } — P2 — N / 7
Ry N Ry N ®RYY
whereinm is 0, 1, 2, or 3, and each R is independently selected from, hydroxy,
fluoro, chloro, NH,, NHCH3;, N(CH3),, COOCHj;, SCH3, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy , and
wherein R? is a branched Cs-Cy alkyl, or a cyclohexyl, tetrahydronapthalene, or

indanyl group, optionally substituted with 1, 2, or 3 substituents independently
selected from the group consisting of hydroxy, fluoro, chlorq, NH,, NHCH;,
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102.

103.

104.

105.

N(CHs),, COOCHs, SCH;3, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and triﬂuorométhoxy .
The comestible product or medicinal product, Ilor a precursor thereof of claim 101
wherein R? is an optionally substituted cyclohexyl ring.
The comestible product or medicinal product, br a precursor thereof of claim 101
wherein R? is a 1-indanyl having the formula '.

Dus

NS

(R¥)m |

wherein m is 0,1, 2, or 3, and each R? is indepehdently selected from hydrogen,
hydroxy, fluoro, chloro, NH,, NHCHj, N(CH3)21, COOCHj3;, SCHs, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy . |
The comestible product or medicinal product, or '-Ia precursor thereof of claim 101

wherein R? is a 1-(1,2,3,4) tetrahydronapthalene having the formula

2

(R%)m

wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCH3, N(CH3),, COOCHs, SCH3, SEt, methyl, ¢thyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy .

The comestible product or medicinal product, or a precursor thereof of claim 101

wherein R? has the formula

or or
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106.

107.

108.

109.

110.

111.

112.
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wherein R? is hydrogen, hydroxy, fluoro, chloro, NH,, NHCH3, N(CHzs),, .
COOCH3, SCH3, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy .

The comestible or medicinal product, or a precursor thereof of claim 80 wherein the
modified comestible or medicinal product is a food for human consumption.

The comestible or medicinal product, or a precursor thereof of claim 80 wherein the
modified comestible or medicinal product is selected from the group consisting of
confectioneries, bakery products, ice creams, dairy products, sweet and savory
snacks, snack bars, meal replacement products, ready meals, soups, pastas, noodles,
canned foods, frozen foods, dried foods, chilled foods, oils and fats, baby foods,
and spreads. ;
A comestible product, or a precursor thereof of claim 80I comprising one or more
meats, poultry, fish, vegetables, grains, or fruits.

A comestible product, or a precursor thereof of claim 80/ that is a frozen food, an
uncooked food, or a fully or partially cooked food; a soup, a dehydrated or
concentrated soup, or a dry soup; a snack food;. a cooking aid product, a meal
solution product, a meal enhancement product, a seasoning, or a seasoning blend; a
cake, cookie, pie, candy, chewing gum, gelatin, ice cream, sorbet, pudding, jam,
jelly, salad dressing, condiment, cereal, canned fruit, or f‘ruit sauce; a beverage, a
beverage mix, or a beverage concentrate;. a soda, or juice; or an alcoholic beverage.
A comestible product, or a precursor thereof of claim 80iwherein the modified
comestible or medicinal product is a pharmaceutical composition for oral
administration.

A comestible product, or a precursor thereof of claim 80 ;wherein the modified
comestible or medicinal product is an oral hygiene product.

An amide compound having the formula i
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o |

(Rl')m—A)L

wherein A is a phenyl ring or is a heteroaryl ring having one of the formulas

%
mlijf,(y'Cj/ (N 7/

N—R?
H

R
H | '
5
(Rl Q/ (Rl'zqﬁ\\Nj or '-(Rl' /\J/

Ry N RYY ®RYY

N
SN ilL N\ 4771 I( N 'li
L or | or N/
N N7 Nad
(R*) R ()
whereinm is 0, 1, 2, or 3, and each R" is independently selected from, hydroxy,
fluoro, chloro, NH,, NHCHj3, N(CH;),, COOCH3, SCHs, SEt, methyl, ethyl,

isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and

trifluoromethoxy , and
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113.
114.

115.

116.

117.

118.

wherein R? is (a) a branched C3-Cig alkyl, or (b) a cyclohexyl,
tetrahydronapthalene, or indanyl group, optionally substituted with 1, 2, or 3
substituents independently selected from the group consisting of hydroxy, fluoro,
chloro, NH,, NHCH3, N(CHj3),, COOCH;, SCHj, SEt, methyl, ethyl, isopropyl,
vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy ;

or a comestibly acceptable salt thereof.

The amide compound of claim 112 wherein R? is a branched C;-Cyp alkyl.

The amide compound of claim 113 wherein A is an optibnally substituted phenyl
ring. |

The amide compound of claim 113 wherein A is an opti(ll)nally substituted pyridyl
ring. ;

The amide compound of claim 113 wherein A is a heteroaryl ring having the

formula

RY

wherein R" is hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj;, N(CHas),,
COOCH;, SCH;3, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and triﬂuofomethoxy . '
The amide compound of claim 114 wherein R? is an optionally substituted
cyclohexyl ring. |
The amide compound of claim 114 wherein R? is a l-indahyl having the formula

[ '

AN\

(R¥)m

wherein m is 0,1, 2, or 3, and each R? is independently selected from, hydroxy,
fluoro, chloro, NH,, NHCH3, N(CH3),, COOCH;, SCH3, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and

trifluoromethoxy .
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119.

120.

121.

122.

The amide compound of claim 114 wherein R? is a 1-(1,2,3,4) tetrahydronapthalene

having the formula

(R?)m
whereinm is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from, hydroxy, fluoro, chloro, NH,
NHCH3;, N(CH3),, COOCH3, SCHj3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy .

The amide compound of claim 114 wherein R* has the formula

: z

or or

or

wherein each R? is independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3;, N(CH3),, COOCH3, SCH3, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, i Jsopropoxy, and

trifluoromethoxy .

The amide compound of claim 116 wherein R? is an optionally substituted

cyclohexyl ring.
The amide Compound of claim 116 wherein R? is a 1-indanyl having the formula
N |
A
(R¥)m

wherein mis 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-

aromatic ring and is independently selected from hydrogefll, hydroxy, fluoro, chloro,
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123.

124,

125.

NH,, NHCH3, N(CH3),, COOCH3;, SCHj3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy .
The amide compound of claim 116 wherein R? is-a 1-(1,2,3,4) tetrahydronapthalene

having the formula

<

(R%)m

wherein mis 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCH3;, N(CHj3),, COOCH3, SCH3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy .

The amide compound of claim 116 wherein R has the formula

“s % g

or or R?

wherein each R? is independently selected from the group consisting of is
hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj;, N(CH3),, COOCH;, SCH3, SEt,
methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy . '

The amide compound of claim 112 which is selected from:
3-chloro-2-hydroxy-N-(2-methyl-1,2,3 ,4-tetrahydrohaphthalen—l -yl)benzamide,
3-chloro-2-hydroxy-N-(5-methoxy-1,2,3 ,4-tetrahydfonaphthalen-l -yl)benzamide,
(R)-3-chloro-2-hydroxy-N-(1,2,3 ,4-tetrahydronaphthalen— 1-yl)benzamide,
3-chloro-2-hydroxy-N-(5-hydroxy-1,2,3 ,4-tetrahydr§naphthalen-1 -yl)benzamide,
3-chloro-2-hydroxy-N-(4-methyl-1,2,3,4-tetrahydronaphthalen-1-yl)benzamide,
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3-chloro-2-hydroxy-N-(6-methoxy-1,2,3 ,4-tetrahydr9naphthalen- 1-yl)benzamide,
3-chloro-2-hydroxy-N-(1,2,3,4-tetrahydronaphthalen-1-yl)benzamide,
2,3-dihydroxy-N-(2-methyl-1,2,3 ,4-tetrahydronaphthélen- 1-yl)benzamide,
2-hydroxy-N-(2-methyl-1,2,3,4-tetrahydronaphthalen-1-yl)benzamide,
2,3-dihydroxy-N-(5-methoxy-1,2,3,4-tetrahydronaphthalen-1-yl)benzamide,
(S)-2,6-dimethyl-N-(1,2,3,4-tetrahydronaphthalen-1-yl)benzamide,
N-(5,7-dimethyl-1,2,3,4-tetrahydronaphthalen-1-yl)-3-methylisoxazole-4-
carboxamide, ,
3-methyl-N-(2-methyl-1,2,3,4-tetrahydronaphthalen- 1-yl)isoxazole-4-carboxamide,
3-methyl-N-(4-methyl-1,2,3,4-tetrahydronaphthalen-1-yl)isoxazole-4-carboxamide,
N-(5-methoxy-1,2,3,4-tetrahydronaphthalen-1-yl)-3 -rﬁethylisoxazole-4-
carboxamide, '
(R)-5-bromo-N-(1,2,3,4-tetrahydronaphthalen-1-yl)ni¢otinamide, |
(R)-3-methyl-N-(1,2,3,4-tetrahydronaphthalen-1-yl)isoxazole-4-carboxamide,
(S)-5-bromo-N-(1,2,3,4-tetrahydronaphthalen-1-yl)nicotinamide,
(R)-N-(1,2,3,4-tetrahydronaphthalen-1-yl)furan-3-carboxamide,
(R)-5-methyl-N-(1,2,3,4-tetrahydronaphthalen-1 -yDisoxazole-4-carboxamide,
(R)-N-(1,2,3,4-tetrahydronaphthalen- 1-yl)}furan-3-carboxamide,
3-methyl-N-(1,2,3,4-tetrahydronaphthalen-1-yl)isoxazole-4-carboxamide,
N-(3,3-dimethylbutan-2-yl)-2,3,5,6-tetrafluoro-4-methylbenzamide,
2,3,5,6-tetrafluoro-4-methyl-N-(3-methylbutan-2-yl)benzamide,
2,3,5,6-tetrafluoro-4-methyl-N-(2-methylcyclohexyl)benzamide,
N-(2-methylcyclohexyl)-3-(trifluoromethoxy)benzamide,
3-chloro-5-fluoro-N-(2-methylcyclohexyl)benzamide,
(R)-N-(3,3-dimethylbutan-2-yl)-2,3,5 ,6-tetraﬂuoro-4-methylbenzamide,
4-fluoro-N-(2-methylcyclohexyl)-3-(trifluoromethyl)benzamide,
(S)-2,3,5,6-tetrafluoro-4-methyl-N-(3 —methylbutan—2-yi)benzamide,
2,5-dichloro-N-(2-methylcyclohexyl)benzamide, '
3,5-dichloro-2,6-dimethoxy-N-(2-methylcyclohexyl)benzamide, or
2,6-dimethyl-N-(2-methylcyclohexyl)benzamide;

or a comestibly acceptable salt thereof. \
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126.

127.

128.

129.

130.

131.

A compound usable for the methods of claim 1 wherein the compond is a urea

compound having the formula:

0
RY /“\ R®
Sy N
H H

wherein R is an aryl or heteroaryl comprising three to ten ting carbon atoms which
is optionally substituted with 1, 2, or 3 substituents independently selected from,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CH3),, CO,CHs, SEt, SCH3, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, ispropoxy, and
trifluoromethoxy, and

R’ is a branched C3-Cyo alkyl, or a cyclohexyl, tetrahydronapthalene, or indanyl
group, optionally substituted with 1, 2, or 3 substituents independently selected
from the group consisting of hydroxy, fluoro, chloro, NH,, NHCH3;, N(CHs),,
COOCH;, SCH;3, SEt, methyl, ethyl, isopropyl, vinyl, triﬂueromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy ;

or a comestibly acceptable salt thereof.

The compound of claim 126 wherein R is an optionally substituted phenyl ring.
The compound of claim 127 wherein R’ is a branched C3-Cyp alkyl.

The compound of claim 127 wherein R’ is is an optionally substituted cyclohexyl
ring. |

The compound of claim 129 wherein the cyclohexyl ring is sl‘lubstituted with 1, 2, or
3 methyl groups.

A compound usable in the methods of claim 1 wherein the compound is a urea

compound having the formula:

O
R7 )J\ RQ
~y\ N
H H

wherein R is an aryl or heteroaryl comprising three to ten ring carbon atoms which
is optionally substituted with 1, 2, or 3 substituents independently selected from,
hydroxy, fluoro, chloro, NH,, NHCHj;, N(CH3),, COOCH3, SCH3, SEt, methyl,
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132.

133.

ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy,isopropoxy, and
trifluoromethoxy, and

R’ has the structure

—(R?
fi{c\/ Bl o ysac\/'\B—(;Rz')m

R® or R®
wherein R” is hydrogen, a C;-Cyo alkyl, B is a phenyl, pyridyl, furanyl, thiofuranyl,
pyrrole, cyclopentyl,cyclohexyl, or piperidyl ring, mis 0,1, 2, or 3, and each R? is
independently selected from hydrogen, hydroxy, fluoro, ¢hloro, NH,, NHCH;,
N(CH3),, 'COOCH3, SCHj, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and friﬂuoromethoxy.
or a comestibly acceptable salt thereof. _
A comestible or medicinal product, or a precursor thereof:| comprising at least a
savory flavor modulating amount of at least one compound of claim 131.
A compound usable in the methods of claim 1 wherein the compound is an amide
compound selected from the following: i
(R)-methyl 2-(3-chloro-4-methoxybenzamido)-4-methylﬁentanoate,
4-methoxy-3-methyl-N-(5-methylhexan-3-yl)benzamide,
N-(heptan-4-yl)-2-methylbenzo[d][1,3]dioxole-5-carboxamide,
(S)-methyl 4-methyl-2-(4-methyl-3-(methylthio)benzamido)pentanoate,
4-methoxy-3-methyl-N-(2-methylheptan-4-yl)benzamide,
N-(heptan-4-yl)-6-methylbenzo[d][1,3]dioxole-5-carboxamide,
3,4-dimethyl-N-(2-methylhexan-3-yl)benzamide,
(R)-methyl 4-methyl-2-(5-methylbenzofuran-Z-carboxanliido)pentanoate,
N-(hexan-3-yl)-4-methoxy-3-methylbenzamide,
N-(heptan-4-yl)-3-methyl-4-(methylthio)benzamide,
N-(hexan-3-yl)-3-methyl-4-(methylthio)benzamide,
methyl 2-(3-chloro-4-methoxybenzamido)hexanoate,
3,4-dimethyl-N-(2-methylheptan-4-yl)benzamide,
N-(hexan-3-yl)-3,4-dimethylbenzamide,
N-(heptan-4-yl)-3,4-dimethylbenzamide, i
(R)-methyl 4-methyl-2-(4-(methylthio)benzamid0)pentarioate,
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4-ethoxy-N-(heptan-4-yl)-3-methylbenzamide,
3,4-dimethyl-N-(5-methylhexan-3-yl)benzamide,

(R)-methyl 4-methyl-2-(4-vinylbenzamido)pentanoate,
4-methoxy-3-methyl-N-(2-methylhexan-3 -yl)benzaﬁlide,
N-(heptan-4-yl)benzo[d][1 ,3]dioxole-5-carboxamidé,

(R)-methyl 2-(benzo[d][1,3]dioxole-6-carboxamido)-4-methylpentanoate,
(R)-N-(1-methoxy-4-methylpentan-2-yl)-3,4-dimethylbenzamide,
(R)-methy1-2-(2,3-dimethylfuran—S-carboxamido)-4-methylpentanoate, or
4-Methoxy-N-(1-methoxymethyl-3-methyl-butyl)-3-methyl-benzamide;
or a comestibly acceptable salt thereof. :

134.  An amide compound of claim 100 or claim 133 which is:
N-(heptan-4-yl)benzo[d][1,3]dioxole-5-carboxamide o
N-(2,4-Dimethoxy-benzyl)-N'-(2-pyridin-2-yl-ethyl)-oxalamide;
or a comestibly acceptable salt thereof.

135. A comestible or medicinal product comprising th§ compounds of claim 134 at a
concentration between about 0.01 to about 10 ppm.

136. The comestible or medicinal product of claim 135 wherein the comestible or
medicinal product is a a food for human consumption.

137. A urea compound of one of claims 126 or 131 being one of the following:
1-(2-chlorophenyl)-3-(heptan-4-yl)urea,
1-(2,4-dichlorophenyl)-3-(1-phenylpropyl)urea, _'
1-(2,4-dimethoxyphenyl)-3-(heptan-4-yl)urea,
1-(2-fluorophenyl)-3-(heptan-4-yl)urea, .
1-(4-isopropylphenyl)-3-(2-(pyridin-2-yl)ethyl)urea;

or a comestibly acceptable salt thereof.
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(51) MIIK (2009)
A23L 1/00

(54) Haspa sunaxony
APOMATHU3YIOYA PEYOBUHA, MOJHUGIKATOP CMAKY, CHOJVYKH, I{O
AOJAIOTh CMAK, IIICHUIIOBAY CMAKY, CIIOJIYKH, IO TOJAYOTHh CMAK
"YMAMI" ABO COJIOAKHUI CMAK, VAEO IIACAJIOBAY (BAPIAHTH) I iX
3ACTOCYBAHHA

3a pesympTaTamMu xBaidikauiiHoi excoepTusy, IpoBeNeHoi BiainoM Ykpnarenry,
BCTaHOBJIEHO, IO 3a4BJNCHU BHHAXI/ BiAOBiRac yMoOBaM NATEHTO3AaTHOCTI.

OB6car npaBoBoOi 0XOPOHH BH3HAYAECTECA ¢opmyo10 BURAXOAY, MO HOAAETHCS.

Ilepesix toKyMeHTIB MONepeHEOrO PiBHS TEXHIKH, IPUAHATEX 0 YBark eKCOEPTH30I0, 3a
" konoM (56) :

US 5176928; 05.01.1993

JP 08-103243; 23.04.1996

HepxaBHa peecTpanis matenTy Yxpainu Ha BHHAXLN BiXIOBIIHO K0 4.2 ¢T.22 3axony 6yne
30iHCHEHa 32 YMOBH CIUIATH JEPXKaBHOTO META 3a HOro BHZAdY i 360py 3a my6iixauii npo BuaTy
narenty. 3rinao 3 Ilopsamxom cinaty 360pis 3a Aii, mos's3ami 3 OXOpPOHOIO TIpaB Ha 00'€KTH
IHTENEKTyalbHO] BIACHOCT], 3aTBEPIOKEHUM IOCTAHOBOIO Ka6inery Minictpis Vkpainm Big
23.12.2004 p. Ne 1716 i3 3MiHaMH, BHECEHUME IOCTAHOBOIO Ka6inery Minicrpis Vxpaiun Bin
19.09.2007 Ne 1148, (nani - Hopszox), posmip meoro 360py (xoa 12400) crarosuts 2800 rpe (Jus.
NpUMimKy), OCKUIbKH 3a5BKa MICTHTb CymapHo 275 apKymis OIIHCY, KpEeC/IeHs, dopmynu sunaxomny i
pedepary. '

Ipumimxa: y saneyi 6idcymui mamepianu, sxi niomeepoxcyiomy HassHicmy nidcmag ona
3acmocyeanns nonoxcenv n. 3’ Ilopaoxy cnaamu 36opie 3a dii, noe's3ani 3 oxoponoio npas Ha
0b'exmu inmenexmyanoHoi 6NacHoC, 3aMBEPINCEH020 NOCMANOE0IO Kabinemy Minicmpie Yxpainu
6i0 23.12.2004 p. Nel 716 i3 3minamu i OONOSHEHHAMY, BHECEHUMY NOCTAHOGOID Kabinemy Minicmpis
Yxpainu 6i0 19.09.2007 Ne 1148, (dani - Ilopadox). Axwo yci sasenuxu e Henpubymxosumu
Op2anizayiamu Yu YCmanosamu ONs 3aCMOCYSaHHA NONOXNCe D n, 3’ ITopaoky, 32idno i3 axumu Ppo3mip
3asnauen0zo suuye 360py cmarogums 10 eidcomkis 6id 3asnauenoi cymu, neobxiono nodamu
6I0n06iOHy 3a86y, y AKill 3a3HAYUMU DOKYMENM (3GKOH, cmamym mowjo), Ha nidcmagi AK020 3AAGHUK
abo enacrux namenmy na gunaxio (kopucry modens) € HenpubymK o600 YCmanoeoo Yu
opzanizayiero. ' '

Honatox 0 pinieHHs: Ha apK.

Hayansruk sigginy W JIC ImoTo

(inmc)

Buxonaseup @ IO.JO. KonoTinora

(Tlinnnc)

Tenepon 494-05-40
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' JOJATOXK 1O PIUEHHSA  (21) a200602393/M crop. 1
(87) :
1. Cooci6 MOy OBaHHA CMaKy XapdoBOro abo JKapChKOro MPOAYKTY, IO BKIHOYAE:

a) OTpPUMaHHS IOHaHMEHIIE XapIoBoro abo JiKapchKOro IPOAYKTY abo HOro monepeaHHKa

b) of'canamns xapwosoro abo JIKapchKOro HpPOXYKTY abo MOro IONepeNHuKa 3
IIOHaHMEHITe MOAYIIOI0Y0I0 CMaK KLTBKICTIO IOHaHMeHme Heﬁpnponﬂoi’aMinHo’f cooyku abo ii
IpUAATHOL B DKY NPHEHATHOL COMl, 3 OTPHMAHHAM TaKHM YMHOM MOXH(IKOBAHOTO XapyoBOro abo
NIKApPCHKOTO IPOLYKTY; | ‘

A¢ aM1OHA COONyKa Mac GpopMyIy:

R2
Ri1 N/

R3
J ‘ |
ze R! mictuts BYTJIEBOZHEBHH 3aJMIIOK, IO MICTHTh DIOHAHMEHINE TP aTOMH BYTJIEIO i
Heo6OB'A3K0BO BiJl OMHOTO 1O NECSTH reTepoaToMiB, HE3aNeXHO BUOPAHMX 3 KUCHIO, a30TY, CIpKH,
ranorewis abo docdopy; 1
ze omus 3 R? i R® sminste coboro H, a immmit 3 R? i R Miciums BYTJIEBOJHEBHH 3aJMIIOK, IO
MICTHTh MIOHAWMEHINE TPH aATOMH BYIJIEIO i HEOOOB'A3KOBO BiZl OXHOTO O AECATH LETEPOATOMIB,
Hesanexd{o BHOpaHiX 3 KMCHIO, a30TY, CipKH, rajiorenis a6o gpocdopy; i
Jle aMiIHa CIIONYKa Ma€ MONeKyApHy Macy S00 rpamis ma Momb a60 MeHme.

2. Cpoci6 3a 1. 1, xe aMigHa CIIONMyXa Ma€ HACTYIIHY c*rpykrypﬂy dopmymy:

(R");—A s R? o

ne A MicTHTB 5- ab0 6-unenne apuIbHe a00 reTepoapuibHe Kimbae;

m gopismxoe 0, 1, 2, 3 abo 4;

xoxumi R' Hesanexwo BHOpaHRAH 3 alKily, aJIKOKCH, aKOKCiankiny, rinpoxciankiny, OH,
CN, CO;H, CO;R®°, CHO, CORS, SRS, TalOreHy, aIKeHily, LYMKIOANKiTy, LHKIOaIKCHily,
rerepbunmy, apuiTy i reTepoapmny; i

R® sB11€ coBoro C-Canmxin. |

3. Cooci6 3a 1. 2, e A sitae o600 peHinbre Kinsle abo NipAARIEEE KibIIE.

4, Crioci6 32 1. 3, me m gopismioe 1, 2 a6o 3. !

5. Croci6 3a . 4, ne xoxemit R Hesanexso BHOpaHuil 3 BONKIO, TINPOKCH, QTOpY, XJIOpY,
NH,, NHCH;, N(CH;),, COOCH;, SCH;, SEt, Mertuny, eTamy, isompominy, BiHiny,
TpHGTOPMETHITY, METOKCH, ETOKCH, I30IIDONOKCH, TPHATOPMETOKCH a0 MOHONMKIIYHOI apHILHOL

abo reTepoapuIbHOL rpymy.

¢
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6. Cnoci6 3a 1m. 2, ne A sB1si€ coboto deninpHe Kinbue, 1 koxuamit R! Hezanexwo BUOpaHuiit

3 BOJHIO, TiOpOKCH, bTOpY, X1nopy, NH,, NHCH;, N(CHs),, COOCH;3, SCH;, SEt, METHITY, ETHITY,
13onponiny, BiBiNy, TPHGTOPMETHILY, METOKCH, €TOKCH, i30IPOTOKCH i TPHGTOPMETOKCHIPYIIH.

7. Cnoci6 3a 1. 6, ne R? sBise co6oro posranyxerui C3-Cjpankin.

8. Croci6 3a 1. 2, ne R? smige coforo po3ramyXeHHi C3-C10am'cin; 3aMIimeHn# onHuM abo
JBOMa 3aMICHMKaMH, He3aJeXHO BUODAHHMH 3 BOLHIO, rinpokew, ¢ropy, xnopy, NH,;, NHCH;,
N(CH;),, 0,CCH;, CO,CH;, SCH;, SEt, METHITY, €THIY, i30NpOnily, BiHiNy, TpudTOpMeTHIY,
METOKCH, ETOKCH, 130NPOMOKCH 1 TPHPTOPMETOKCH. | '

9. Cnoci6 3a m. 6, ne R? sBse coboro 1-(1,2,3,4)-retparinponadraninose xinpne abo 2,3-

zurinpo-1H-innenoBe kinbie, mo Mae popMyy

(RZ')m ‘ 360. (Rz.)m ’

ne m sgsmge coboro 0, 1, 2 abo 3, i KOXHMI R? moxe OyTr npmEemHaruit abo mo

]

apOMATHYHOrO, 200 X0 HEAPOMaTHYHOIO KiMbIA i nesa.rixexcao BHOpanwmii 3 fijxpoxcn, ¢ropy, x0py,
NH;, NHCH3, N(CH3),, CO,CHs, SCHs, SEt, MeTruty, eTAuy, isonponiny, Bikiny, TpadTopMeTHIY,
METOKCH, €TOKCH, 130IIPOIOKCH i TPHOTOPMETOKCRIPYIIH.

10. Crooci6 3a 1. 6, ae R? sBaste coboro berimpHEe Kinble, HEOGOB'I3KOBO 3aMilllEHe OXHIM
ab0 ABOMZ 3aMiCHHKAaMH, HE3aJIeXKHO BHODAaHAME 3 TiZpOKCH, ¢ropy, xnopy, NH,, NHCH;,
N(CH;);, CO,CH;, SCH3, SEt, metuny, erwry, iompominy, Biminy, TPUdTOPMETHILY, METOKCH,
€TOKCH, i30IJPOTIOKCH i TPE(TOPMETOKCHIPYIIH.

11. Croci6 3a 1. 2, ne R? sBise co6oxo Hmkamii ankinopmit edip o-3amimenoi xap6oropol
KHCIOTH 260 a-3aMimeno] KapbOHOBOT KACIIOTH.

12. Croci6 3a 1. 6, ne R sBrsie co60ko MeTrIoBHI edip a-3aminierol Kap6oHOBOT KHCIOTH.

13. Croci6 3a m. 12, me edipuuil 3amumoK ¢-3aMimenoi KapGOHOBOI KHCTOTH abo 0-
3amilienoi xapOoHOBOI KHMCNOTH BiNNOBIAE NPHPONHINK o-aMiHOKHCIOTI 260 ii edipy, abo it
IPOTHIIEKHOMY €HAHTIOMEDY.

14. Cpoci6 32 m. 2, Ze A sBIfe OG0 MOHONMKINIYHMIA reTepoapdn, Xe Koxumi R
He3alIe)XHO BUOpaHui 3 BOAHIO, TigpokcH, ¢Topy, xnopy, NH,, NHCH;, N(CH;),, COOCH3, SCH;,
SEt, mermmy, ermmy, isompomimy, BiHLXY, TPRQTOPMETHITY, METOKCH, €TOKCH, i30IPONOKCH |
TPUOTOPMETOKCHIPYIIH.

15. Cpoci6 32 1. 2, e A npeacTaBneHyit ONHIEIO 3 HACTYIIHEX hOPMYIT:
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R1)M ﬁ m;&%

zme m mopismroe 0, 1, 2 a6o 3, i koxamit R HesanexmofBKGpaHnﬁ 3 rizpoxcH, ¢ropy, xnopy,
NHz, NHCH3, N(CH3),, CO,CHj;, SCH3, SEt, meTwiy, eTruy, isonpomniiy, BiHiny, Tpu¢TOpMETHIY,
METOKCH, €TOKCH, i30NpPONOKCH, TPHOTOPMETOKCH ab0 MOHOUMKNITHOI apumbHOI  a6o

reTepoaprIbHOI IPYIIH.

16. Croci6 3a 1. 15, e R* mae mactynmy CTPYKTYPHY GOpMyIy:

(RZ')m abo (Rz')m .

. ze m nopisaoe 0, 1, 2 a6o 3, i xoxmmit R' Moxe 6y1a npueaHanyi abo X0 apOMaTHYHOrO,

abo 1o HeapOMaTHIHOTO KiNbIs i Be3aexHo Brbpanwmit 3 ripokcH, ¢Topy, xnopy, NH;, NHCH;,



/A

)

JHOJATOK O PUNIEHHS  (21) 2200602393/ crop. 4
N(CHs),, CO,CHs, SCH3, SEt, merany, etwiy, isompomimy, BiHimy, ‘TPHQTOPMETUITY, METOKCH,

€TOKCH, 130IPOIIOKCH 1 TPHTOPMETOKCHI PYIIH. ,

17. Cnoci6f 3a . 2, ne A sBiIs€ COBOIO MOHONMKIIYHIE, KOHAEHCOBARUH OiNuKIiYRM abo
38'a3anuid OIOMKIIYHMA apoMaTHIHM reTepoapui, HeoGOB'I3KOBO 3aMilIeHit 0,1, 2, 3 abo 4
3aMiCHMKaMH, HE3aIEXHO BUOPaHMMY 3 Tinpoxcy, ¢Topy, xiopy, NH,, NHCH;, N(CHj3),, CO,CH;,
SCH3, SEt, meTmuy, eTniy, i3onporniny, BiHiny, TpudTOpMETHIY, METOKCH, €TOKCH, 130IPOIIOKCH i

TPUGTOPMETOKCUTPYIIH. i
18. Crioci6 3a m. 1, Ile amijtHa CIONTyXa Ma€ HACTYIIHY pryKTyijf dopmyny:

0 0O
0 N/R2 © Xy N/RZ :
R;a—< H a6o [ H |
0 Rip O R1b

Ie Rya 1 Ryp HE3AEKHO ABISTFOTH COB0I0 BOXEHD 060 HHKIMH ATKLN.

19. Cnoci6 3a m. 18, ne Ry, i Ryp He3anexuo BIEOTH CO60K0 BOJ.'[C?HB abo MeTni.
20. Crroci6 3a 1. 18, ne R? smimse co6oio posranyxernit C;-Cjoankin.

21. Crioci6 3a m. 18, ze R? mac HaCTYIHY CTPYKTYPHY GopMyny:

(R?), a0 (Re)- |
ne m popisaioe 0, 1,2 260 3, i koxamit R” Moxe 6y npuensanmi a60 1o apoMATHYHOTO,
260 HeapOMaTHIHOro KimsNg i xoxami R Heaanexuo BHOpanuil 3 rinpokcH, dropy, xnopy, NH,,
NHCH;, N(CHs);, CO,CH3, SCH;, SEt, mermry, eruny, i3omponiiy, :BiHiJIy, TpATOPMETHILY,
METOKCH, ETOKCH, i30IPOIIOKCH 1 TP TOPMETOKCATPYIIH. |

22. Cpoci6 3a m. 1, ne amigna croxyka sBige cOGOK OKcaNaMifHe MOXimHE HACTYIHOL

thopmymu:

i

me R' i R spusrors coboro Hezamexmo BuOpaHi BYTJIEBOAHEBI 3alMIUKM, IO MiCTATH
IOHAHMEHIIE TPH aTOMHM BYIJEmO i Heo6OB'I3KOBO OMH-KECAT: T'eTEPOATOMIB, HE3ATEKHO
BUOPaHHUX 3 KHCHIO, a30Ty, Cipky, ranoreis abo gocdopy, i
|

ze R® i R* Hesanexmo BUOpaHi 3 BORHIO 1 BYIJIEBONHEBOTO 3aTMIIKY, IO MiCTHTE

IMOHaAMEHIIE TPH aTOMM BYIVIEIO i HEODOB'I3KOBO OJMH-HECSTH TETEPOATOMIB, HE3ATEKHO
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BUOpPAaHUX 3 KHCHIO, 4301y, ClpKK ranoresis abo docgopy.

23. Croci6 3a m. 22, ne R? i R* snnsmoTs coboro BOJAEHS.

24. Croci6 3a 1. 22, ne R' i R*® wesanexno BuOpaHi 3 TPyIH, IO BKMIOYAE ApHITANKIIIH,
reTepoaprilakiig, WHKIOATKIAIKIIH i TETEPOLHKIANKIIH, IO MICTATH 5-15 aToMis Byrmewmo, i ne
xoxamit 3 R 1 R*® moxe Heo60B'13K0B0 MicTRTH OZIMH-YOTAPH 3aMiCHHUKH, HE3AIEXHO BHOpaH] 3
BOMIO, TinpoxcH, ¢ropy, xiopy, NH?, NHCH;, N(CHs),, CO,CH;, SEt, SCH;, meruny, etmy,
1300poriny, BiHLTY, TPROTOPMETIITY, METOKCH, ETOKCH, isonpoﬁ-_oxcn 1 TPRPTOPMETOKCH.

25. Crmoci6 3a 1. 1, ne amigma cmomyka sBISE c060i0 OKCallaMiTHe MOXIHe, M0 Mac
HaCTYIIHY CTPYKTYPHY QopMyIy:

R50

R40
(R0 )\A/L J\[r NReo” \(Rm)

e A i B HE3aIEXHO SIBJBIIOTB 606010 apui, reTepoapuin, IIIIKJIO&JIKUI abo TeTEePOUHKII, 10

H]

MICTHTb 5-12 KinbuEBHX aTOMIB;

m i n He3anexHo nopismonTs 0, 1, 2, 3 a6o 4-8;

R¥ i R® sensrots co6oio Bozers; '

R xnﬁxe o600 BOZIEHb a0 anKinpHmi a60 3aMilIeRmH ANKiMbHHN 32HMIOK, MO MiCTHTH
OIMH-YOTHDPH aTOMH BYITIEUIO; '.

R% BiacyTHil abo smise coboro Ci-Csanxiner a6o 3aMimenyit Ci-Csankines;

R i R¥® gesanexmo BrOpaHi 3 IpymH, MO BKIFOYAE BOACHE, ATKLN, ATKOKCHJY, ATKOKCIaNKim,
OH, SR’, ranorex, CN, NO,, CO;R’, COR’, CONR’R", NR’RY, NR*CORY, SOR’, SO,R”,
SO,NR°R! °, NR9802R’°_, AJIKEHLT, HHEUIOANKL, IAKIOANTKEHLT, apHI, TETEPOAPHIT 1 FeTEePOLIUKIT;

R’ i R" nesanexmo Br6pani 3 H, C;-Ceanxiny, C;-Commxnoankiny i C;-Csankeniny;

26. Cnoci6 3a m. 25, ne A i B He3alNeXHO SBIIOTH coboro derimre, mipumwsHe,
¢ypanimeHe, Gersopypanimene, mipombHe, GemsoTiodeHOBE, NiNEPHIMIBEE, UHIUIOTIEHTIITbHE,
UHKIIOreKCHIbHE ab0 IHKIOTenTHIIbHE KiTbE; .

m 1 n He3aJIeXHO Kopismorots 0, 1, 2 abo 3;

R¥ i R sensmots coboro BOZIEHb,

R* smise coboro BOJXEHE a0 MeTHIT;

R® smmse coboro Coanxinen;

R” i R® gesanexao BUOpaHi 3 BOAHIO, riXpokcH, $Topy, xnopfy, NHj, NHCH3, N(CH3),,
CO,CH;, SEt, SCH3, mermmy, ertwiy, isompominy, Biminy, Tpmbropmenmy METOKCH, ETOKCH,
130TIPONOKCH 1 TPHTOPMETOKCH.

27. Cpoci6 32 n. 1, ge amigna coomyka seiage coGoro OKCaNaMiHy CIONyKy, IO Mae

HaCTyNIHY CTPYKTYPHY dopmymy:

1s
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PP (Re),
(Rm)m\A ” ' o \N
o)

)

me A sBmse coboro ¢eHimbHe, mipmmmieRe, (ypaHinbHe, WipoMBHE, NiNEPHIMNEBHE,
HHKJIONEHTHATBHE, (MKIOTEKCHIbHE a60 IIHKTOreNTHIBHE KUTBIIE;

m i n He3anexHO NOPiBHIOKTS 0, 1, 2 abo 3;

R* gmase coboro BOIeHb ab0 MeTHIT;

p nopisnioe 1 abo 2; i

R” i R¥ gesanexmo BHOpAaHi 3 IPYIH, 10 BXIOYAE BOZIEH, rigpokcH, ¢Top, xnop, NH,,
NHCH;, N(CHs),, COOCH3, SCH;, SEt, Meau, eTan, isonpomin, Bimin, TpadropMers, METOKCH,
€TOKCH, 130IpONIOKCH 1 TprTopMeToKCH, abo aBa 3 R7 Pa3oM YTBOPIOIOTh METHIICHIOKCHKLIBIIE.

28. Cnocib 3a 0. 27, ne pamaxan mipammn-RY mac HaCTYOHY érpyxryimy bopmyny:

CH
= = |
abo N
{ENj {[Nj/

29. Cnoci6 3a 1. 1, ne aminsa cmomyka smiuge cofo0 OKcamaMiHe HOXiZHe, O Mae

HacTyIHY CTPYKTyPEY dopMymy:
Rso
/U\n/ \/(} R

me Ar' sBuse co6oro 3aMimene apmwibHe 200 reTepoaprUbHE KiNbIe, MO MICTHTH 5-12

b4

aTOMIB BYTTIELO;

R* gpi1ge coboro BOJIeHb a60 MeTHIT,

n gopiertoe 0, 1, 2 abo 3;

xoxaui R¥ mesanexno BuOpaHH#t 3 Irpynu, mo BKIOYAE riﬁpoxcn (prop, xnop, NHj,
NHCH;3, N(CHs),, CO,CH3, SEt, SCH;, Metuu, erur, i3ompoin, BiHLI, 'rpmb'ropMeTnn METOKCH,
€TOKCH, 130NpOOKCH 1 TPUGTOPMETOKCH. _

30. Crroci6 3a m. 29, ae Ar' sBiste o600 2-, 3- 260 4-MOHO3AMIIMEHMH denin, 2,4-, 2,3-,
2,5-,2,6-, 3,5~ a60 3,6-nu3amimenni denin, 3-amxin-4-3amimesnit Genin, Tpusamimenuit denin, ne
3aMICHMKM He3aJleXXHO BuOpaHi 3 IPyH, MO BKMIOYAE TimpokcH, ¢Top, xnop, NH, NHCH;,
N(CH;),, CO,CH3, SEt, SCH3, MeTnu, eTii, i30pomnisl, BiHii, TPHOTOPMETIII, METOKCH, ETOKCH,
130IPONIOKCH i TPMHTOPMETOKCH, a60 B 3aMICHHKH Pa3oM YTBOPIOIOTh METHIEHTIOKCHKINbIe Ha

GbeninbEOMY KUTBIN.
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31. Croci6 3a 1. 29, e Ar! sBIgE co6010 3aMileHe reTepoaprilbae Kidble, N0 MiCTHTS S-

12 atomis Byrmewo, i ne 3aMicHUKE He3anexHO BHOpPAHi 3 IPYIH, IO BKIIOYAE BOXEHD, TIAPOKCH,
¢rop, xmop, NH;, NHCH;, N(CH3),, CO,CH;, SEt, SCH;, Merwl, erws, i3omporii, Bigin,
TPAGTOPMETHI, METOKCH, ETOKCH, i30IIPOIOKCH i TpHPTOPMETOKCH.

32. Cnoci6 3a m. 1, ne aminea cmonyka sABmAE coBOK OKcalaMminge NOXiNHe, MO Mac

HaCTyIHY C’I’pyKTypHy dopmyny:

(R?O )j\[r
M\@ GEOR

Ze A saBise co0OK0 3aMimene apribHe ab0 reTepoapriIbHe KilbIe, Mo MiCTHTE 5-12 aToMiB

BYTJIELNO,

R smsie co6oro Boxers 60 METH;

m i n He3aIeXHO KOopiBmooTh 0, 1, 2 a6o 3; |

xoxumi R™ a6o R¥ wesanexno Bubpanm#t 3 rpymH, MO BKIOYAE BOJEHS, [iIpOKCH, (Top,
xnmop, NH,;, NHCH;, N(CHs),, COOCHi;, SCHs, SEt, Merun, CTHN, I30IpONmiN, BiHin,
TPU(TOPMETHI, METOKCH, €TOKCH, 130IPONOKCH 1 TPH(TOPMETOKCH.

33. Cooci6 3a m. 1, ge aminHa cmomyxa sBite coboro OKCandMiIlHEe MOXIfHE, IO Mae

HaCTyNHY CTPYKTypHY dopmMyny:

H B
" N)JY“ N I
(R Hod e F®e

Aem i n He3aNexHo JopieHioioTs 0, 1, 2 a6o 3; i

R i R¥ gesanexwuo BROpaHi 3 rpyns, Mo BKIXOYAE BOAEHB, ANKLN, aNKOKCHI, ATTKOKCIanKin,
OH, SR’, raoren, CN, NO,, COR’, COR®, CONR’R'’, NR°R", NR’CORY, SOR’, SO,R’,
SO,NR°R! °, NR9802RI°, aJKeHiN, MUKIOAIIKIN, IMKIIOANKEH, apUJl, TeTEPOAPHIT i FETEPOIIHKIL;

R’ i R gesanexwo Bubpani 3 H, C-Ceanmxiny, C3-Cemaxmoankiny i'C;-Ceamxeniny.

34. Crmoci6 3a 1. 33, ze R i R* gesanexmo Bubpadi 3 Ipymy, MO BKIOYAE BOAEHD,
rigpokcH, ¢rop, xiaop, NHz, NHCH;3, N(CHs),, 0,CCH3s, SH, SCH3, meTnn, etaun, i3onponin, sisin,
TpUTOPMETHII, METOKCH, €TOKCH, 130IIPOIIOKCH i TPH(TOPMETOKCH.

35. Crocib 3a 1. 33, e pagukan nipm-Rso Ma€ HaCTYIHY CTPYKTYPHY dopmyny:

abo
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36. Crroci6 3a Gyme-sxum 3 m. 1-35, xe log10 KoedilieHTa PO3NOALTY aMiZHOT CIIOMYKH Mix

H-OKT2HOJIOM 1 BOJOIO CKJIafiac MeHIIe 5,5. : .

37. Cnocib 32 m. 1, ne moxudixosanmit xaposuii abo NiKapCHKHI TIPOIYKT SBISE COBOK
Xap4OBUH IPOLYKT JULA TBAPHHM.

38. Cmoci6 3a o. 1, ne Monudixosamuit xapgosuit a6o TiKapehKuE NPOAYKT SBISE COGOI0
XapYOBHH NPOAYKT IS JHOAMHM.

39. Cnoci6 32 6yap-aKuM 3 HONEpENHIX MyHKTIB, e aMijHe TOXiTHe NpencTaBiaeHe y cknani
MOIE(IKOBAHOTO XapIOBOro ab0 MKAPCHKOro NIPOXYKTY y KOHUEHTpauii Bix 6mu3sko 0,01 wacTiuu
Ha MUIBHOH 10 61u3pK0 30 9acTHH Ha MUTBHOH. '

40. Monupikosarmit xapuosuii a60 JiKapceKH IPOAYKT, OTPHMaHMi 5K ONMMCaHO B 6Y.b-
AKOMY 3 DONEPENHIX MYHKTIB. : .

41. Xapyopmit a6o nixapcexuit mpoxykT abo ix HONEPENHHK, M0 MiCTHTH Big Gmusexo 0,001
9aCTHHY Ha MUIBHOH 10 67m35k0 100 9acTuH Ha MimsioH moHaiiMerme HETIPUPOTHOI aMifiHol
cuonyku abo ii mpumatHy B DKy NPUAHATHY Cilb, e aMilHa CIOMyKa Mae HaCTyIHY CTPYKTYPHY
dopmyny:

(RM)TA N—R?2
H s

Ae A MIiCTATB 5- ab0 6-ai1eHEe apuiIbHe a60 reTepoaprBHE KiTbIE;

m nopisrioe 0, 1, 2, 3 abo 4;

xoxamit R Hesamexwo BuOpanmit 3 rigpoken, ¢ropy, xnop;l(, NH,, NHCH;, N(CH;),,
CO,CHs, SEt, SCH3, mermmy, erwsy, isonpomimy, Biminy, TPH(TOPMETHITY, METOKCH, ETOKCH,
i3omponoxc i TprdTopMeToXCH; i

R? micTuts Bin 4 mo 14 aromiB Byrnewo i 0, 1, 2, 3, 4 abo S.I reTepoaToOMiB, HE3AJIEKHO
BHOPAHUX 3 KMCHIO, a30TY, CipKH.

42. Xapaopuit abo nikapcekuit npoxyxT abo ix momepemmmk 3a'm. 41, ;e A sBIIE CO60MHO
(eninpHe Kinpue.

43. Xapqosuil 200 mixapchKuit IPOAYKT a60 iX mOmepexHuK 3a 11 42, 1e m JopiBHIOE 1, 2
a6o 3.

44. Xapuosuil a60 NixapchKu# NpoxykT abo ix momepenssk 3a . 42, xe R? sBise coboio
posranyxenuit C3-Cjoamgi. ..

45. Xapaoswit abo AixapchKuil IPORyKT a60 IX MONEpeHyK 3a 11. 42, ne R? a1e cofomw a-
3aMileHy KapbOHOBY KHCNOTY 260 MeTHIIOBKH edip a-3aMilmeHOT KapGOHOBOT KUCTOTH.

46. Xapyopuit a60 JMiKapchKmit MPOLYKT abo iX MOMEPETHMK 3a n, 41, ne amigBa cronyka

Ma€ HaCTYNHY CTPYKTYPHY (OpPMYIy:
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0 0
. 0 ' N/RZ O , ; N/R2
O ' Rip 0O Rip

ne Ria 1 Ryp Be32I€KHO SBISIOTH CO6010 BOAEHS 260 METH.

47. Xapuosuit a60 mikapcekuit npoaykT abo ix momepeHHK 3a 1. 46, e R sB1se coboro
posranyxerai Cs-Cjoankin.

48. Xapuosuit 260 JiKapchku# IpoaykT abo ix nonepe,ﬁHKK 3a . 46, ne R* gB1ge o600 0-
3aMinIeHy KapOOHOBY KHCIIOTY a60 METHIOBHH edip a-3aMimenol kKapGOHOBOT KUCHOTH.

49. Xaposuit abo nikapchKuit mpoaykT abo ix momepemHMK 3a 1. 41, ne A SBISE COBOIO

MOHOLMKIIIIHAN reTepOapul, IpeaCTaBIeHMIH oz[Hiero 3 HacTynmHUX GOpMyIL:

@)‘

, / abo

| (R}, . (R1
(RYY, Xj\

Cagh
(RYY
%J/\
(R,
S .
(R1') / ‘ abo
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ne m gopismoe 0, 1, 2 abo 3, i xoxHmit R He3aNeXXHO BHOpaHMi 3 BONHIO, riIpoxcy,

$ropy, xnopy, NHy, NHCH3, N(CHs),, CO,CH;, SEt, SCH, METHIIY, €THITY, i30Npominy, 2iHiy,
TPAQTOPMETHITY, METOKCH, €TOKCH, i301IPONOKCH i TPHDTOPMETOKCH.

50. Xapuosnit 260 nixapcekuit mpoAykT abo ix momepemnyk 3a 1. 49, ne R? gB1s€ coboro
posranyxesuit C;-Cioanxi.

51. Xapuoeuit a60 mixapcexuit mponykr abo ix nonepemumk 3a 1. 49, ne R? sense co6o1o o-
3aMimeny kapGoHOBY KHCIIOTY a0 MeTuIoBHH edip 0-3aMimenoi KapbOHOBOI KHMCITOTH.

52. Xapyosuit 260 nixapcekuit NpoxykT abo ix momepemHuk 32 1. 41, ne mommudiropanwmii
XapuoByH ab0 JiKapchKui NPOXYKT sBisE co6010 TPOXYKT XAPLyBAHES A7 MEOXMHH.

53. Xapyosuit a6o niKapceKuil poAYKT abo iX monmepeHux 3a Oyne-gxuM 3 mm. 41-51, e
mozndikopaHul XapuoBMii ab0 NiKapCHKHE IPOLYKT BuOpaEmiA 3 rpynH, mMO BKIOYAE
KOHAHTEPChKi BUpobH, x1i606ynowHi Bupo6u, MOPO3HBO, MONOUH] NPOXYKTH, cononki abo roctpi
3aKyCKH, CHex-6apH, 3aMiHHMKM GOPOMIHSHMX NpPOLYKTIB, LOTOBI OPOAYKTH XapdyBaHHH, CyIy,
TaCTH, JIOKIIMHY, KOHCEPBH B METaNeBill Tapi, 3aMOpOXeHi IpoxykTH, cy6miMoBaHi MpOAYKTH,
OXOMOJVKER] Xap90Bi MPOYKTH, Macia i JHMpH, IUTTT MPOXYKTH XapIyBamHA i XapYoB1 NPOAYKTH
acTononi6HOT KOHCACTEHIT].

54. Xapuosmit mpoyxT a6o #oro momepemHHK 3a 1. 41, mo MiCTHTH OXEH a60 HeKiNbKa

BHJIIB M'ACa, TOMAIIHLO] NTHI, puby, 0BOYi, X1i6HI 31aKH ab0 bpyxTH.

55. Xapyosnii mpoxykr a6o #oro momepeanmk 3a m. 41, sxuii aBiase cO600 3aMOPOXKEHHH

IPONYKT, HEMPHUIOTOBAKY XY ab0 MOBHICTIO 260 YaCTKOBO PUrOTOBAHY 1KY.

56. Xapuopmit mpomyxr abo Horo momepenmmk 3a m. 41, sxmit sBate coBop cym,
riTpaToBaHmH ab0 KOHNEHTPOBaBMi Cyn 260 CyXui CyII.

57. Xapuosuii IpoxyxT abo Horo momepenHuk 3a 1. 41, ne MoamQixopanmit XapyoBu# 260
JHKApCHKAH NPOLYKT SIBIAE COGOIO 3aKYCKY. |

58. Xapuyosmdt mpomykr abo Horo NOmepeNHHK 32 OYXB-SKMM 3 I 41-51, ne
Mozudixosanuit XapuoBuii a6o NiKApCHKAE TPOXYKT sBIZE COBOKO JOUOMUKHY Xap4oBy noGasxy
JUIS OPUTOTYBAHHA DKI, XapuOBHH PO3YHAH, MNCHIOBAYi CMaxy IPORYKTY, IPHNpaBH abo cymiwi
IPUIIP2B.

59. Xapwosuit npomyxT a6o iforo monepearuk 3a I. 41, e MomrdikoBanHii Xap10Bui abo
TIKapChKui TPOAYKT ABIAE COGOK TOPT, BHINYKY, IHMPIT, ﬁyxeprcn, JKYBanbHY TYMKY, XelaTHH,
MOpO3HBO, QPYKTOBE MOPO3UBO, IYHHHT, DKM, Xele, ripnnpasy IULs cajaty, cremii, kaury,
KoHcepBoBaHi OpyKTH 260 QPYKTOBMIX cOyC.

60. Xapuomwmit npomykr aGo ioro nonepemmxl 3a Oyme-axuM 3 non. 41-51, ne
MOZu(iKOBaHu# XapyoBHit ab0 JKapCHKHMI IPOXYKT ABIAE COOOKO HAmi, OHTHY cyMmim abo ImuTHI

KOHLEHTPaTH.

83
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61. Xapyopuit npoxyxT ao iforo nonepennuk 3a 1. 41, ne MomuGiKOBaBME XapI0BHil abo

TiKapChKuit IPOMYKT SBILE COGOI0 razoBany Boay abo cik.

62. XapoBmil IpORYKT aG0 #Oro momepemmuk 3a m. 41, me MozubiKoBaHMI XapHoBHH 260
JIKapChKMH NPOAYKT SBIIE COGOI0 AMKOTONBHMM Hamil.

63. Xapuosud mpomykT a60 HOro moOmepemHHK 3a Oymp-sxam 3 nm. 41-51, ne
MoIudiKoBaHmK XapuoBkH abo NiKapchKHM HPOXYKT ABIIE COBOKO dapMaueBTHIRY KOMIIO3HLIIO,
NpH3HAYEHy AJIA TIEPOPATBHOTO BBEACHHA.

64. XapyoBu# nponykT abo HOro monepeXHUK 32 . 41, fue MOIH(}IKOBaHHI XapyoBui a6o
JUKapCBKHH IPOIYKT SBISE COGOI0 MPOAYKT ULl FiriCHH [OPOXHYHH POTa.

65. Xapuoemit a60 iikapcekuit mpomyxT abo ix NIONIEPeNHMK, MO MICTHTh IMOHaMMeHuIe
MOJIYJIOIOYY TOCTPHIL CMaK KimbKiCTh moHaiMenmTe ommiel oKcanmamiaEoi cponyku abo ii
IPUAATHOI B DKY NPAHRATHOT COMTi, Jie OKcalaMifHa CIoNyKa Mae HacTYIHY CIPYKTYpHY GopMyTy:

R50

o H
/l\ | B
(R T/U\H/N\ - PN (RE0)_
H O

3

ne A 1B HesanexHo SBIMIOTH COGOX apuiI, TeTEPOapHII, WAKITOATKIN 260 reTePOLHKI, IO
MicTHTh 5-12 KinbNEBHX aTOMIB; _

m 11 He3aIEXHO ZopismioTs 0, 1, 2, 3 a60 4-8,

R smyste coboro BoneHs 260 anKil, o MiCTHTE ozan-qorﬁpH aTOMH BYTJIEINIO;

R® BiICyTHiH abo sBige coboro C-Csankinen;

R i R¥ gmezanexmo BEOpaHi 3 IpymH, MO BKIIOYAE BOAEHD, TiAPOKCH, ¢rop, xn0p, NH,,
NHCH;3, N(CHs),, CO,CH3, SEt, SCHj, Metwun, eTw, isonponin,f BiHDI, TpU(TOPMETHI, METOKCH,
ETOKCH, 130IPONOKCH i TpHGTOpMETOKCH, 260 182 3 R Pa3soM YTBOPIOIOTh METHIEHIIOKCRKITBIE.

66. Xapgosmit mpomykT abo iforo monmepenHEK 3a m. 65, fe A i B He3anexHO SBILTOTH
coboro (eHinpEe, TipHAHIBHE, cbypaﬁi;mne, 6eﬂzo¢ypa}1iimie, nipomere, 6GeH3oTiodeHOoBE,
DiNCpHARIBHE, HKIONEHTIIBHE, UHIIOrEKCIILHE a60 OHKIOTENTHIRHE Kiblie;

m 1 n He3anexno AopieHIoNTs 0, 1, 2 abo 3;

R*® sp115€ coboro BOZEHH a00 METHIL;

R% smnse coboro -CHy- a60 -CH,CH,-.

67. Xapuosu#t nponykr a6o #oro momepemHuK 3a I. 66, ne B smise co6oio HEOBOB'I3KORO
3aMilleHe TipHAHHOBE KLTBIE. ‘

68. XapzoBri npoaykr abo #oro moneperux 3a 1. 67, ne pamuxan mipuaEmsEnit-RY Mac

HACTYNIHY CTPYKTYPHY QopMyIy:

S«
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69. XapwoBuit mpoAykT a60 HOro momepenHHK 3a m. 65, Oe aMizEa CNONyKa SBISE COOOX0

OKCaNaMiJHy CHONYKY, IO Ma€ HACTYNHY CTPYKTYpHY GopMymy:

(R70)m\A /\u )J\n/ N
O

&e A sByse cobor0 3aMmimene apribEe abo rerepoapuibHe Kinble, MO MiCTHTh 5-12 aToMiB

BYTJIEIO,

m i n gopisrroots 0, 1, 2 260 3; .

xoxemi R” i R¥ mesanexuo BHOpaH¥i 3 IPYIH, MO BKJIOYAE BOXEHB, IiAPOKCH, dTop,
x1nop, NHp, NHCH;, N(CH;),, CO,CHi, SEt, SCHj, meTwn, eTan, i300pomnin, Bigin, TpadTOpMETH,
METOKCH, ETOKCH, i3ONMPONOKCH i TpH(TOpMETOKcH, abo mBa 3 R pasoM  YTBOPKOIOTH
METHIICHIIOKCHKLITBIIE. I.

70. Xapuosmit mpoAykT abo #oro momepenEx 3a m. 69, xe A sBase cobow 2-, 3- abo 4-
MoHo3amimenu#t Qenin, 2,4-, 2,3-, 2,5-, 2,6-, 3,5- abo 3,6-nusamimenmit ¢erin, 3-anxin-4-
samimenuit denin, Tprsamimenmit derin, ne rpymu R7 He3alexHO BHOpaHi 3 rpymu, mo BKIFOYae
rigpoxen, drop, xnop, NHa, NHCH3, N(CH3),, CO,CH3, SEt, SCH3, metnn, eTun, isonponin, Binin,
TPEQTOPMETHJI, METOKCH, ETOKCH, I30TMpPONOKCH i Tpmb'ropmerbxcn, abo zmea 3 R pasom
YTBOPIOOTH METHIICHTIOKCRKLIBLE. ' '

71. Xapwosuil NpOXYXT abo Horo DomepemHHMK 3a I. 69, me A ABide coboro 3aMmimeHe
reTepoapuibHe Kilble, MO MIiCTHTh S5-12 aToMis Byrmemo, i ae 3aMicnmcH He3anexHo BUOpani 2
IPynH, IO BKIKOYAE BOAEHS, IAPOKCH, ¢rop, xiop, NHy, NHCH;, N(CH;),, CO,CHi, SEt, SCH;,
METWJ, TWI, I3ONPONN, BIHUL, TPHUQTOPMETHI, METOKCH, €TOKCH, i30NDONOKCH i
TpHPTOPMETOKCHUTPYIIH.

72. Xaposmii npoxykr abo #oro monmepeaHrk 3a 1. 69, ae A NpEACTABIECHWH OIHIEK 3

HacTymHUX QOpMYyIN: _ - .

Ss
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(RY

NT X N

17\ .

Rr)S(N _ abo | P abo
m (R")7 N

ne m nopisexoe 0, 1, 2 abo 3, 1 koxHAi RY HE3aIeKHO BUOpaHuH 3 rinpoxcH, Gropy, xnopy,
NH;, NHCH;, N(CHs);, COOCH,;, SCHs;, SEt, merumy, erury, izbnponiny, BIHINY,

TpUGTOPMETHITY, METOKCH, €TOKCH, 130IIPOIIOKCH 1 TPH)TOPMETOKCH.

b

73. OkcanaMigHa cONyKa, OI0 Ma€ HaCTYIHY CTp_YK'I'ypHy dopmymy:

(R? )\A/\N)‘l\”/ \/\B/(Rso)

bl
ze A 1B sBimors o600 3amimene apuipHe a60 reTepoapHIbHE Kinble, MO MICTHTE TpH-
JIBaHaIUATH KiJbIEBHX aTOMIB BYTJIELIIO;
m 11 He3a1exHO ZopiBHIOOTE 0, 1, 2 260 3;

xoxemit 3 R™ i R® wesanesxno BuCpannii 3 rpyny, Mo BKIIOYac rigpoxen, ¢rop, xnop, NH,,

S6
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NHCHjs, N(CHs),, COOCH3;, SCH3, SEt, MeTun, eTun, isomponin, BiHin, TpuTOPMETAN, METOKCH,

€TOKCH, {30IponoKcH 1 TpuhTOpMETOKCH, 200 nga 3 R™ Pa30M YTBOPIOIOTH METHIICH JIOKCHKIGBUE;
ab6o ii npunaTHa B DKY MpURAHATHA CiMb.
74. Oxcanaminna criotyka 3a 1. 73, xe B sBrsie co6oto mipummmsHe Kinsne.
. . . o 1580
75. Oxcamamimsa cmodyka 3a 0. 73, fe pammkan MIPATHIbHME-R™ Mae HacTymuy

CTPYKTYpY:

CH, '.
abo N .
(ENj {ENT

76. Oxcaramizya cromyka 3a In. 74, e A sBmse co6oro denintpHe Kitbe.

77. Oxcanaminga crionyka 3a 1. 76, ae B ABIsE coBOIO MPHIMIBHE KiBIE.

78. Oxcanamimma crmonyka 3a 1. 76, me mpEammeuiE-R* pamEkan Ma€ HacTYIRY
CTPYKTYDY: |

CH,
z = |
abo ~
{Q {Q/

79. OxcanaMifHa coyka 3a o. 73, ie A OpencTaBNeHMH OIHICHO iX HacTyIHHX GopMyn:

3



b

ze m mopisrxoe0, 1, 2 a6o 3, i xoxemit R mesanexno BHOpPaHMH 3 riIpOKcH, GTOpY, XJI0pY, |

NH;, NHCHj;, N(CH3), COOCH;, SCH;, SEt, Mermny, ermiy, isonpominy, siminy,
TpudTOPMETIITY, METOKCH, €TOKCH, 130IPONOKCH i TPH(PTOPMETOKCH. |

80. Oxcanamizma cnonyka 3a 1. 79, ne B asnste co6o10 mipaauibHe Kinble.

81. Oxcamamigma cnomyka 3a m. 80, me mipumwmrui-R® pagukan mac HACTYNHY

CTPYKTYpHY GOpMyIy:

82. OxcanaminBa cronyka 3a It. 73, mo SABIsSE coB60i0

e



S
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Nl-(2-Meroxcu-4—MeTmIGeHsnn)-NZ-(Z-(5-MeTHmIipn,unH-Z-iJ;)emn)oxcanaMin,
NI1-(2-meToxcu-4-meTunbensun)-N2-(2-(nipunun-2-in)eTun)oxcanamiz,
N1-(2,4-numeToxcuGensnn)-N2-(2-(5-Me Trmipuane-2-ir)eTin)oxcatamin,
Nl-(2,4-nnMemn6eH3nn)-N2-(2-(nipmnn—2-b1)emn)oxcanaui}1,

NI -(2,4-numeroxcu66H3un)-N2-(2-(nipﬁnHH-Z-in)erm)oxcanaMiz(,
N-(2,-4-numeroxcn6eH3un)-N-(2—nipnnHH—2-inemn)oxcanamin;{

abo X IpHIATHY B IKY NPUHHSATHY Cillb. '

83. AMinHa cronyka, mo sBie cobok '
N-(rentan-4-im)6enso[d][1,3]mioxcon-5-xap6oxcamin abo
N-(2,4-mameroxcubensmr)-N'-(2- Hipaman-2-i1e Trir)oKcanamiz;:
abo ix npuAaTEy B DKy NPHEHATHY CiIb.

84. Xapuwoswii a0 MiKapchKAA TPOXYKT, MO MICTHTB CIIONYKY 32 I 83 B KOBIeHTpallil Bil
6mma3pk0 0,01 1o 6;mu3sko 10 9acTHH Ha MiTBHOH. :

85. Xapuosmit abo Nikapcekuit OpomykT 3a 1. 84, nxe xapJoBHit a6o mixapcekmit mpomyKT
sABJI€ COBOIO XapHOEMIA MPOLYKT VIS JIEOLHHH.

86. XapuoBuif npoayKT 3a I. 85, Xe XapYoBHiz IPOIYKT BﬁGpaHnﬁ 3 TPy, gKa CKIIaJacThCs
3 TaKoi, IO BKIKOYAE KOHANTePChi BAPOGH, Xmi606ynoui BEpoGH, MOPO3MBO, MOJIOTH] IPOLYKTH,
conoaxi abo rocTpi 3aKycku, cHex-0apH, 3aMiHHWKH GOpOMESHMX NPOXYKTIB, FOTOBI DPORYKTH
XapYyBaHH{, CYyIM, IIACTH, JOKWMHY, KOHCEpBM B METaleBiff Tapi, 3amMOpOXeHi IPOXYKTH,
CY6iMOBaHi IPOLYKTH, OXONOIKEHi Xap90Bi IPOAYKTH, Maclla Ta JKEPH, IWTSdi NPOXYKTH
XapyyBaHHs T4 Xap4oBi NPOAYKTH HacTONONIOHOI KOHCHCTEHILT.

87. Xapuosmit pomyxT 3a 1. 85, sucwit MicTHTE OZMH 260 AeKimbKa BHAIB M'SCa, JOMANIHIO
THmo, prbYy, OBOY, XITi6HI 3maKu abo (bpyxrk.

83. Xapuopmit mpomykr 3a m. 85, sxmit sBmge COGOIO 3aMOPOXEHMH NpPOLYKT,
HEPUroTORaHY Ky a60 HOBHICTIO 260 YaCTKOBO MPHIOTOBAHY DXY.

89. Xapuomuii mponmyktr 3a . 85, sxmit sBuIE c96010 Cyn, riapaToBaHMii a6o
KOHUEHTPOBaHUH cyn abo cyxwii cym.

90. Xapuosuit mpoxykr 3a 0. 85, ae MOIHGIKOBAHMI xaﬁqomﬁ ab0 MKApPCBKHMHA ITPOAYKT
SBIAE COBOIO 3aKYCKY. '

91. XapuoBn# npoxyxT 32 m. 85, AKuii sBItE COGOIO AOMOMIXHY XapuoBy ROMILIKY st
NPHIOTYBaHHA XK1, XapYOBMI poztnfm,. HICHIEOBAY CMaKy DPORYKTY, NPHIpPABH ab0 cymimi

TIpUIIpasB.

Havansauk Bigginy . JI.C. TImoTo

BuxoHagens ! HO.JO. Konotinora



60

Your reference: 19328.0002RU1 GORODISSKY

Our reference:  2403-135148RU/113 & PARTWNERS

Application No.: 2006106919 j

Attorney Name: Elena E. Nazina . Page 1 0f 10
TRANSLATION

FEDERAL SERVICE FOR INTELLECTUAL PROPERTY, PATENTS AND TRADEMARKS (ROSPATENT)

DECISION
on grant of patent for invention
(21) Application Ne 2006106919/04(007484)  (22) Date of filing the application August 06, 2004

Basing on the results of substantive examination of the patent application conducted in respect to
O claimed invention
. [ claimed group of inventions _
the concordance thereof to the subject of patent rights and the requirements of patentability set forth by
the Civil Code of the Russian Federation has been revealed and in this connection decision to grant the
Patent of the Russian Federation on the invention is made. |

The Conclusion on the results of the consideration on merits is enclosed.

Enclosure: sheets

. Director General ' Boris Simonov
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(66) Filing date of the earlier application Ne

(30) Data relating to priority under the Paris Convention

(31) Number assigned fo priority ~ (32) Date of filing priority (33) Country code
application application '_
60/494,071 August 06, 2003 us
60/552,064 March 09, 2004 us
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Title

NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS, TASTE ENHANCERS, UMAMI OR SWEET

TASTANTS, AND/OR ENHANCERS AND USE THEREOF

Basing on the results of substantive examination of the patent application conducted in respect to

O originally filed claims £3] . claims amended by thé applicant the conformity of

O claimed invention claimed group of inventions to the requirements set forth
by Articles 1349 and 1350 of the Civil Code of the Russian Federation has been revealed.

Claims as granted are enclosed.
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(51)IPC
C07C 233/65 (2006.01)  €CO7D 317/68 (2006.01)  CO7D 307/56 (2006.01)
C07C 235/48 (2006.01)  CO7D 213/81 (2006.01)  CO7D 307/82 (2006.01)
CO07D 401/12 (2006.01) CO7D 231/14 (2006.01)  A23L 1/226 (2006.01)
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CO7D 409/12 (2006.01)  CO7D 333/38 (2006.01)  CO7D 213/56 (2006.01)
C07D 417/12 (2006.01)  CO7D 333/62 (2006.01)
& |
1. A savory or sweet flavoring agent, which is non-naturally occurring amide compound, or a

comestibly acceptable salt thereof, wherein the amide compound has the formula:

O

A

(Rl') m_ A E_Rz

wherein A is phenyl or a 5 or 6 membered heteroaryl ring selected from the group consisting of pyridine,

pyrazine, pyrazole, thiazole, furan, thiophene, benzofuran and benzothiophene;

mis 1,2, or3; .

each R! is independently selected from hydroxy, fluoro, chloro, SEt, SCH3, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, and isopropoxy, or alternatively, two of R1' are bonded together to form a
saturated C1-Cs alkylenedioxy ring on phenyl; and |

R2is C3-C1p branched alkyl,

in amount of about 0.001 ppm to about 100 ppm.

2. The flavoring agent of claim 1 wherein A is a phenyl rilng.

3. The ﬂavoring agent of claim 1 wherein the amide combound has the formula

Wosa eoqd

wherein R1a and R1p are independently hydrogen or methyl.

4, The flavoring agent of claim 1 wherein A is a monocyclic heteroaryl having one of the formulas

0 0 0 6 ? 3 1 5 6 0
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Ry N RYY ®Yy  ®yN

wherein m is 1, 2, or 3, and each R" is independently selected from hydrogen, hydroxy, fluoro, chloro,

SEt, SCHs, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, and isopropoxy.

5. The flavoring agent of claim 1, which is used for producing a food for human consumption.

6. The flavoring agent of claim 5 wherein the food is selected from the group consisting of
confectioneries, bakery products, ice creams, dairy products, sweet and savory snacks, snack bars, meal
replacement products, ready meals, soups, pastas, noodles, canned foods, frozen foods, dried foods, chilled

foods, oils and fats, baby foods, and spreads.

7. The flavoring agent of claim 5, wherein the food comprising one or more meats, poultry, fish,
vegetables, grains, or fruits.

8. The flavoring agent of claim 5, wherein the food is a frozen food, an uncooked food, or a fully or
partially cooked food.

9. The flavoring agent of claim 5, wherein the food is a soup, a dehydrated or concentrated soup, or
a dry soup.

10.  The flavoring agent of claim 5, wherein the food is a snack food.

11, The flavoring agent of claim 5, wherein the food is a cooking aid product, a meal solution product,
a meal enhancement product, a seasoning, or a seasoning blend.
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12. The flavoring agent of claim 5, wherein the food is a cake, cookie, pie, candy, chewing gum,

gelatin, ice cream, sorbet, pudding, jam, jelly, salad dressing, condiment, cereal, canned fruit, or fruit sauce.

13.  The flavoring agent of claim 5, wherein the food is a beverage, a beverage mix, or a beverage
concentrate.

14, The flavoring agent of claim 13, wherein the beverage is a soda, or juice.
15, The flavoring agent of claim 13, wherein the beverage is an alcoholic beverage.

16.  The flavoring agent of claim 1, which is used for producing a pharmaceutical composition for oral
administration. :

17. The flavoring agent of claim 16, which is a part of an oral hygiene product.

18. A savory or sweet flavoring agent, which is oxalamide compound, or a comestible acceptable salt
thereof, wherein the oxalamide compound has the formula
R50

0] I|-| ‘
(R0 /K N _B
™A N geo” (R,
H

0]
wherein A is phenyl, thiophene, furan, pyrrole, benzofuran, benzothiophene, or benzothiazole;

B is pyridine, thiophene, or furan;

m and n are independently 0, 1, 2;

R30 is hydrogen or methyl;

R80 is a C1-Cs alkylene;

each R0 is independently selected from the group consisting of hydrogen, hydroxy, fluoro, chloro,
CO2CHs, SEt, SCHs, methyl, ethyl, isopropyl, methoxy, ethoxy, and isopropoxy, or two of R™ together form a
methylenedioxy ring; and

R80 is hydrogen, methyl, ethyl, or isopropyl.

in amount of about 0.001 ppm to about 100 ppm.

19.  The flavoring agent of claim 18 comprising said compounds at a concentration between about
0.001 to about 100 ppm.
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20.  The flavoring agent of claim 18 wherein
mis 1or2;

nisOor1;

R is hydrogen;

R80 is -CHa. or -CH,CHy-,

21, The flavoring agent of claim 20 wherein B is an optionélly substituted pyridine ring.

22.  The flavoring agent of claim 21 wherein the pyridyl—R80' radical has the structure
CH
/ / 3
| o« [ ]
%?Z Ny ‘LLL N’

23.  The flavoring agent of claim 18 wherein the amide compound is an oxalamide compound having

Q & A 80
(RT%) N A o
m\A/\'p', N
0

wherein A is phenyl, thiophene, furan, pyrrole, benzofuran, benzothiophene, or benzothiazole:
mis1or2;

the formula

nisOorf;

each R is independently selected from the group consisting of hydrogen, hydroxy, fluoro, chloro,
CO,CHs, SEt, SCHs, methyl, ethyl, isopropyl, methoxy, ethoxy, and isopfopoxy, or two of R0 together form a
methylenedioxy ring; and '

R80 is methyl.

24, The flavoring agent of claim 23 wherein A is a 2-, 3-, or 4—mono-substituted phenyl, 2,4-, 2,3-,
2,5+, 2,6-, 3,5, or 3,6-disubstituted phenyl, 3-alkyl-4-substituted phenyl, phenyl, wherein the R70 groups are
independently selected from the group consisting of, hydroxy, fluoro, chloro, CO2CHs, SEt, SCH;, methyl, ethyl,

isopropyl, methoxy, ethoxy, and isopropoxy, or two of R70 together form a methylenedioxy ring.
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25.  The flavoring agent of claim 23 wherein A is substituted thiophene, furan, pyrrole, benzofuran,
benzothiophene, or benzothiazole and wherein the substituent groups are independently selected from the group
consisting of hydrogen, hydroxy, fluoro, chloro, CO2CHs, SEt, SCH;, methyl, ethyl, isopropyl, methoxy, ethoxy,
and isopropoxy.

26.  The flavoring agent of claim 23 wherein A has one of the fqrmulas

fé\i}/%lor ”QES/E or

(RT0)n (R0)n
_ r
H - R
Y N _ % N
(R)n (R0 (R7d)m
S %
(R0 (R)p- '-

wherein m is 1 or 2, and each R is independently selected from independently selected from hydroxy,

fluoro, chloro, COOCH3, SCH3, SEt, methyl, ethyl, isopropyl, methoxy, ethoxy, and iSOpropoxy.

27.  An oxalamide compound having the formula

0 i
H 80
70 R
(R )m\A/\”)J\”/N\/\B/( n
o] '-

wherein A is phenyl, thiophene, furan, pyrrole, benzofuran, benzothiophene, or benzothiazole:

B is pyridine, thiophene, or furan; '

m and n are independently 0, 1, 2;

each R is independently selected from the group consisting of hydrogen, hydroxy, fluoro, chloro,
CO.CHs, SEt, SCHs, methyl, ethyl, isopropyl, methoxy, ethoxy, and isopropoxy, or two of R0 together form a
methylenedioxy ring; and |

Re0 is hydrogen, methyl, ethyl, or isopropyl;

or a comestibly acceptable salt thereof.

6.
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28.  The oxalamide compound of claim 27 wherein Bis a pyridy| ring.
29.  The oxalamide compound of claim 28 wherein the pyridyl-R® radical has the structure
A | or /Ej/ )
is\ N ‘1&?‘ \N
30.  The oxalamide compound of claim 27 wherein A is a phenyl ring.
31. The oxalamide compound of claim 30 wherein B is a pyridyl ring.
32, The oxalamide compound of claim 31 wherein the pyridyl-R8 radical has the structure

zg@ i ‘s{@ )

33.  The oxalamide compound of claim 27 wherein A has one of the formulas

A
< o
T T

R70)m
Rl'
‘%
2 Sy e Y
(R70)p (R0) (R70)p,
SN
€T s/::ﬁ“
(R70)m (R70)m .

wherein m is 1 or 2, and each R is independently selected from independently selected from hydroxy,
fluoro, chloro, COOCH3, SCHs, SEt, methyl, ethyl, isopropyl, methoxy, ethoxy, and isopropoxy.

34.  The oxalamide compound of claim 33 wherein B is a pyridyl ring.

35. The oxalamide compound of claim 34 wherein the pyridyl-R& radical has the structure
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36.  The oxalamide compound of claim 27 having the formula
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide (S263),
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide (S976),
N1-(2,4-dimethoxybenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethylbenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethoxybenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide (S363);

or a comestible acceptable salt thereof.

37.  Anamide compound having the formula:
N-(heptan-4-yl)benzo[d][1,3]dioxole-5-carboxamide (S807);
N-(2,4-Dimethoxy-benzyl)-N'-(2-pyridin-2-yl-thyl)-oxalamide (S336);
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamid (S263);
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide (S976);
(R)-N-(1-methoxy-4-methylpentan-2-y1)-3 4-dimethylbenzamide;
N-(2,3-Dimethoxybenzyl)-N'-(2-(pyridine-2-yl)ethyl)oxalamide;

or a comestible acceptable salt thereof.

38. A savory or sweet flavoring agent, which is the compound of claim 37 at a concentration between

o about 0.01 to about 10 ppm.

(56)

39.  The flavoring agent of claim 38, which is used for producing a food for human consumption.

WO 99/59582 Al, 25.11.1999, ~ DE 10109856 Al, 05.09.2002,
WO 99/21543 Al, 06.05.1999, " IP2000-344752 A, 12.12.2000,
WO 97/08164 Al, 06.03.1997 ~US 2003/0232407 A1, 26.06.2002,
CN 1415596 A, 07.05.2003, ~ US 6383778 B, 07.05.2002,

WO 92/00968 A, 23.01.1992, ~ SU 1750419 A3, 23.07.1992

The specification the application will be used as the specification of the patent.
Encl.: Abstract prepared by the Examiner.
Patent Examiner
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Re. Application Ne 2006106919/04

(54) NOVEL FLAVORS, FLAVOR MODIFIERS, TASTANTS, TASTE ENHANCERS, UMAMI OR
SWEET TASTANTS, AND/OR ENHANCERS AND USE THEREOF

Abstract

(57) The invention relates to the savory or sweet flavoring agents, which is non-naturally occurring amide
compound, or a comestibly acceptable salt thereof in amount of about 0.001 ppm to about 100 ppm. The amide
comound has the formula (1), wherein A is phenyl or a 5 or 6 membered heteroaryl ring selected from the group
consisting of pyridine, pyrazine, pyrazole, thiazole, furan, thiophene, benzofuran and benzothiophene; m is 1, 2,
or 3; each R is independently selected from hydroxy, fluoro, chioro, SEt, SCHs, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, and isopropoxy, or alternatively, two of R" are bonded together to form a
saturated C+-Cs alkylenedioxy ring on phenyl; and R2 is C3-C+o branched alkyl. Also the aminde coumpound has
the formula (11), wherein A, B, R% R8 R, R8, n and m has the same definitions as indicated in the claims. Also
the amide compound is a particular chemical compound. The technical result is the flavor modifies, savory or

sweet enhancers of the food and medical products.

' 0 H :

)(J)\ R, g )\ )H/ l!l\ B 80

\ A N R0 (R89)
R, —A ol "

— R2
E R (" (1

5 independent claims, 34 dependent claims, 7 tables, 180 examples
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CLAIMS

I.

A method for modulating the taste of a comestible or medicinal product comprising:

a) providing at least one comestible or medicinal product, or a precursor
thereof, and
b) combining the comestible or medicinal product or precursor thereof with at

least a savory flavor modulating amount of at least one non-naturally
occurring amide compound, or a comestibly acceptable salt thereof, so as to
forin a modified comestible or medicinal product;

wherein the amide compound has the formula:

o
)k R2
R N~

Ls
wherein R! comprises a hydrocarbon residue l_;aving at least three carbon atoms and
optionally one to ten heteroatoms independently selected from oxygen, nitrogen,
sulfur, halogens, or phosphorus; and _
wherein one of R? and R? is H the other of R? and R® comprises a hydrocarbon
residue having at least three carbon atoms and optionally one to ten hetéroatoms
independently selected from oxygen, nitrogen, sulfur, halogens, or phosphorus; and
wherein the amide compound has a molecular weight of 500 grams per mole or
less.

The method of claim 1 wherein the amide compound has the formula:

0)

A

I e
(R )m—A II§]I : RZ

wherein A comprises a 5 or 6 membered aryl or heteroaryl ring;

mis0,1,2,3 or4; i

each R is independently selected from alkyl, alkoxy, alkoxy-alkyl, hydroxyalkyl,
OH, CN, CO,H, CO,R®,CHO, COR®, SRS, halogen, alkenyl, cycloalkyl, |
cycloalkenyl, heterocycle, aryl, and heteroaryl; and

RS is C;-Cg alkyl.

The method of claim 2 wherein A is a phenyl ring or a pyridyl ring.
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10.

11.

12,

The method of claim 3 wherein m is 1, 2, or 3.

The method of claim 4 wherein each R" is independently selected from hydrogen
hydroxy, fluoro, chloro, NH,, NHCH3, N(CHs),, COOCH;, SCH;, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy,

4

trifluoromethoxy, or a monocyclic aryl or heteroaryl group.

The method of claim 2 wherein A is a phenyl nng and each R" is independently
selected from hydrogen, hydroxy, fluoro, chloro, NH,, NHCH3, N(CHs),,
COOCH;, SCH;, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy groups.

The method of claim 6 wherein R? is a C3-Cyo branched alkyl

The method of claim 2 wherein R? is a Cs5-C;o braniched alkyl substituted with one
or two substituents independently selected from hydrogen, hydroxy, fluoro, chloro,
NH;, NHCHj3;, N(CH3),, O,CCH;3;, CO,CH;, SCHg; SEt, methyl, ethyl, isopropyl,
vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.

The method of claim 6 wherein R? is a 1-(1,2,3,4) f_etrahydronapthalene. ring or an
2,3-dihydro-1H-indene ring having the formula

2 v
(R*)m or (R%)m
wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-

aromatic ring and is independently selected from hydroxy, fluoro, chloro, NH,,
NHCH;, N(CHs),, CO,CH3, SCHj, SEt, methyl, ethyl, isopropyl, vinyl,

trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

The method of claim 6 wherein R? is a phenyl ring optionally substituted with one
or two substituents independently selected from hydroxy, fluoro, chloro, NH,,
NHCHj3;, N(CHs),, CO,CH3, SCHj3, SEt, methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

The method of claim 2 wherein R? is an o-substituted carboxylic acid or a-
substituted carboxylic acid lower alkyl ester.

The method of claim 6 wherein R? is an a-substituted carboxylic acid methyl ester.

Al



13.  The method of claim 12 wherein the a-substituted carboxylic acid or a-substituted
carboxylic acid ester residue corresponds to that of a naturally occurring a-amino

acid or an ester thereof,, or its opposite enantiomer.

14.  The method of claim 2 wherein A is a monocyclic 'héteroaryl wherein each R" is
5 independently selected from hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj,
N(CHs);, COOCH3, SCHs3, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

15.  The method of claim 2 wherein A has one of the following formulas

3
(RIQ/W(RI,/Q/ /Y

RY

Y )n bt @\)"‘y
joetd /@Y“; lej%‘

Ry N ®RYY (Rl'r)n

NN (
I, J 3
®! 21/ N (Rv%/ N 1
15 wherein mis 0, 1, 2, or 3, and each R!"is 1ndependent_ly selected from hydroxy,

fluoro, chloro, NH;, NHCH3, N(CHs),, CO,CH;, SCH3, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, triflucromethoxy,

10

or a monocyclic aryl or heteroaryl group.

¥
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The method of claim 15 wherein R? has the formula

(R¥)m or (RZ')Tn
wherein m is 0,1, 2, or 3, and each R!’ can be bonded to either the aromatic or non-
aromatic ring and is independently selected froi:n hydroxy, fluoro, chloro, NHj,
NHCHj3, N(CHs)z, CO,CH3,SCH3, SEt, methyl,; ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.

The method of claim 2 wherein A is a moncyclic, fused bicyclic or linked bicyclic
aromatic heteroaryl, optionally substituted with 0, 1, 2, 3, or 4 substituents
independently selected from hydroxy, fluoro, chloro, NH,, NHCH;, N(CHs),,
CO,CH3,SCHj, SEt, methyl, ethyl, isopropyl, vinyl, triftuoromethyl, methoxy,
ethoxy, isopropoxy, and triflucromethoxy groups.

The method of claim 1 wherein the amide compound has the formula

Q 2 | i R2
0 R O N/
< N or H
Rla H o
0 Ry 0 Ry

wherein Ry, and Ry are independently hydrogen or a lower alkyl.

The method of claim 18 wherein R;, and Ry are independently hydrogen or methyl.
The method of claim 18 wherein R? is a C3-C;q branched alkyl.

The method of claim 18 wherein R? has the formula

2

(R} or (R27m

wherein m is 0,1, 2, or 3, and each R? can be bonded to either the aromatic or non-
aromatic ring and each R? is independently selected from hydroxy, fluoro, chloro,
NH;, NHCHj3, N(CH3),, CO;CH3, SCH;, SEt, methyl, ethyl, isopropyl, vinyl,

trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy groups.
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22.

23.
24,

25.

Xy

The method of claim 1 wherein the amide compound is an oxalamide compound

having the formula
R30

ro O
wherein R'%nd R* are independently selected hydrocarbon residues having at least
three carbon atoms and optionally one to ten heteroatoms independently selected
from oxygen, nitrogen, sulfur, halogens, or phosphorus, and
wherein R?and R¥ are independently selected frdm hydrogen and a hydrocarbon
residue having at least three carbon atoms and optionally one to ten heteroatoms
independently selected from oxygen, nitrogen, sulfur, halogens, or phosphorus.
The method of claim 22 wherein R?%and R* are hiydrogen.
The method of claim 22 wherein R'® and R* are independently selected from the
group consisting of arylalkyls, heteroarylalkyls, ¢ycloalkyl-alkyls, and heterocycle-
alkyls comprising five to 15 carbon atoms, and wherein each of R'® and R* can

optionally comprise one to one to four substituents independently selected from

hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj3, N(CH;),, CO,CHs, SEt, SCHj,

methyl, ethyl, isopropyl, vinyl, triflucromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy.

The method of claim 1 wherein the amide compound is an oxalamide compound
having the formula

R50 o

R40 -I
|
R79), /k N’ B
(R \A T)H‘/ \'R60/ \(Rso)n

R o©
wherein A and B are independently an aryl, heteroaryl, cycloalkyl, or a heterocycle
comprising 5 to 12 ring atoms;
m and n are independently 0, 1, 2, 3 or 4-8; R?Oand R*% are hydrogen,
R is hydrogen or an alkyl or substituted alkyl residue comprising one to four
carbon atoms; .
R% is absent or a C;-Cs alkylene or a C;-Cs substituted alkylene;
R™ and R¥ are independently selected from the group consisting of hydrogen,
alkyl, alkoxyl, alkoxy-alkyl, OH, SR®, halogen, CN, NO,, CO,R’, COR’,
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26.

27.

28.

CONR’R', NR’R", NR’COR'®, SOR’, SO;R®, SO,;NR®R!, NR°SO,R?, alkenyl,
cycloalkyl, cycloalkenyl, aryl, heteroaryl, and heterocycle;

R® and R'® are independently selected from H, C;-Cj alkyl, C3-Cs cycloalkyl, and
C1-Ce alkenyl; |

The method of claim 25 wherein A and B are independently a phenyl, pyridyl,
furanyl, benzofuranyl, pyrrole, benzothiophene, piperidyl, cyclopentyl, cyclohexyl,
or cycloheptyl ring;

m and n are independently 0, 1, 2, or 3;

R¥%nd R* are hydrogen;

R¥is hydrogen or methyl;

R®isa C; alkylene; .

R™ and R* are independently selected from hydrogen, hydroxy, fluoro, chloro,
NH,, NHCHj3, N(CH3);, CO,CH3, SEt, SCHs, methyl, ethyl, isopropyl, vinyl,
triflucromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.

The method of claim 1 wherein the amide compound is an oxalamide compound
having the formula

R50

o)
e

o]
wherein A is a phenyl, pyridyl, furanyl, pyrrole, j)iperidyl, cyclopentyl, cyclohexyl,
or cycloheptyl ring; '
m and n are independently 0, 1, 2, or 3;
R* is hydrogen or methyl;
Pis1or2;and

R and R¥ are independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH;, NHCH3, N(CHs),, COOCH;, SCH;, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy , or two of R7 together form a methylenedioxy ring.
The method of claim 27 wherein the pyridyl-R*° radical has the structure
_ ._CH
= l =4 | 8
BT BN
N N
or
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29.

30.

31.

32.

e

The method of claim 1 wherein the amide compound is an oxalamide compound
having the formula

R50

Ar H

wherein Ar' is a substituted aryl or heteroaryl ring- comprising five to 12 carbon
atoms;
R* is hydrogen or methyl;
nis 0, 1,2, o0r3;
each R¥ is independently selected from the group consisting of hydroxy, fluoro,
chloro, NH,, NHCH3, N(CHs),, CO,CHs, SEt, SCH, methyl, ethyl, isopropyl,
vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy.
The method of claim 29 wherein Ar' is a 2-, 3-, or 4-mono-substituted phenyl, 2,4-,
2,3-,2,5,2,6, 3,5-, or 3,6-disubstituted phenyl, 3-alkyl-4-substituted phenyl, a tri-
substituted phenyl wherein the substituent groups are independently selected from
the group consisting of hydroxy, fluoro, chloro, NH,, NHCHs, N(CHs),, CO,CH;,
SEt, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy,
isopropoxy, and trifluoromethoxy, or twe of the substituents together form a
methylenedioxy ring on the phenyl ring.
The method of claim 29 wherein Ar' is a substituted heteroaryl ring comprising 5 to
12 carbon atoms and wherein the substituent groups are independently selected
from the group consisting of hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj3;,
N(CHs), CO,CH3, SEt, SCH3, methyl, ethyl, isopropyl, vinyl, triftuoromethyl,
methoxy, ethoxy, isopropoxy, and trifluoromethoxy.
The method of claim 1 wherein the amide compound 1s an oxalamide compound
having the formula

R50 o

70 N _ |
i )m\A/K”/“\I( \/\K\j (REO),

9]

wherein A is a substituted aryl or heteroaryl ring compriéing five to 12 carbon

atoms;

R is hydrogen or methyl;
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33.

34,

35.

36.

37.

38.

A7

m and n are independently 0, 1, 2, or 3;

each R™ or R¥ js independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH;, NHCH;, N(CH;),, COOCH3;, SCHi, SEt, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy .

The method of claim 1 wherein the amide compound is an oxalamide compound

having the formula

0

N
RTO), @/\H I \/K\} (R0),

wherein m and n are independently 0, 1, 2, or 3; and

R” and R® are independently selected from the group consisting of hydrogeh,
alkyl, alkoxyl, alkoxy-alkyl, OH, SR®, halogen, CN, NO,, CO,R’, COR’,
CONR’R'’, NR’R", NR’COR'’, SOR’, SO;R®, SO,NR’R'®, NR’SO,R'?, alkenyl,
cycloalkyl, cycloalkenyl, aryl, heteroaryl, and heterocycle;

R’ and R' are independently selected from H, C,-Cg alkyl, C5-Cs cycloalkyl, and
C1-Cs alkenyl _

The method of claim 33 wherein R7" and R® are'_independentl'y selected from the
group consisting of hydrogen, hydroxy, fluoro, chloro, NH,, NHCHj;, N(CH3)s,
0,CCHs, SH, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy.

The method of claim 33 wherein the pyridyl-R® radical has the structure
CH
7 7 3

|
e i
or
The method of any of claims 1-35 wherein the log'® of the partition coefficient of
the amide compound between n-octanol and water 1s less than 5.5.
The method of claim 1 wherein the modified comestible or medicinal product is a
food for animal consumption.

The method of claim 1 wherein the modified comestible or medicinal product is a

food for human consumption.
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39.

40.

41.

42.

43.

44

45.

46.

The method of any one of the preceding claims wherein the amide compound is
present in the modified comestible or medicinal product at a concentration from
about 0.01 ppm to about 30 ppm.

The modified comestible or medicinal product produced by any one of the
preceding claims. :

A comestible or medicinal product, or a precursor thereof comprising about 0.001
ppm to about 100 ppm of at least one non-naturally occurring amide compound, or

a comestibly acceptable salt thereof, wherein the amide compound has the formula:

O

A

_ (Rl')m__ A g___Rg

wherein A comprises a 5 or 6 membered ary! or heteroaryl ring;
mis0,1,2,30r4;

each R is independently selected from hydroxy, ﬂIIIOI'O, chloro, NH;, NHCH3,
N(CHs;),, CO,CH3, SEt, SCH3, methyl, ethyl, isopropyl, vinyl, trifluoromethyl,
methoxy, ethoxy, isopropoxy, and triﬂuoromethoxy; and

R? comprises between 4 and 14 carbon atoms and 0, 1, 2, 3, 4, or 5 heteroatoms
independently selected from oxygen, nitrogen, sulfur.

The comestible or medicinal product, or a precursor thereof of claim 41 wherein A
is a phenyl ring . '

The comestible or medicinal product, or a precursor thereof of claim 42 wherein m

is 1,2, or3.

- The comestible or medicinal product, or a precursor thereof of claim 42 wherein R?

is a C3-Cyq branched alkyl

The comestible or medicinal product, or a precursor thereof of claim 42 wherein R?
is an a-substituted carboxylic acid or a-substituted carboxylic acid methy! ester.
The comestible or medicinal product, or a precursor thereof of claim 41 wherein the

amide compound has the formula

2
_R
N o
b

0 .
Ry a—<o

O
R

1



wherein R;, and Ry are independently hydrogen or methyl.
47.  The comestible or medicinal product, or a precursor thereof of claim 46 wherein R
is a C3-Cyq branched alkyl
48.  The comestible or medicinal product, or a precursor thereof of claim 46 wherein R2
5 is an a-substituted carboxylic acid or a-substituted carboxylic acid methyl ester.
49.  The comestible or medicinal product, or a precursor thereof of claim 41 wherein A

is a monocyclic heteroaryl having one of the formulas

10
I
g or S@/ or € ] or N j/
(Rl 2[1/\ / (Rl '2{1 —— (Rl 2{1/\\,,N \S
o & or (N\ Eor | | h "
! /| N/ 1' /I = EN 7
®Y ®Y ®R")
N
A '771 N\ ‘1'7. “/ AN'S l?z‘-
L or [ = o N / S
/ . / - Vi
RY T ®EN /Y
whereinmis 0, 1, 2, or 3, and each R is independently selected from hydrogen,
15 hydroxy, fluoro, chloro, NH,, NHCH3, N(CH3),, COch'-__g, SEt, SCH3, methyl,

ethyl, isopropyl, vinyl, triflucromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy. '

10
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50.

51,

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

=l

The comestible or medicinal product, or a precursor thereof of claim 49 wherein R?
is a C3~Cg branched alkyl

The comestible or medicinal product, or a precursor thereof of claim 49 wherein R®
is an a-substituted carboxylic acid or a-substituted carboxylic acid methyl ester.
The comestible or medicinal product, or a precursor thereof of claim 41 wherein the
modified comestible or medicinal product is a food for human consumption.

The comestible or medicinal product, or a precursor thereof of any of claims 41-51
wherein the modified comestible or medicinal product is selected from the group
consisting of confectioneries, bakery products, ice creams, dairy products, sweet
and savory snacks, snack bars, meal replacement products, ready meals, soups,
pastas, noodles, canned foods, frozen foods, dried foods, chilled foods, oils and fats,
baby foods, and spreads.

A comestible product, or a precursor thereof of claim 41 comprising one or more
meats, poultry, fish, vegetables, grains, or fruits.

A comestible product, or a precursor thereof of claim 41 that is a frozen food, an
uncooked food, or a fully or partially cooked food.

A comestible product, or a precursor thereof of claim 41 that is a soup, a dehydrated
or concentrated soup, or a dry soup.

A comestible product, or a precursor thereof of claim 41wherein the modified
comestible or medicinal product is a snack food.

A comestible product, or a precursor thereof of any of claims 41-51 wherein the
modified comestible or medicinal product is a cooking aid product, a meal solution
product, a meal enhancement product, a seasoning, or a seasoning blend.

A comestible product, or a precursor thereof of claim 41 wherein the modified
comestible or medicinal product is a cake, cookie, pie, candy, chewing gum,
gelatin, ice cream, sorbet, pudding, jam, jelly, salad dressing, condiment, cereal,
canned fruit, or fruit sauce.

A comestible product, or a precursor thereof of any of claims 41-51 wherein the
modified comestible or medicinal product is a beverage, a beverage mix, or a
beverage concentrate.

A comestible product, or a precursor thereof of claim 41 wherein the modified
comestible or medicinal product is a soda, or juice.

A comestible product, or a precursor thereof of claim 41 wherein the modified

comestible or medicinal product is an alcoholic beverage.

11
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63.

64.

65.

66.

67.

68.

A

A comestible product, or a precursor thereof of claims any of claims 41-51 wherein
the modified comestible or medicinal product is a pharmaceutical composition for
oral administration. I,
A comestible product, or a precursor thereof of ¢laim 41 wherein the modified
comestible or medicinal product is an oral hygiene product.
A comestible or medicinal product, or a precursor thereof comprising at least a
savory flavor modulating amount of at least one oxalamide compound, or a
comestibly acceptable salt thereof, wherein the oxalamide compound has the
formula

R50

(R7°)m\ )\ )‘\’( ~ eo/ \(Rso)

wherein A and B are mdependently an aryl, heteroaryl, cycloalkyl, or a heterocycle
comprising 5 to 12 ring atoms;
m and n are independently 0, 1, 2, 3 or 4-8,

% is hydrogen or an alkyl comprising one to four carbon atoms;

0 is absent or a C;-Cs alkylene; ,
R"° and R¥ are independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CHs),, CO;CHs, SEt, SCH3, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy, or two of R’ together form a methylenedioxy ring.
A comestible product, or a precursor thereof of claim 65 wherein A and B are
independently a phenyl, pyridyl, furanyl, benzofuranyl, pyrrole, benzothiophene,
piperidyl, cyclopentyl, cyclohexyl, or cycloheptyl rmg,
m and n are independently 0, 1, 2, or 3;
R is hydrogen or methyl;
R% is -CH,. or -CH,CHy-.
A comestible product, or a precursor thereof of claim 66 wherein B is an optionally
substituted pyridine ring. _ |
A comestible product, or a precursor thereof of claim 67 wherein the pyridyl-R¥
radical has the structure

12
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69.

70.

71.

72.

E/Q ) “&L/QJ/

A comestible product, or a precursor thereof of claim 65 wherein the amide

compound is an oxalamide compound having the formula

0
(R70) H
m \A/\H
(0]

wherein A is a substituted aryl or heteroaryl ring comprising five to 12 carbon

atoms;

mandnare0, 1,2, or 3;

each R’ and R¥ is independently selected from the group consisting of hydrogen,
hydroxy, fluoro, chloro, NH,, NHCH3, N(CHj3),, CO,CHj3, SEt, SCH3, methyl,
ethyl, isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy, or two of R™ together form a methylenedioxy ring.

A comestible product, or a precursor thereof of claim 69 wherein A is a 2-, 3-, or 4-
mono-substituted phenyl, 2,4-, 2,3-, 2,5, 2,6, 3,5-, or 3,6-disubstituted phenyi, 3-
alkyl-4-substituted phenyl, a tri-substituted phenyl, wherein the R groups are
independently selected from the group consisting of, hydroxy, fluoro, chloro, NH,,
NHCHj3;, N(CHj3),, CO,CH;, SEt, SCH3; methyl, ethyl, isopropyl, vinyl,
trifluoromethyl, methoxy, ethoxy, isopropoxy, and trifluoromethoxy, or two of R”
together form a methylenedioxy ring.

A comestible product, or a precursor thereof of claim 69 wherein A is substituted
heteroaryl ring comprising 5 to 12 carbon atoms and wherein the substituent groups
are independently selected from the group consisting of hydrogen, hydroxy, fluoro,
chloro, NH,, NHCH3, N(CH3)2, CO,CHj3, SEt, SCH3, methyl, ethyl, isopropyl,
vinyl, triflucromethyl, methoxy, ethoxy, isopropoxy, and triflucromethoxy group.
A comestible product, or a precursor thereof of claim 69 whérein A has one of the

formulas
%
R Q/“ 1'/3/ (Rl'g% ;K

13
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| Rl
s N & N A
(R"gj/g/ (RI'R%NJ/ i (ngf«\fj/
. N A B
(i‘z,/li\ E (R"%S/‘J/ - NI

®RYN O ®Y mﬁ
%
e (Y
5 (Rll\)n (‘Rl'z-l N R]'

whereinm is 0, 1, 2, or 3, and each R'is independently selected from
independently selected from hydroxy, fluoro, chloro, NH,, NHCH;3;, N(CH3),,
COOCHs, SCH;3, SEt, methyl, ethyl, isopropyl, vinyl, trifluoromethyl, methoxy,
ethoxy, isopropoxy, and trifluoromethoxy . |

10 73.  Anoxalamide compound having the formula

0
H ' 80
0 R
(R7 )m\A/\N/lk“/N\/\B/( )n
) .

wherein A and B are a substituted aryl or h‘eteroa_ryl ring comprising three to twelve
ring carbon atoms;
m and n are independently 0, 1, 2, or 3;

15 each R7 ;¢ R¥ is independently selected from the group consisting of, hydroxy,
fluoro, chloro, NH,, NHCHj3, N(CH;),, COOCH3, SCHa, SEt, methyl, ethyl,

14
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isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy , or two of R™ together form a methylenedioxy ring;
or a comestibly acceptable salt thereof. |
74.  The oxalamide compound of claim 73 wherein B is a pyridyl ring.
5 75.  The oxalamide compound of claim 73 wherein the pyridyl-R® radical has the

structure
A P
/@ o /Ej/
S TN

76.  The oxalamide compound of claim 74 wherein A is a phenyl ring.
77.  The oxalamide compound of claim 76 wherein B is a pS'ri'dyl ring.
10 78.  The oxalamide compound of claim 76 wherein the pyridyl-R? radical has the

structure .
F yZ " _CH;
/O i /Ejr
N B

79.  The oxalamide compound of claim 73 wherein A has one of the formulas

R N~ N
(R"R%\J/ > (va/g/ (R")n%fz/

15

Q)
ll
S % 5 (R\)“‘
~N 4 4
RS G A
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wherein mis 0, 1, 2, or 3, and each R is mdependcntly selected from, hydroxy,
fluoro, chloro, NH2, NHCH3, N(CHs),, COOCH3, SCH;, SEt, methyl, ethyl,
isopropyl, vinyl, trifluoromethyl, methoxy, ethoxy, isopropoxy, and
trifluoromethoxy .

The oxalamide compound of claim 79 wherein B is a pyridyl ring.

The oxalamide compound of claim 80 wherein the pyridyl-R¥ radical has the
structure

An oxalamide compound of claim 73 having the formula
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide,
N1-(2-methoxy-4-methylbenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethoxybenzyl)-N2-(2-(5-methylpyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethylbenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide,
N1-(2,4-dimethoxybenzyl)-N2-(2-(pyridin-2-yl)ethyl)oxalamide,
N-(2,4-Dimethoxy-benzyl)-N'-(2-pyridin-2-yl-ethyl)-oxalamide;

or a comestibly acceptable salt thereof.

An amide compound having the formula:
N-(heptan-4-yl)benzo[d][1,3]dioxole-5-carboxamide or

N-(2, 4-Dlmethoxy-benzyl)-N'-(2-pyr1dm-2-yl-ethyl)-oxalamxde

or a comestibly acceptable salt thereof.

A comestible product comprising one or more of the compounds of claim 83 ata

concentration between about 0.01 to about 10 ppm.

16
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86.

87.

88.

89.

90.

91.

The comestible product of claim 84 wherein the comestible or medicinal product is
a a food for human consumption.

The comestible product of claim 85, wherein the comestible product is selected
from the group consisting of confectioneries, bakery products, ice creams, dairy
products, sweet and savory snacks, snack bars, meal replacement products, ready
meals, soups, pastas, noodles, canned foods, frozen foods, dried foods, chilled
foods, oils and fats, baby foods, and spreads.

A comestible product of claim 85 comprising one or more meats, poultry, fish,
vegetables, grains, or fruits. '

A comestible product of claim 85 that is a frozen food, an uncooked food, or a fully
or partially cooked food.

A comestible product of claim 85 that is a soup, a dehydrated or concentrated soup,
or a dry soup.

A comestible product of claim 85 wherein the modified comestible product is a
snack food.

A comestible product of claim 85 that is a cooking aid product, a meal solution

product, a meal enhancement product, a seasoning, or a seasoning blend.

17
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