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DESCRICAO

"ANTAGONISTAS DE Y5 de NPY"

Dominio Técnico

A invencdo presente diz respeito a uma composicgido
farmacéutica para utilizacdo a titulo de antagonista de
receptores Y5 de NPY, especificamente a titulo de agente
contra a obesidade e novos compostos com actividade anti-

obesidade.

Estado da Técnica a Data da Invengédo

O neuropéptido Y (doravante referido neste
documento como NPY) é um péptido constituido por 36
residuos de aminoacidos que foi isolado a partir do cérebro
porcino em 1982. O NPY encontra-se largamente distribuido
no sistema nervosa central e nos tecidos periféricos dos

seres humanos e dos animais.

Foi descrito que o NPY possui uma actividade de
estimulacdo do consumo de alimentos, uma actividade contra
as convulsdes, uma actividade de promogdo da aprendizagem,
uma actividade contra a ansiedade, uma actividade contra o
stress, etc. no sistema nervoso central, e pode estar

envolvido de forma fulcral nas doencas do sistema nervoso



central tais como a depressdo, a doenca de Alzheimer e a
doenca de Parkinson. Pensa-se que o NPY se encontra
associado com as doencas cardiovasculares, uma vez Jue
induz uma contraccdo dos musculos lisos tais como os dos
vasos sanguineos ou o0s musculos cardiacos nos tecidos
periféricos. Para além disto, também se sabe que o NPY se
encontra envolvido em doencas metabdélicas tais como a
obesidade, a diabetes, e as anormalidades hormonais (Trends
in Pharmacological Sciences, Vol. 15, 153 (1994)). Espera-
se portanto que um antagonista de receptores de NPY seja um
remédio para impedir ou para tratar diversas doengas

envolvendo o receptor de NPY.

Os subtipos Y1, Y2, Y3, Y4, Y5, e Y6 j& foram
identificados a titulo de receptores de NPY (Trends in
Pharmacological Sciences, Vol. 18, e 372 (1997)). Foi
sugerido que o receptor Y5 esteja pelo menos envolvido no
comportamento de consumo alimentar e espera-se que O seu
antagonista seja um agente contra a obesidade (Peptides,

Vol. 18, e 445 (1997)).

Sdo descritos compostos de quinazolina com
estruturas semelhantes as dos compostos da invencéo
presente e que exibem actividade antagonistica em relacédo
ao receptor de NPY nos WO 97/20.820, WO 97/20.821, WO
97/20.823 e outros semelhantes. Para além disto, esté
descrito que os derivados de ureia com um grupo sulfonamida

e 0s derivados amida com um grupo sulfonilo no WO 99/64.349



bem como os derivados de benzilsulfonamida na EP 1010691-A,

possuem uma actividade antagonista face ao NPY.

Estdo descritos compostos com estruturas
semelhantes as dos compostos da invencdo presente noa JP59-
16871-1-A e no WO 97/15567. As suas actividades sé&o
bastante diferentes das dos compostos da invencdo presente

e aqueles documentos ndo sugerem a invencdo presente.

Descrigdo da Invengdo

O objecto da invencdo presente & proporcionar uma
composicdo farmacéutica melhor para utilizacdo a titulo de
antagonista dos receptores Y5 de NPY e novos compostos

possuindo essa actividade.

A invencdo presente proporciona de um composto

com a férmula:

um  seu sal aceitavel do ponto de vista

farmacéutico ou um solvato destes.

Uma composicéao farmacéutica que inclua um

composto com a férmula:
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um  seu sal aceitavel do ponto de vista

farmacéutico ou um solvato destes.

Um composto com a férmula:

um  seu sal aceitdvel do ponto de vista
farmacéutico ou um solvato destes para wutilizacdo no

tratamento da obesidade.

Melhor Mneira de Levar a Cabo a Invengéo

Os compostos da invencdo presente incluem também
quaisquer dos seus sals capazes de serem formados e
aceitdveis do ponto de vista farmacéutico. S&do exemplos de
um "sal aceitdvel do ponto de vista farmacéutico" os sais
com &cidos inorgdnicos tais como é&cido cloridrico, é&cido
sulfirico, &cido azdético e &cido fosfdérico; sais com acidos
orgadnicos tais como A&cido para-toluenossulfénico, é&cido

metanossulfdénico, &cido oxélico e &acido citrico; sais com



bases orgdnicas tais como os de amdbénio, trimetilamdnio e
trietilambénio; sais com metais alcalinos tais como sdédio e
potdssio; e sais com metais alcalino-terrosos tais como o

cdlcio e o magnésio.

Os compostos da invencdo presente incluem
solvatos. Hidrato é preferivel e pode coordenar-se com O
composto da invencdo presente um numero arbitrdrio de

moléculas de agua.

Quando o composto (I) da invencgdo presente possui
um atomo de carbono assimétrico, ele inclui os préprios
racematos, todos oS enantidémeros e todos oS
estereoisdmeros, tais como o0s seus diasteredmeros, epimeros

e enantidmeros.

Quando o composto (I) da 1invencdo presente
contendo uma ou mais ligacgdes duplas forma um isdmero E ou
um isémero Z, o composto (I) inclui ambos os isdmeros.
Quando X ¢é cicloalguileno, o composto (I) inclui tanto o

isdémero cis como o isdmero trans.

Por exemplo, o composto (I) da invencdo presente

pode ser sintetizado pelo método seguinte.

(Compostos nos quais Y=CONR’)
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em que Hal seja halogéneo, Q seja um grupo
protector de amino e o0s outros simbolos sdo tais como

acima.

Passo A

Faz-se reagir o composto 1 com o Composto Amino 2
possuindo os substituintes pretendidos Z e R’, num solvente
apropriado, a entre 0°C e 50°C durante entre diversos
minutos e diversas horas. A titulo de solvente, pode
utilizar-se tetrahidrofurano, dimetilformamida, éter
dietilico, diclorometano, tolueno, benzeno, xileno,
ciclohexano, hexano, clorofdédrmio, acetato de etilo, acetato
de butilo, pentano, heptano, dioxano, acetona,
acetonitrilo, &gua, uma mistura de todos estes, etc.. Pode
utilizar-se um activador tal como cloreto de tionilo, um
halogeneto de acilo, um anidrido de &cido e um éster

activado, caso seja necesséario.

Passo B

Desprotege-se o composto 3 pelo método habitual e

faz-se reagir com o Halogeneto de Sulfonilo 4 que tinha o



substituinte R' pretendido num solvente adequado, a entre
0°C e 50°C durante entre diversos minutos e diversas horas
para se obter o composto (I-A) no qual n ¢é 2. Pode
utilizar-se a titulo de solvente tetrahidrofurano,
dimetilformamida, ¢éter dietilico, diclorometano, tolueno,
benzeno, xileno, ciclohexano, hexano, clorofdédrmio, acetato
de etilo, acetato de butilo, pentano, heptano, dioxano,
acetona, acetonitrilo, &gua e misturas de todos estes,

etc..

Passo C

Pode sintetizar-se o Composto (I-B) no qual n é 1
fazendo reagir o Composto 3 com o Halogeneto de Sulfinilo 5
contendo o substituinte R'. As condicdes reaccionais para a

reacgcdo sdo as mesmas que se utilizaram no Passo B.

Passo D

Oxida-se o Composto (I-B) obtido no Passo C pelo
método habitual para se obter o Composto (I-A) no gqual n é
2. Pode utilizar-se como oxidante &cido m-cloroperbenzdico,
acido peracético, perdxido de hidrogénio, acido
trifluoroperacético, periodato de sdédio, hipoclorito de
sédio, permanganato de potédssio, etc., e pode levar-se a
cabo a entre 0°C e 50°C. S&do exemplos de solventes,
tetrahidrofurano, dimetilformamida, éter dietilico,
diclorometano, tolueno, benzeno, xileno, ciclohexano,

hexano, clorofdédrmio, acetato de etilo, acetato de butilo,



pentano, heptano, dioxano, acetona, acetonitrilo, &gua,

metanol, etanol, isopropanol e uma mistura de todos estes.

Quando X é heterociclo-di-ilo contendo pelo menos
um &tomo de N e o &tomo de N liga-se a CONR’-Z no composto
(I), pode empregar-se a reaccdo seguinte para se obter o
Composto (I-A') ou (I-B'). Pode levar-se a cabo o Passo D

logo apds o Passo C ou o Passo E.
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no qual R é algquilo inferior ou arilo e L é um

grupo de saida.

Passo C

Faz-se reagir o Composto 5 com o Composto 6 de um

modo semelhante ao Passo C acima, para se obter o Composto

7.

Passo E

O Composto 7 obtido desta forma é tratado com uma

base num solvente adequado, para se obter o Composto 8. Por



exemplo, o hidréxido de Dbéario, hidréxido de sdédio,
hidréxido de potéssio, hidrazina ou propanotiolato de 1litio
como base. A titulo de solvente, pode aprovar-se 0
tetrahidrofurano, a dimetilformamida, o dioxano, a acetona,
o acetonitrilo, o metanol, o etanol, o propanol, a &agua,
qualguer mistura destes ou outros semelhantes. Pode levar-
se a cabo a reaccdo a entre 0°C e 100°C durante entre

diversos minutos e vaArias dezenas de horas.

Passo F

Faz-se reagir o composto 8 com o Composto 9
contendo um grupo rejeitado e o substituinte pretendido,
num solvente adequado, na presenca ou na auséncia de uma

base, a entre 0°C e 100°C durante entre diversos minutos e

diversos dias, para se obter o Composto (I-B'). Séo
exemplos de grupo rejeitado fenoxilo, cloro e
triclorometilo. S&o exemplos da base trietilamina,
piridina, di-isopropiletilamina, hidréxido de sédio,

carbonato de potédssio e hidrogenocarbonato de sdédio. Sé&o
exemplos do solvente tetrahidrofurano, dimetilformamida,
éter dietilico, diclorometano, tolueno, benzeno, xileno,
ciclohexano, hexano, clorofdédrmio, acetato de etilo, acetato
de butilo, pentano, heptano, dioxano, acetona,

acetonitrilo, metanol, etanol e as misturas destes.

Passo D



Faz-se reagir o Composto (I-B') de uma maneira

semelhante a do Passo D acima, para se obter o Composto (I-

A').
(Composto no qual Y=NR'CO)
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em que todos os simbolos sejam tais como acima.

Passo G e Passo B

Faz-se reagir o Composto 10 com o Composto 11 nas
mesmas condig¢des reaccionais que no Passo B. Faz-se reagir
o Composto 12 que desta forma se obtém de um modo
semelhante ao do Passo B acima para se obter o Composto (I-

C) no qual n=2.

Passo C e Passo D

Para se sintetizar o Composto (I-D), pode fazer-

se reagir o Composto 12 obtido no Passo G de um modo

semelhante aos do Passo C e do Passo D acima.



(Composto no qual Y=OCONR’)
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em que todos os simbolos sdo tal como acima.

Passo H

Faz-se reagir o Composto 13 com o Isocianato,
Composto 14, contendo um substituinte Z, num solvente
adequado e na presenca de um catalisador apropriado, a

entre 0°C e 100°C durante entre diversos minutos e diversos

dias, para se obter o Composto 15. S&o exemplos do
solvente, tetrahidrofurano, dimetilformamida, éter
dietilico, diclorometano, tolueno, benzeno, xileno,

ciclohexano, hexano, clorofdédrmio, acetato de etilo, acetato
de butilo, pentano, heptano, dioxano, acetona, acetonitrilo

e as misturas destes.

Passo C e Passo D



Faz-se reagir o Composto 15 que desta forma se
obteve de modos semelhantes aos do Passo C e do Passo D

para se obter o Composto (I-E) da invencdo presente.

(Composto no qual Y=CSNR’ ou NR’CS)

Pode sintetizar-se o Composto (I) no qual Y seja
CSNR’ ou NR'CS fazendo reagir o composto (I) no qual Y seja
CONR’ ou NR'CO, sintetizado por gqualquer um dos métodos
acima, com o reagente de Lawesson ou com pentassulfureto de
fésforo num solvente adequado a entre 30°C e 100°C durante
entre diversos minutos e vArias horas. Sdo exemplos do
solvente tetrahidrofurano, dimetilformamida, éter
dietilico, diclorometano, tolueno, benzeno, xileno,
ciclohexano, hexano, clorofdérmio, acetato de etilo, acetato
de butilo, pentano, heptano, dioxano, acetona, acetonitrilo

e misturas de todos estes.

Podem proteger-se 0s grupos amino com um Jgrupo
protector adequado da forma habitual num passo apropriado.
Por exemplo, pode wutilizar-se como grupo protector a
ftalimida, um alcoxicarbonilo inferior, um
alceniloxicarbonilo inferior, um halogenoalcoxicarbonilo
inferior, um aril-alcoxil (inferior)carbonilo, um
trialquilsililo, um alquilsulfonilo inferior, um
halogenocalquilsulfonilo inferior, um arilsulfonilo, um

alquilcarbonilo inferior e um arilcarbonilo.



Depois da proteccdo do grupo amino, submete-se o
composto as reaccgdes mencionadas acima e desprotege-se o
composto obtido por um tratamento com um &cido ou com uma
base num solvente adequado, numa altura apropriada. S&o
exemplos de um solvente, tetrahidrofurano,
dimetilformamida, éter dietilico, diclorometano, tolueno,
benzeno, xileno, ciclohexano, hexano, clorofdérmio, acetato
de etilo, acetato de butilo, pentano, heptano, dioxano,
acetona, acetonitrilo e as misturas destes. Sdo exemplos de
bases a hidrazina, a piridina, o hidréxido de sdbédio e o
hidréxido de potédssio e sédo exemplos de um &acido o é&cido

cloridrico, o &cido trifluorocacético e o &acido fluoridrico.

O composto da invencédo presente tem uma

actividade antagonista do Y5 de NPY.

O antagonista de receptores Y5 de NPY da invencédo
presente é eficaz para todas as doencas nas quais esteja
envolvido o Y5 de NPY, e é especialmente Util para impedir
e/ou tratar a obesidade e para suprimir o consumo de
alimentos. Para além disto, o antagonista ¢é eficaz para
impedir e/ou tratar doencas nas quals a obesidade actua
como factor de risco, por exemplo, a diabetes, a
hipertensédo, a hiperlipidémia, a aterosclerose e a sindrome

aguda de coronéarias.

Para além disto, o antagonista de receptor Y5 de
NPY da invencdo presente tem pequena afinidade para os

receptores Y1 e Y2 de NPY Y1, e é altamente selectivo para



o) receptor Y5 de NPY. A NPY provoca uma acgéo
vasoconstritora prolongada na periferia, e esta accgdo é
sobretudo através do receptor Yl. Uma vez que o receptor Y5
ndo estd de todo envolvido nesta accgdo, o antagonista do
receptor Y5 de NPY apresenta um pequeno risco de induzir
efeitos colaterais baseados na vasoconstricdo periférica, e
espera-se qgue seja utilizado adequadamente como  um

medicamento seguro.

O antagonista de receptor Y5 de NPY evidencia um
efeito contra a obesidade por suprimir o consumo de
alimentos. Esta é uma das caracteristicas deste antagonista
para ndo apresentar efeitos colaterais, por exemplo uma
indigest&o provocada por um agente contra a obesidade que
iniba a digestdo e a absorcdo, e um efeito colateral
central tal como efeito anti-depressivo provocado pela
inibicdo de um transportador de serotonina gque tenha um

efeito contra a obesidade.

O composto da invengdo presente pode @ ser
administrado por via oral ou parentérica como agente contra
a obesidade ou anoréxico. No caso da administracdo por via
oral, ele pode assumir qualquer uma das formas habituais
tais como comprimidos, grénulos, pdbs, céapsulas, pilulas,
solucdes, xaropes, tabletes bucais e tabletes sublinguais.
Quando o composto ¢é administrado por via parentérica,
qualguer uma das formas habituais ¢ preferivel, tais como,
por exemplo, injeccdes (por exemplo, endovenosas,

intramusculares), supositérios, agentes endérmicos e



vapores. E especialmente preferida a administracdo por via
oral porque os compostos da invencdo presente apresentam
uma elevada capacidade de sofrer absorcéao quando

administrados pela via oral.

Uma composicdo farmacéutica pode ser fabricada
misturando uma quantidade eficaz de um composto da invencé&o
presente com diversos aditivos farmacéuticos adeguados para
a forma de administracéao, tais Como excipientes,
aglomerantes, agentes humidificantes, desintegrantes,
lubrificantes e diluentes. Quando se tratar da composicéo
para uma 1injeccgdo, pode esterilizar-se um ingrediente
activo em conjunto com um veiculo adequado para se obter a

composicédo farmacéutica.

Incluem-se nos exemplos dos excipientes a
lactose, a sacarose, a glucose, o amido, o carbonato de
cdlcio e a celulose cristalina. Incluem-se nos exemplos dos
aglomerantes a metilcelulose, a carboximetilcelulose, a
hidroxipropilcelulose, a gelatina e a polivinilpirrolidona.
Incluem-se nos exemplos de agentes desintegrantes a
carboximetilcelulose, a carboximetilcelulose sbédica, o)
amido, o alginato de sdbédio, o agar e o laurilsulfato de
sédio. Incluem-se nos exemplos dos lubrificantes o talco, o
estearato de magnésio e o macrogol. Podem utilizar-se a
titulo de materiais de base para os supositdrios a manteiga
de cacau, o macrogol, a metilcelulose, etc.. Quando a
composicédo for fabricada sob a forma de solugdes, injeccdes

emulsionadas ou injeccdes de suspensdes, podem adicionar-se



aceleradores da dissolucéo, agentes de suspenséao,
emulsionantes, estabilizadores, conservantes, agentes
isotdénicos e outros semelhantes. Para administracdo por via
oral, podem adicionar-se agentes edulcorantes, sabores e

outros semelhantes.

Embora a dosagem de um composto da invencéo
presente a titulo de agente contra a obesidade ou de agente
anoréxico deva ser determinada levando em consideracdo a
idade e o peso do paciente, o tipo e o grau das suas
doencas, a via de administracédo, etc., uma dosagem habitual
por via oral para um adulto ¢ de entre 0,05 e 100
mg/kg/dia, e ¢é preferivel uma dosagem de entre 0,1 e 10
mg/kg/dia. Para administracdo parentérica, embora a dosagem
varie pronunciadamente com as vias de administracdo, uma
dosagem habitual ¢é de entre 0,005 e 10 mg/kg/dia,
preferivelmente de entre 0,01 e 1 mg/kg/dia. Pode
administrar-se a dosagem de uma vez, ou em diversas parte

ao longo do dia.
A invencdo presente é explicada em mais pormenor
pelos Exemplos e Experiéncias seguintes, que ndo se

pretende seja limitativos do dmbito da invengdo presente.

Exemplos de Referéncia (ndo incluidos na invencgéo

presente excepto o Composto Ia-178)

Exemplo 1 Sintese do Composto (I-7)



Passo 1
o Oet
NSo -
CO.H

_/f COaM ° 3 N—/J 2
HoN Na,CO0s CﬁL’&o

CsHy{NO2
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Dissolveu-se carbonato de sdédio (995 mg, 9,38
mmol) em 30 mL de &gua e adicionaram-se a solucdo o
aminodcido utilizado como matéria-prima (1,0 g, 8,53 mmol)
e N-carbetoxiftalimida (2,49 g, 11,4 mmol). Agitou-se a
mistura a temperatura ambiente de um dia para o outro.
Ajustou-se o pH da mistura a 1 adicionando-lhe &cido
cloridrico concentrado. Lavaram-se com &gua oS cristais
precipitados e secaram-se ©para Sse obter o composto

pretendido (1,72 g, rendimento de 82 %).

RMN de 'H (CDsOD) & ppm: 1,59-1,77 (m, 4H), 2,34
(t, 24, J = 6,3 Hz), 3,69 (t, 28, J = 6,6 Hz), 7,78-7,87

(m, 4H).

Passo 2

1. (COCl);, DMF

o}
0 COzH JCHLC o
N_/—/— 22Ul N—/—/‘:N_Q—\—\
C_ﬁ ~o <§ o
3H{3NO

2. anilina, Et;N

c 4 CosHaeNo03
Mol. Wt >247.25 MO Rt

Dissolveu-se o composto obtido no Passo 1 (1,0 g,

4,0 mmol) em 5 mL de diclorometano, a temperatura ambiente.



Adicionaram-se a mistura cloreto de oxalilo (0,459 mL, 5,2
mmol) e uma quantidade vestigial de DMF, arrefecendo sobre
gelo, e deixou-se reagir arrefecendo sobre gelo e a
temperatura ambiente, 30 minutos para cada uma destas
condicdes. Depois de se remover o solvente sob pressédo
reduzida, adicionou-se 5 mL de diclorometano. Arrefecendo
sobre gelo, adicionaram-se & mistura 4-butilanilina (664
mg, 4,4 mmol) e trietilamina (0,564 mL, 4,4 mmol), e
deixou-se a mistura reagir durante 30 minutos a temperatura
ambiente. Verteu-se a mistura reaccional sobre 4&gua e
extraiu-se com clorofdérmio. Lavou-se a fase organica com
dgua e secou-se sobre sulfato de magnésio anidro. Removeu-
se o solvente sob pressédo reduzida e purificou-se o residuo
por cromatografia sobre gel de silica para se obter o

composto pretendido (1,49 g, rendimento de 97 %).

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,27-1,39 (m, 2H), 1,51-1,62 (m, 2H), 1,72-1,84 (m,
4H), 2,40-2,46 (m, 2H), 2,56 (t, 2H, J = 7,5 Hz), 3,76 (t,
1H, J = 5,7 Hz), 7,12 (4, 2H, J = 7,8 Hz), 7,33 (s, 1H),

7,42 (4, 2H, J = 8,1 Hz), 7,71-7,73 (m, 2H), 7,83-7,86 (m,

Passo 3
o] [a) .
3 JﬁNO‘L\ Pl a2 f/f”‘@‘\_\
N — = HN
vt
023H25N203 C1 5H24N20
Mol. Wt.: 378.46 Mol. Wt.:

248.36



Depois de se dissolver o composto obtido no Passo
2 (1,49 g, 3,92 mmol) em 30 mL de etanol, adicionou-se-lhe
monohidrato de hidrazina (0,591 mg, 11,8 mmol) e deixou-se
reagir a 50°C durante 3 horas. Removeu-se o solvente,
adicionou-se uma solucdo aquosa de NaOH a 1 mol/L e
extraiu-se a solucdo com acetato de etilo. Lavou-se a fase
orgénica com &gua e secou-se sobre sulfato de magnésio
anidro. Removeu-se o solvente sob pressdo reduzida e
purificou-se o residuo por cromatografia sobre gel de
silica para se obter o composto pretendido (808 mg,

rendimento de 83 %).

RMN de 'H (CDsOD) & ppm: 0,93 (t, 3H, J = 7,2
Hz), 1,28-1,40 (m, 2H), 1,50-1,62 (m, 4H), 1,67-1,77 (m,
2d), 2,37 (t, 24, J = 7,5 Hz), 2,56 (t, 2H, J = 7,8 Hz),
2,68 (t, 24, 0 = 7,2 Hz), 7,11 (d, 2H, J = 8,1 Hz), 7,42

(d, 2, J = 8,4 Hz).

S - N
HzN_/-/_SN-{?\_\ 7&o Wl ‘

CisHoaN,O
Mol Wt%'248 36

Suspendeu-se o composto obtido no Passo 3 (808
mg, 3,25 mmol) em 5 mL de diclorometano arrefecendo a
mistura sobre gelo, e adicionaram-se-lhe cloreto de
isopropilsulfonilo (696 mg, 4,9 mmol) e trietilamina (494
mg, 4,9 mmol). Depois de se deixar a mistura reagir
arrefecendo-a sobre gelo durante uma hora, verteu-se a

mistura reaccional sobre agua e extraiu-se com clorofdrmio.



Lavou-se a fase orgénica com Agua e secou-se sobre sulfato
de magnésio anidro. Removeu-se o solvente sob presséo
reduzida e purificou-se o residuo por cromatografia sobre
gel de silica ©para se obter o composto pretendido

quantitativamente.

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 17,2
Hz), 1,27-1,40 (m, 2H), 1,36 (d, 6H, J = 6,6 Hz), 1,51-1,69
(m, 4H), 1,77-1,86 (m, 2H), 2,38 (t, 2H, J = 7,2 Hz), 2,56
(t, 24, J = 7,5 Hz), 3,12-3,21 (m, 3H), 4,38 (t, 1H, J =

5,7 Hz), 7,11 (4, 2H, J = 8,4 Hz), 7,36-7,41 (m, 3H).

Exemplo 2 Sintese do Composto (I-10)

HZNJJ—S:'GH >|’S‘O Hr»:_/—f_Pl ::-@\‘\

C1gHasN20 O L oHaN.0,S
Mol Wt 248,36 Mol Wi 35254

Sintetizou-se o composto pretendido de uma forma
semelhante a do Passo 4 do Exemplo 1, excepto que se
adicionaram cloreto de terc-butilsulfinilo (689 mg, 4,9
mmol) e trietilamina (494 mg, 4,9 mmol) ao composto obtido

no Passo 3 do Exemplo 1.

RMN de 'H (CDCls, & ppm: 0,91 (t, 3H, J = 7,5 Hz),
1,22 (s, 9H), 1,30-1,37 (m, 2H), 1,51-1,68 (m, 4H), 1,76-

1,86 (m, 2H), 2,31-2,40 (m, 2H), 2,56 (t, 2H, J = 7,5 Hz),



3,15-3,26 (m, 3H), 7,11 (t, 2H, J = 8,7 Hz), 7,42 (d, 2H, J

= 8,1 Hz), 7,54 (s, 1lH).

Exemplo 3 Sintese do Composto (I-11)

—/_/—(o mCPBA _/_/“o
e | 5

o] oo

Cy9H5aN20,S C16H3oN,04S

Mol WE: 352 54 Mol WE: 368 54

Dissolveu-se o composto obtido no Exemplo 2 (352
mg, 1,0 mmol) em 5 mL de diclorometano arrefecendo sobre
gelo e adicionou-se mCPBA (259 mg, 1,5 mmol) a solucgéo.
Deixou-se a solucdo reagir a temperatura ambiente durante
uma hora e separou-se o material insoluvel por filtracéo.
Lavou-se o filtrado sucessivamente com uma solucdo de naOH
a 1 mol/L, com solucdo de NayS,05 e com &gua, € secou-se
sobre sulfato de magnésio anidro. Removeu-se o solvente sob
pressdo reduzida e purificou-se o residuo por cromatografia
sobre gel de silica para se obter o composto pretendido

(338 mg, rendimento de 92 %).

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,29-1,39 (m, 2H), 1,39 (s, 9H), 1,51-1,68 (m, 4H),
1,76-1,84 (m, 2H), 2,37 (t, 2, § = 7,5 Hz), 2,56 (t, 2H, J
= 7,8 Hz), 3,19-3,26 (m, 2H), 4,20 (t, 1H, J = 5,7 Hz),
7,11 (t, 2H, J = 8,1 Hz), 7,42 (d, 2H, J = 8,7 Hz), 17,46
(s, 1H).

Exemplo 4. Sintese do Composto (I-72)



Passo 1

HzNO socl, HeN
MR HCI E l
CO,H  MeOH CO,Me

C,H,aNO2 CoHysCINO2
Mol. Wil 123 18 Mol WE.. 193 67

Dissolveu-se o aminodcido utilizado como matéria-
prima (uma mistura dos isdmeros cis e trans) (1,0 g, 8,53
mmol) em 7,5 mL de metanol. Adicionou-se a mistura cloreto
de tionilo (1,0 mL, 13,7 mmol) arrefecendo sobre gelo e
agitou-se a mistura a temperatura ambiente de um dia para o
outro. Em seguida concentrou-se a mistura sob presséao
reduzida, adicionou-se-lhe éter dietilico e separaram-se
por filtracdo os cristais que haviam precipitado. Lavaram-
se o0s cristais com éter dietilico e secaram-se para se

obter o composto pretendido (1,25 g, rendimento de 93 %).

RMN de 'H (CDCls) & pem: 1,50-2,60 (m, 9H), 3,08-
3,36 (m, 1H), 3,67 (s, 3H, CO),Me do isdbmero cis), 3,71 (s,

3H, CO;Me do isdmero trans), 8,15-8,55 (m, 3H).

Passo 2
HoN > S K
HCI O 5 _ mcPea S
COMe ~— >, 08
E‘aN Cone

CgH;5CINO, C,,H.aNO,S
Mol. Wt.: 193.67 Mol Wit 274 38



Sintetizou-se a sulfonamida pretendida (uma
mistura do seu isdémero cis com o seu isbdmero trans) a
partir do éster metilico utilizado como matéria-prima de
modos semelhantes aos utilizados no Passo 3 do Exemplo 1 e

do Exemplo 2.

isémero cis: RMN de 'H (CDCls) & ppm: 1,39 (s,
o"H), 1,52-1,99 (m, 8H), 2,43-2,53 (m, 1H), 3,42-3,55 (m,

1H), 3,69 (s, 3H), 3,85 (d, 1H, J = 9,0 Hz).

Passo 3

H H
>LSNO _NaOMe >L.5'“
o0 CoMe  MeOH 00 N rlugg e
Cy2Hp3NO,S CyoHagNO,S
Mol. Wi 277.38 Mol WE? 277 38
Dissolveu-se a sulfonamida utilizada como

matéria-prima (19,4 g, 70,0 mmol, uma mistura do isdmero
cis com o isdbmero trans) em 30 mL de metanol. Adicionou-se
a mistura metdéxido de sdédio a 28 % (284 mL, 140,0 mmol) e
aqueceu-se ao refluxo sob agitacdo arrefecendo sobre gelo?.
Depois de se remover o solvente, diluiu-se o residuo com
clorofdérmio, e adicionou-se-lhe HC1 a 1 mol/L sob
arrefecimento até o pH da fase aquosa atingir 3. Extraiu-se
a fase agquosa com clorofédrmio, lavou-se a fase orgadnica com

adgua e secou-se sobre sulfato de magnésio anidro.

Recristalizaram-se os cristais obtidos em bruto a partir de



hexano-acetato de etilo para se obter a sulfonamida

pretendida (isdmero trans, 7,75 g, rendimento de 40 %).

isémero trans RMN de 'H (CDsOD) & ppm: 1,16-1,32
(m, 2H), 1,39 (s, 9H), 1,44-1,52 (m, 2H), 1,98-2,09 (m,
2H), 2,14-2,29 (m, 3H), 3,18-3,37 (m, 1H), 3,63 (d, 1H, J =

9,0 Hz), 3,67 (s, 3H).

Passo 4
>L H NaOH aquoso >L n
-;S —_— -,S
Qo ucone MeOH [o]e} "COZH
CqoHo3NOLS Cy1Hz¢NO4S
Mol WES 277.38 Mol Wi 263.35

Dissolveu-se o éster metilico wutilizado como
matéria-prima (4,77 g, 17,2 mmol) em 95 mL de metanocl e
adicionou-se NaOH a 1 mol/L (43 mL, 43,0 mmol) sob agitacédo
e arrefecendo sobre gelo. Agitou-se a mistura a temperatura
ambiente de um dia para o outro e concentrou-se sob pressio
reduzida. Em seguida adicionou-se HCl1 a 1 mol/L sob
agitacdo até o pH da mistura atingir o valor de 3, sempre
sobre arrefecimento com gelo, recolheram-se os cristais
precipitados por filtracdo, lavaram-se com agua e secaram-
se. Recristalizaram-se os cristais obtidos em bruto a
partir de hexano-acetato de etilo para se obter o &cido

carboxilico pretendido (4,20 g, rendimento de 93 %).



RMN de 'H (CDCls) & ppm: 1,18-1,35 (m, 2H), 1,39
(s, 9H), 1,46-1,63 (m, 2H), 2,01-2,14 (m, 2H), 2,14-2,32

(m, 3H), 3,18-3,35 (m, 1H), 3,80 (d, 1H, J = 9,6 Hz).

Passo 5
1) (COGI),, DMF y

SL_K 3 N DN \_{) ’ﬁ;NO |
5 NU EtgN Fo LA N
oo o CH,C O

CO,H 212 o] N,\O(
HpNO(S : HNOSlT

vt WE 20835 MW St a2

Dissolveu-se o é&cido carboxilico utilizado como
matéria-prima (5,86 g, 22,3 mmol) em 88 mL de diclorometano
a temperatura ambiente. Adicionou-se a mistura cloreto de
oxalilo (2,34 mL, 26,7 mmol) e uma quantidade catalitica de
DMF enquanto se arrefecia sobre gelo e agitou-se a
temperatura ambiente durante uma hora. Depois de se remover
o) solvente sob presséo reduzida, adicionaram-se
diclorometano (115 mL), anilina substituida (5,05 g, 24,5
mmol) e trietilamina (4,65 mL, 33,4 mmol). Agitou-se a
mistura a temperatura ambiente durante 2,5 horas, verteu-se
sobre ela a &gua gelada de arrefecimento, e extraiu-se a
mistura com clorofdérmio. Lavou-se a fase orgénica com agua
e secou-se sobre sulfato de magnésio anidro. Removeu-se o
solvente sob pressdo reduzida e adicionaram-se ao residuo
acetato de etilo e hexano. Separaram-se 0s cristais
precipitados por filtracdo para se obter a amida pretendida

(7,00 g, rendimento de 70 %).
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RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz), 1,17-1,42 (m, 2H), 1,40 (s, 9H), 1,60-1,78 (m, 2H),
1,98-2,43 (m, 7H), 3,20-3,43 (m, 3H), 3,67 (d, 1H, J = 9,6
Hz), 3,74-3,86 (m, 2H), 6,86 (d, 2H, J = 9,0 Hz), 7,04 (s,
1H), 7,38 (d, 2H, J = 9,0 Hz).

Exemplo 5 Sintese do Composto (I-2)

Passo 1

~ NJK@\/\/
2HCI H
C6H~| OCIQNz . C17H20N20
"~ Mol. Wt.: 181.06 . Mol. Wi.: 268.35

Depois de se suspender a matéria-prima, uma
diamina, (461 mg, 2,5 mmol) em diclorometano arrefecendo
sobre gelo, adicionou-se-lhe um cloreto de acilo (500 mg,
2,5 mmol) e trietilamina (773 mg, 7,5 mmol) e deixou-se a
mistura reagir durante 30 minutos. Adicionaram-se-lhe agua
e diclorometano e separaram-se materiais insoliveis por
filtracdo. Lavou-se a fase orgédnica com &gua e secou-se
sobre sulfato de magnésio anidro. Removeu-se o solvente sob
pressdo reduzida para se obter o composto pretendido como

residuo (100 mg, rendimento de 15 %).

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,2
Hz), 1,30-1,42 (m, 2H), 1,57-1,67 (m, 2H), 2,66 (t, 2H, J =

7,8 Hz), 3,50 (s 1lg, 1H), 6,57 (s, 1H), 6,68 (d, 2H, J



_27_

Il
o0}
~
~J

8,7 Hz), 7,26 (d, 2H, J = 8,4 Hz), 7,39 (4, 2H, J

Hz), 7,68 (s, 1H), 7,75 (d, 2H, J = 8,1 Hz).

Passo 2

oo - e Ct
s& BN H
N~ o 2o R o
Sia i
H H

C7HagN,0 CaoHasN,OaS

Mol W 288.35 Mol wh:: 474 30

Sintetizou-se o composto pretendido de uma

maneira semelhante a utilizada no Passo 4 do Exemplo 1.

RMN de 'H-NMR (CDClz) & ppm: 0,94 (t, 3H, J = 7,5
Hz), 1,34-1,44 (m, 2H), 1,40 (d, 6H, J = 6,6 Hz), 1,59-1,68
(m, 2H), 2,69 (t, 2, J = 7,8 Hz), 3,24-3,35 (m, 1H), 6,49
(s, 1H), 7,23-7,32 (m, 4H), 7,6 (d, 2H, J = 8,7 Hz), 7,79

(d, 24, J = 8,1 Hz), 7,85 (s, 1H).

Exemplo 6 Sintese do Composto (I-31)

Passo 1

Boc,0
HZNO' 'NH2 BocNH *"NH,»

CeHy N2 C14HooN, 02
Mol. Wt*114.19 Mol WE A14.30

Dissolveu-se a diamina utilizada como matéria-

prima (8,37 g, 73,3 mmol) em 30 mL de dioxano a temperatura



ambiente e adicionou-se-lhe uma solucdo de Boc,O (2 g, 9,2
mmol) em dioxano (30 mL). Fez-se reagir a mistura a
temperatura ambiente durante 3 dias e removeu-se O
solvente. Adicionou-se &gua ao residuo e extraiu-se a
mistura com clorofdérmio. Lavou-se a fase orgénica com &agua
e secou-se sobre sulfato de magnésio anidro. Removeu-se o
solvente sob pressdo reduzida para se obter o composto sob
°

a forma de um residuo (1,8 g, rendimento de 92 % com base

no Bocy0) .
RMN de 'H-NMR (CDCl3) & ppm: 1,07-1,26 (m, o6H),
1,44 (s, 9H), 1,84-2,00 (m, 4H), 2,58-2,67 (m, 1H), 3,37 (s

lg, 1H), 4,43 (s lg, 1H).

Passo 2

Q*“CJF\~\
cl BocNH
o]
BooNH " - I:l
- O NH? ”JD\/\/

Cy1HaoN,02 CoHaaN,03
Mol Wi A3 30 Mol wt? 393,52

Sintetizou-se o composto pretendido de uma

maneira semelhante a utilizada no Passo 1 do Exemplo 5.

RMN de '‘H (CDCls) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,26-1,42 (m, 6H), 1,45 (s, 9H), 1,54-1,68 (m, 2H),
1,99-2,12 (m, 4H), 2,64 (t, 2H, J = 7,8 Hz), 3,43 (s lg,

1H), 3,90-4,00 (m, 1H), 4,48 (d, 1H, J = 5,7 Hz), 5,95 (d,
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1, J = 8,4 Hz), 7,21 (d, 2H, J = 8,4 Hz), 7,65 (d, 2H, J =
8,4 Hz).

Passo 3
) N
BocNHO o HCI O,No
'ﬁJUv\/ HCl HJ\@\/\/
CapHsaN,03 Cy7Ha7CIN,O
Mol- W' 372.52 Mol. Wi’: 318.36

Dissolveu-se o composto de Boc utilizado como
matéria-prima (2,08 g, 5,55 mmol) em 20 mL de acetato de
etilo engquanto se arrefecia sobre gelo e adicionou-se 20 mL
de HC1l/AcOEt a 4 mol/L. Fez-se reagir a mistura a
temperatura ambiente durante uma hora e removeu-se O
solvente sob pressdo reduzida para se obter o composto
pretendido sob a forma de um residuo (1,7 g, rendimento de

98 %) .

RMN de 'H (CDsOD) & ppm: 0,93 (t, 3H, J= 7,2 Hz),
1,29-1,41 (m, 2H), 1,50-1,66 (m, 6H), 2,02-2,18 (m, 4H),
2,66 (t, 2, J = 7,8 Hz), 3,13 (s lg, 1H), 3,82-3,94 (m,

1H), 7,26 (d, 2H, J =8,7 Hz), 7,72 (d, 2H, J = 8,4 Hz).

Passo 4



HoN A E
2]:] o o _}-’ I ] 9
r % i’
HCI : Sl o ’ujj::l\/\v/
Cy7H27CINLO CarHaaNz028
Mol. Wt.: 310.86 - Mol. Wt.: 378.57

Sintetizou-se o composto pretendido de uma

maneira semelhante a do Passo 4 no Exemplo 1.

RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 7,5
Hz), 1,21 (s, 9H), 1,28-1,62 (m, 8H), 2,07-2,14 (m, 4H),
2,64 (t, 2, J = 7,8 Hz), 3,11 (d, 1H, J = 5,1 Hz), 3,20 (s
lg, 1H), 3,90-4,04 (m, 1H), 6,06-6,14 (m, 1H), 7,21 (t, 2H,

J=28,1 Hz), 7,67 (t, 2H, J = 8,4 Hz).

Exemplo 7 Sintese do Composto (I-32)

H . H
N : N
%—S.. ’O o] mCPBA —}-S O o]
e " —— /do N
H N .

CpyHaaN20,S C21H34N,058
MOI. Wit.: 378.57 Mol. Wt.: 394 .57

Sintetizou-se o composto pretendido a partir do
composto obtido no Exemplo, de uma maneira semelhante a

utilizada no Exemplo 3.

RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 7,2 Hz),
1,27-1,65 (m, 8H), 1,40 (s, 9H), 2,10-2,23 (m, 4H), 2,65

(¢, 24, § =7,5 Hz), 3,23-3,35 (m, 1H), 3,49 (s, 1H), 3,88-



4,02 (m, 1H), 5,84-5,92 (m, 1H), 7,13 (t, 2H, J = 8,4 Hz),

7,65 (d, 2H, J = 8,1 Hz).

Exemplo 8 Sintese do Composto (I-5)

Passo 1
1. (COCl),, DMF-
2N S /CHzclz OzN S Q
][4>’002H ~ I:J>—ﬁﬁ
2. anilina _Qx\
aNQO,S Cy5H46N-05S
Mor W s 18 Mol W 552 37

Sintetizou-se o composto pretendido de uma

maneira semelhante a do Passo 2 do Exemplo 1.

RMN de 'H (CcDCls) & ppm: 0,94 (t, 3H, J = 7,5
Hz), 1,30-1,42 (m, 2H), 1,50-1,65 (m, 2H), 2,61 (t, 2H, J =
7,8 Hz), 7,20 (d, 2H, J = 7,2 Hz), 7,48-7,51 (m, 3H), 7,72

(s, 1H), 7,88-7,90 (m, 1H).
Passo 2

s -Q - HaN
L HN@_H L U*HN@\_\

0,S
Ml W G0 37 _ Ml WEE379 38

Adicionou-se a uma mistura do composto nitro
utilizado como matéria-prima (593 mg, 1,95 mmol) com

estanho (358 mg, 3,0 mmol), 30 mL de uma solucdo de HCl 6



mol/L e 6 mL de THF, e a reaccdo prosseguiu a 50°C durante
3 horas. Depois de arrefecer, removeu-se 0 solvente e
neutralizou-se 0 residuo com NaOH, extraindo-se com
clorofdérmio. Lavou-se a fase orgdnica com &gua e secou-se
sobre sulfato de magnésio anidro. Removeu-se o solvente sob
pressdo reduzida e purificou-se o residuo por cromatografia
sobre gel de silica para se obter o composto pretendido

(110 mg, rendimento de 21 %).

RMN de 'H-NMR (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,26-1,39 (m, 2H), 1,49-1,59 (m, 2H), 2,50 (t, 2H, J =
7,8 Hz), 4,37 (s, 1H), 6,65 (d, 2H, J = 8,4 Hz), 6,97 (d,
2H, J = 8,4 Hz), 7,14 (4, 1H, J = 8,4 Hz), 7,43 (d, 1H, J =

8,7 Hz).

Passo 3

U’“ﬁ Do hmmgjﬂ

Cj 5H1 sNzoS C1 9H24N20332
Mol. Wt.: 274.38 Mol. Wt.: 380.53

Sintetizou-se o composto pretendido de uma

maneira semelhante a do Passo 4 do Exemplo 1.

RMN de 'H (CcDCls) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,28-1,41 (m, 2H), 1,46 (d, 6H, J = 6,9 Hz), 1,53-1,63

(m, 2H), 2,59 (t, 2H, J = 7,8 Hz), 3,35-3,44 (m, 1H), 7,15
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(d, 2, J = 8,7 Hz), 7,38 (s, 1H), 7,45 (4, 2H,
Hz), 7,57 (s, 1H).

Exemplo 9 Sintese do Composto (I-4)

Passo 1
. A -
/
>7%b E o 0
HaN. O . 0 !
———— S,
|_p~CRaMe 6'0WOMe
CgH7NO3 CgH;3NOsS
Mol. Wt.: 141.12 Mol. Wt.: 247.27

Sintetizou-se o composto pretendido

maneira semelhante a do Passo 4 do Exemplo 1.
RMN de 'H (CDCls) & ppm: 1,44 (d, 6H,
Hz), 3,33-3,43 (m, 1H), 3,88 (s, O9H), 6,24-6,26

7,11-7,14 (m, 2H).

Passo 2

H H
N-O O NaOH N._-O O
}gaEQ}4BMe >1%5[Q}4%H

CoHysNO&S CgH, {NOSS
Mol Wt 247.27 Mol WY: 233.24

Sintetizou-se o composto pretendido

de

de

maneira semelhante a utilizada no Passo 4 do Exemplo 4.

uma

uma
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RMN de 'H (CDCls) & ppm: 1,44 (d, 6H, J = 6,3
Hz), 3,33-3,45 (m, 1H), 6,25-6,28 (m, 1H), 7,27-7,28 (m,

1H), 7,51 (s, 1H).

Passo 3

1. (COCH),, OMF
J§ JCH,Cl5

H
o) N_O o
Sl )~ Fgl %
ool / on o0 HN—<:>—\_\
2. anilina

C NQOgS CygH24N20,S
MQI.BH t’: 23%.24 Moz.s t'.‘: 5644.46

Sintetizou-se o composto pretendido de uma

maneira semelhante a do Passo 2 no Exemplo 1.

RMN de 'H (CDsOD) & ppm: 0,92 (t, 3H, J = 6,9
Hz), 1,28-1,41 (m, 2H), 1,46 (d, 6H, J = 6,3 Hz), 1,53-1,63
(m, 2H), 2,58 (t, 2, J = 7,8 Hz), 3,33-3,43 (m, 1H), 6,27-
6,29 (m, 1H), 7,14-7,16 (m, 3H), 7,50 (d, 2H, J = 8,4 Hz),

7,90 (s, 1H).
Exemplo 10 Sintese do Composto (I-28)

Passo 1

iy 4CINO CyeHysNO3

C
Mol. 151.63 Mol. Wt.: 245 27



Sintetizou-se o composto pretendido de uma

maneira semelhante a utilizada no Passo 1 do Exemplo 1.

RMN de 'H (CDCls) & ppm: 1,37-1,52 (m, 3H), 1,74-
1,79 (m, 2H), 2,07-2,13 (m, 2H), 2,28-2,42 (m, 2H), 3,72-
3,81 (m, 1H), 4,09-4,20 (m, 1H), 7,68-7,73 (m, 2H), 7,81-

7,85 (m, 2H).

Passo 2

o] omw< >ﬂ o
(jif%4c>"OH Ejjif{i}noﬁz
S (BusSn),0 Yy "< >_\

Cy4H1sNO3 CasHosN,O4
Mol. Wt *245.27 Mol-WE 420.50

Dissolveu-se isocianato de 4-butilfenilo (2,85 g,
16,3 mmol) em 30 mL de THF, e adicionou-se o &lcool
utilizado como matéria-prima (1,0 g, 4,08 mmol) e é6xido de
bis(tributilestanho) (972 mg, 1,63 mmol). Em seguida
agitou-se a mistura de um dia para o outro, removeu-se O
solvente, adicionou-se &gua e extraiu-se a mistura com
cloroférmio. Lavou-se a fase orgdnica com agua e secou-se
sobre sulfato de magnésio anidro. Removeu-se o solvente sob
pressdo reduzida e purificou-se o residuo por cromatografia
sobre gel de silica para se obter o composto pretendido

(332 mg, rendimento de 19 %).

RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 6,9

Hz), 1,30-1,40 (m, 2H), 1,48-1,62 (m, 4H), 1,79-1,83 (m,
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2"y, 2,21-2,25 (m, 2H), 2,37-2,50 (m, 2H), 2,57 (t, 2H, J =
7,8 Hz), 4,11-4,22 (m, 1H), 4,77-4,87 (m, 1lH), 6,49 (s,
1H), 7,11 (4, 2H, 0 = 8,7 Hz), 7,28 (4, 2H, J = 8,7 Hz),

7,69-7,73 (m, 2H), 7,80-7,84 (m, 2H).

Passo 3

(i; -O o : HaNNHz "H20 H2N-O 0-4 C

Mol. Wt.. 420.50 Mol. Wt.: 290.40
jga H
L . N
0 “}"S. 0
—Et:;’ Q O«,oﬁN
Co1H34No05S
Mol Wt.: 394.57

Sintetizou-se o composto pretendido de maneira
semelhante as utilizadas no Passo 3 do Exemplo 1 e no

Exemplo 2.

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,21 (s, 9H), 1,30-1,62 (m, 8H), 2,08 (d, 4H, J = 11,1
Hz), 2,56 (t, 2H, J = 7,8 Hz), 3,04 (d, 1H, J = 4,8 Hz),
3,20-3,30 (m, 1H), 4,65-4,76 (m, 1H), 6,57 (s, 1H), 7,10

(d, 2H, J = 8,7 Hz), 7,26 (d, 2H, J = 8,1 Hz).

Exemplo 11 Sintese do Composto (I-29)



H
) UM  _meren 7S, .

Mo Wi 36457 VRN,

Sintetizou-se o composto pretendido de uma

maneira semelhante a utilizada no Exemplo 3.

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J
Hz), 1,23-1,62 (m, 8H), 1,40 (s, 9H), 2,12 (d, 4H, J = 14,4
Hz), 2,56 (t, 24, J = 7,8 Hz), 3,28-3,40 (m, 1H), 3

1H), 4,60-4,73 (m, 1H), 6,57 (s, 1H), 7,10 (d, 2H, J = 8,4
Hz), 7,25 (d, 2H, J = 8,4 Hz).

Exemplo 12 Sintese do Composto (I-114)

H H
g-N N

o —TE e

Adicionou-se reagente de Lawesson, 2,4-
dissulfureto de [2,4-bis (4-metoxifenil)-1,3-ditia-2,4-
difosfetano] (132 mg) a uma solucdo de 100 mg do Composto
(I-110) sintetizado de uma maneira equivalente a utilizada
no Exemplo 1, em tolueno (2,7 ml) e agitou-se a mistura a
80°C durante 3 horas. Concentrou-se a mistura reaccional
sob pressdo reduzida e purificou-se o residuo por
cromatografia sobre gel de silica (acetato de etilo:n-

hexano a 1:1) para se obterem cristais amarelo claros (82,3



mg, 79 %). Recristalizaram-se o0s cristais a partir de
cloreto de metileno-éter di-isopropilico para se obter o
composto pretendido sob a forma de agulhas incolores (50,5

) .

o\©

mg, 48
Exemplo 13 Sintese do Composto (I-120)

Passo 1

Sloa H

S

HQN\[:\I it jigNT:?
Nco,Et 0 ~Negger

Dissolveram-se 4-amino-l-piperidinacarboxilato de
etilo (300 mg) e trietilamina (258 mg) em 5 mL de
diclorometano. Adicionou-se a mistura 2 mL de uma solucédo
de cloreto de t-butilsulfinilo (222 mg) em diclorometano, e
agitou-se a mistura a temperatura ambiente durante 4 horas.
tratou-se esta mistura com uma solucédo aquosa de
hidrogenossulfato de potéassio e com acetato de etilo.
Lavou-se a fase orgédnica com salmoura e secou-se Sobre
sulfato de magnésio anidro. Removeu-se o solvente sob
pressédo reduzida e purificou-se o residuo por cromatografia
sobre gel de silica para se obterem 378 mg de 4-t-

butylsulfinilamino-l-etoxicarbonilpiperidina.

Passo 2



H
>L§N(/\| Ba(OH)z i N@\/\/ >LS N‘O

Suspendeu-se numa mistura de 5 mL de 2-propanol e
5 mL de 4&gua, 378 mg de 4-t-butylsulfinilamino-1-
etoxicarbonilpiperidina e adicionou-se-lhe 1,77 g de
hidréxido de bério. Aqueceu-se a mistura ao refluxo com

agitacdo e aquecimento durante 4 horas.

Diluiu-se a mistura com metanol e separou-se por
filtracdo o material insoluvel. Removeu-se o0 solvente sob
pressédo reduzida para se obter 4-t-
butilsulfinilaminopiperidina. Sem ©purificacdo adicional
dissolveu-se o material obtido em 5 mL de THF, e adicionou-
se-lhe 984 mg de N-fenoxicarbonil-4-butil-anilina e 236 mg
de di-isopropil-etilamina, agitando-se em seguida a
temperatura ambiente de um dia para o outro. Adicionou-se a
mistura uma solucdo aquosa de hidrogenossulfato de potéssio
e extraiu-se a mistura com acetato de etilo. Lavou-se a
fase orgédnica com salmoura e secou-se sobre sulfato de
magnésio anidro. Removeu-se o solvente sob pressédo reduzida
e purificou-se o residuo por cromatografia sobre gel de
silica para se obterem 291 mg de (4-t-butilfenil)amida do

acido 4-t-butilsulfinilaminopiperidina-l-carboxilico.

RMN de 'H (CDCls) & ppm: 0,89(t, 3H, J = 7,3 Hz),
1,19(s, 9H), 1,25-1,38(m, 4H), 1,40-1,60(m, 4H), 1,89-

2,03(m, 3H), 2,52(t, 2H, J = 7,7 Hz), 2,89-3,04(m, 2H),



3,14(d, 1, J = 5,2 Hz), 3,37(m, 1H), 3,96(m, 2H), 6,67(s,

1H), 7,05(d, 2H, J = 8,5 Hz), 7,22(d, 2H, J = 8,5 Hz).

Passo 3

H
PO e TR
o #\
° NWN °° NENQ/V

Numa mistura de 2 mL de metanocl com 2 mL de
cloreto de metileno, dissolveu-se 291 mg de (4-t-
butilfenil)amida do &cido 4-t-butilsulfinilaminopiperidina-
l-carboxilico. Adicionou-se a mistura 570 mg de MMPP
(hexahidrato de monoperoxiftalato de magnésio) a 80 %, e
agitou-se a mistura a temperatura ambiente durante 2 horas.
Diluiu-se a solucdo com &agua e extraiu-se com acetato de
etilo. Lavou-se a fase orgédnica com salmoura e secou-se
sobre sulfato de magnésio anidro. Removeu-se o solvente sob
pressdo reduzida e purificou-se o residuo por cromatografia
sobre gel de silica para se obterem 130 mg de (4-
butilfenil)amida do &acido 4-t-butilsulfonilaminopiperidina-

l-carboxilico (I-120).

Sintetizam-se outros Compostos (I) por métodos
semelhantes. Ilustram-se adiante as estruturas e as

propriedades fisicas deles.
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RMN de 'H-NMR (CDCls) & ppm: 0,94 (t, 3H, J = 7,5
Hz), 1,34-1,44 (m, 2H), 1,40 (d, 6H, J = 6,6 Hz), 1,59-1,68

(m, 2H), 2,69 (t, 2H, J = 7,8 Hz), 3,24-3,35 (m, 1H), 6,49



(s, 1H), 7,23-7,32 (m, 4H), 7,6 (4, 2H, J = 8,7 Hz), 7,79

(d, 24, J = 8,1 Hz), 7,85 (s, 1H).

RMN de 'H (CDCl;) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,30-1,39 (m, 2H), 1,37 (d, ©H, J = 6,9 Hz), 1,57
(quinteto, 2H, J = 7,5 Hz), 1,96 (gquinteto, 2H, J = 6,6
Hz), 2,49 (t, 2H, J = 6,6 Hz), 2,57 (t, 2H, J = 7,8 Hz),
3,16-3,26 (m, 3H), 4,62 (s lg, 1H), 7,12 (d, 2H, J = 8,1

Hz), 7,43 (d, 2H, J = 8,4 Hz), 7,64 (s, 1H).

RMN de 'H (CD:OD) & ppm: 0,92 (t, 3H, J = 6,9
Hz), 1,28-1,41 (m, 2H), 1,46 (d, 6H, J = 6,3 Hz), 1,53-1,63
(m, 2H), 2,58 (t, 2H, J = 7,8 Hz), 3,33-3,43 (m, 1H), 6,27-
6,29 (m, 1H), 7,14-7,16 (m, 3H), 7,50 (d, 2H, J = 8,4 Hz),

7,90 (s, 1H).

RMN de 'H (CcDCls) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,28-1,41 (m, 2H), 1,46 (d, 6H, J = 6,9 Hz), 1,53-1,63
(m, 2H), 2,59 (t, 24, J = 7,8 Hz), 3,35-3,44 (m, 1H), 7,15
(d, 2H, J = 8,7 Hz), 7,38 (s, 1H), 7,45 (d, 2H, J = 8,7

Hz), 7,57 (s, 1H).
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RMN de'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,5 Hz),
1,29-1,39 (m, 2H), 1,37 (d, 6H, J = 6,9 Hz), 1,55
(quinteto, 2H, J = 7,5 Hz), 2,55 (t, 2H, J = 5,1 Hz), 3,18-
3,27 (m, 1H), 3,92 (d, 2H, J = 6,0 Hz), 5,51 (t, 1H, J =
5,7 Hz), 7,10 (d, 2H, J = 8,4 Hz), 7,39 (d, 2H, J = 8,4

Hz), 8,23 (s, 1H).

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,28-1,38 (m, 2H), 1,37 (d, 6H, J = 6,9 Hz), 1,51-1,67
(m, 4H), 1,78-1,88 (m, 2H), 2,39 (t, 2H, J = 7,2 Hz), 2,57
(t, 24, J = 7,5 Hz), 3,12-3,22 (m, 3H), 4,30-4,37 (m, 1H),

7,12 (d, 2H, J = 8,4 Hz), 7,36-7,42 (m, 3H).

RMN de 'R (CDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,21-1,47 (m, 4H), 1,35 (d, 6H, J = 6,6 Hz), 1,51-1,63
(m, 4H), 1,67-1,77 (m, 2H), 2,34 (t, 2H, J = 7,5 Hz), 2,55
(t, 24, J = 7,8 Hz), 3,08-3,17 (m, 3H), 4,71 (t, 1H, J =
6,0 Hz), 7,09 (d, 2H, J = 8,1 Hz), 7,43 (d, 2H, J = 8,4

Hz), 7,74 (s, 1H).

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2

Hz), 1,29-1,39 (m, 2H), 1,35 (d, 6H, J = 6,9 Hz), 1,50-1,60
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(m, 2H), 2,54 (t, 2H, J = 7,8 Hz), 2,64 (t, 2H, J = 5,7

Hz), 3,14-3,23 (m, 1H), 3,41-3,47 (m, 2H), 5,29 (t, 1H, J =

Il
co
~
fInN

6,3 Hz), 7,10 (4, 2H, J = 8,4 Hz), 7,39 (4, 2H, J

Hz), 7,91 (s, 1H).

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,22 (s, 9H), 1,30-1,37 (m, 2H), 1,51-1,68 (m, 4H),
1,76-1,86 (m, 2H), 2,31-2,40 (m, 2H), 2,56 (t, 2H, J = 17,5
Hz), 3,15-3,26 (m, 3H), 7,11 (t, 2H, J = 8,7 Hz), 7,42 (d,

2H, 3 =8,1 Hz), 7,54 (s, 1lH).

pf: 128-129°C

RMN de 'H (CDCls) & ppm: 0,91 (t; 3H, J = 7,5
Hz), 1,29-1,39 (m, 2H), 1,39 (s, 9H), 1,51-1,68 (m, 4H),
1,76-1,84 (m, 2H), 2,37 (t, 2, § = 7,5 Hz), 2,56 (t, 2H, J
= 7,8 Hz), 3,19-3,26 (m, 2H), 4,20 (t, 1H, J = 5,7 Hz),
7,11 (d, 2H, J = 8,1 Hz), 7,42 (d, 2H, J = 8,7 Hz), 17,46

(s, 1H).

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,28-1,37 (m, 2H), 1,47-1,68 (m, 6H), 2,23 (t, 2H, J =

7,2 Hz), 2,56 (t, 2H, J = 7,5 Hz), 2,90-2,97 (m, 2H), 5,10
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(s lg, 1H), 7,11 (4, 2H, J = 8,4 Hz), 7,36 (d, 2H, J = 8,1
Hz), 7,50-7,68 (m, 3H), 7,93 (d, 1H, J = 8,1 Hz), 8,06 (d,
1H, J = 8,4 Hz), 8,24 (4, 1H, J = 7,5 Hz), 8,66 (d, 1H, J =

8,7 Hz).

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,28-1,40 (m, 2H), 1,45-1,73 (m, 6H), 2,23 (t, 2H, J =
7,5 Hz), 2,56 (t, 2H, J = 7,8 Hz), 2,88 (s, 6H), 2,88-2,95
(m, 2H), 5,04 (s lg, 1H), 7,10 (d, 2H, J = 8,1 Hz), 7,17
(d, 18, J = 7,2 Hz), 7,37 (d, 2H, J = 8,4 Hz), 7,48-7,54
(m, 2H), 8,23 (d4, 1H, J = 7,2 Hz), 8,30 (d, 1H, J = 8,7

Hz), 8,53 (d, 1H, J = 8,4 Hz).

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,30-1,43 (m, 6H), 1,36 (d, 6H, J = 6,6 Hz), 1,51-1,62
(m, 4H), 1,67-1,78 (m, 2H), 2,34 (t, 2H, J = 7,5 Hz), 2,56
(t, 24, J = 7,8 Hz), 3,09-3,20 (m, 3H), 4,34 (s lg, 1H),

7,10 (d, 2H, J = 8,4 Hz), 7,41-7,44 (m, 3H).

RMN de 'H (CcDCl;) & ppm: 0,91 (t, 3H, J0 = 7,5
Hz), 1,23 (s, 9H), 1,27-1,80 (m, 12H), 2,30-2,38 (m, 2H),
2,56 (t, 24, 0 = 17,5 Hz), 3,15 (s lg, 2H), 7,11 (d, 2H, J =

7,8 Hz), 7,43 (4, 2H, J = 7,8 Hz), 7,59 (s, 1H).
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RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 17,5
Hz), 1,29-1,44 (m, 6H), 1,39 (s, 9H), 1,51-1,61 (m, 4H),
1,68-1,78 (m, 2H), 2,35 (t, 2H, J = 7,5 Hz), 2,56 (t, 2H,
J,= 8,1 Hz), 3,15-3,21 (m, 2H), 4,14-4,23 (m, 1H), 7,11 (d,

2, 3 =7,8 Hz), 7,36-7,44 (m, 3H).

RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 7,5
Hz), 1,21 (s, 9H), 1,30-1,40 (m, 2H), 1,55-1,72 (m, 6H),
2,64 (t, 2H, J = 7,8 Hz), 3,08-3,33 (m, 3H), 3,42-3,50 (m,
2H), 6,39 (s, 1H), 7,22 (d, 2H, J = 8,4 Hz), 7,69 (d, 2H, J

= 8,1 Hz).

RMN de 'H (cDCls) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,31-1,39 (m, 2H), 1,39 (s, 9H), 1,55-1,72 (m, 6H),
2,64 (t, 2H, J = 17,8 Hz), 3,24 (quarteto, 2H, J = 6,6 Hz),
3,48 (quarteto, 2H, J = 6,6 Hz), 4,21 (t, 1H, J = 6,3 Hz),
6,29 (s, 1H), 7,22 (d, 2H, J = 7,8 Hz), 7,67 (d, 2H, J =

8,1 Hz).
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RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,23 (s, 9H), 1,30-1,42 (m, 2H), 1,50-2,02 (m, 10H),
2,30-2,42 (m, 1H), 2,57 (t, 2H, J = 8,1 Hz), 3,10 (s 1lg,
1H), 3,57 (s lg, 1H), 7,12 (d, 2H, J = 8,4 Hz), 7,41 (4,
2H, J = 7,8 Hz).

I-22

pf: 78-79°C

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,30-1,40 (m, 2H), 1,40 (s, 9H), 1,50-1,65 (m, 4H),
1,70-1,98 (m, 8H), 2,30-2,40 (m, 1H), 2,57 (t, 2, J = 7,5
Hz), 3,58-3,70 (m, 1H), 4,16 (d, 1H, J = 9,3 Hz), 7,11-7,15
(m, 3H), 7,40 (d, 2H, J = 8,1 Hz).

I-23

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,21 (s, 9H), 1,21-1,41 (m, 4H), 1,51-1,64 (m, 4H),
1,86-2,01 (m, 4H), 2,12-2,25 (m, 1H), 2,56 (t, 2H, J = 7,5
Hz), 2,87-2,96 (m, 1H), 3,00-3,12 (m, 1H), 3,23-3,34 (m,
1H), 3,67-3,75 (m, 1H), 7,11 (d, 2H, J = 8,1 Hz), 7,40 (d,
2H, J = 8,4 Hz).

I1-24

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,25-1,37 (m, 2H), 1,40 (s, 9H), 1,48-1,65 (m, 6H),
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1,90 (4, 2H, J = 11,7 Hz), 2,02 (d, 2H, J = 11,7 Hz), 2,12-
2,24 (m, 1H), 2,56 (t, 2H, J = 7,5 Hz), 3,04 (t, 2H, J =
6,3 Hz), 4,31 (¢, 1H, J = 5,7 Hz), 7,11 (4, 2H, J = 8,1

Hz), 7,42 (4, 2H, J = 8,4 Hz).

pf: 232-233°C

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 17,5
Hz), 1,23-1,40 (m, 4H), 1,40 (s, 9H), 1,51-1,76 (m, 4H),
2,01-2,26 (m, 5H), 2,56 (t, 2H, J = 7,5 Hz), 3,22-3,38 (m,
1H), 3,79 (d, 1H, J = 9,3 Hz), 7,11 (d, 2H, J = 8,7 Hz),

7,17 (s, 1H), 7,40 (d, 2H, J = 8,4 Hz).

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,22 (s, 9H), 1,28-1,40 (m, 2H), 1,52-1,62 (m, 2H),
1,85-1,96 (m, 1H), 2,00-2,14 (m, 1H), 2,38-2,53 (m, 2H),
2,56 (t, 24, J = 17,5 Hz), 3,22-3,37 (m, 3H), 7,11 (d, 2H, J

= 8,4 Hz), 7,45 (d, 2H, J = 8,4 Hz), 8,19 (s, 1lH).

RMN de 'H (cDCl;) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,30-1,40 (m, 2H), 1,40 (s, 9H), 1,52-1,61 (m, 2H),

1,95 (quinteto, 2H, J = 6,3 Hz), 2,50 (t, 2H, J = 6,9 Hz),

2,56 (t, 2H, 0 =7,8 Hz), 3,31 (quarteto, 2H, J 6,0 Hz),
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4,30-4,36 (m, 1H), 7,12 (d, 2H, J = 8,4 Hz), 7,43 (d, 2H, J

= 8,4 Hz), 7,65 (s, 1lH).

RMN de 'H (cDCl;) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,21 (s, 9H), 1,30-1,62 (m, 8H), 2,08 (d, 4H, J = 11,1
Hz), 2,56 (t, 24, J = 7,8 Hz), 3,04 (d, 1H, J = 4,8 Hz),
3,20-3,30 (m, 1H), 4,65-4,76 (m, 1H), 6,57 (s, 1H), 7,10

(d, 2H, J = 8,7 Hz), 7,26 (d, 2H, J = 8,1 Hz).

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,2
Hz), 1,23-1,62 (m, 8H), 1,40 (s, 9H), 2,12 (d, 4H, J = 14,4
Hz), 2,56 (t, 2H, J = 7,8 Hz), 3,28-3,40 (m, 1H), 3,90 (s,
1H), 4,60-4,73 (m, 1H), 6,57 (s, 1H), 7,10 (d, 2H, J = 8,4

Hz), 7,25 (d, 2H, J = 8,4 Hz).

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,26-1,39 (m, 2H), 1,51-1,64 (m, 4H), 1,72-1,81 (m,
2H), 2,34 (t, 24, J = 6,9 Hz), 2,56 (t, 2H, J = 7,8 Hz),
2,95-3,01 (m, 2H), 4,84 (t, 1H, J = 5,7 Hz), 6,99-7,12 (m,
6H), 7,19-7,24 (m, 1H), 7,30 (s, 1H), 7,38-7,43 (m, 4H),

7,79 (d, 2H, J = 8,7 Hz).
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RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 7,5
Hz), 1,21 (s, 9H), 1,28-1,62 (m, 8H), 2,07-2,14 (m, 4H),
2,64 (t, 24, J = 17,8 Hz), 3,11 (d, 1H, J = 5,1 Hz), 3,20 (s
lg, 1H), 3,90-4,04 (m, 1H), 6,06-6,14 (m, 1H), 7,21 (t, 2H,

J=28,1 Hz), 7,67 (t, 2H, J = 8,4 Hz).

RMN de 'H (cDCl;) & ppm: 0,92 (t, 3H, J = 7,2
Hz), 1,27-1,65 (m, 8H), 1,40 (s, 9H), 2,10-2,23 (m, 4H),
2,65 (t, 2, J = 7,5 Hz), 3,23-3,35 (m, 1H), 3,49 (s, 1H),
3,88-4,02 (m, 1H), 5,84-5,92 (m, 1H), 7,13 (t, 2H, J = 8,4

Hz), 7,65 (4, 2H, J = 8,1 Hz).

RMN de 'H (CDCls) & ppm: 0,94 (t, 3H, J = 7,2
Hz), 1,30-1,42 (m, 2H), 1,32 (s, 9H), 1,57-1,66 (m, 2H),
2,67 (t, 2, J = 7,8 Hz), 5,61 (s, 1H), 6,93 (d, 2H, J =
8,7 Hz), 7,25 (d, 2H, J = 8,4 Hz), 7,49 (d, 2H, J = 9,0

Hz), 7,80 (4, 2H, J = 8,1 Hz), 8,22 (s, 1H).

RMN de 'H (CDsOD) & ppm: 0,95 (t, 3H, J = 7,5
Hz), 1,35 (s, 9H), 1,35-1,44 (m, 2H), 1,57-1,69 (m, 2H),
2,69 (t, 24, 3 = 7,5 Hz), 7,28-7,33 (m, 4H), 7,56 (d, 2H, J

=9,0 Hz), 7,83 (d, 2H, J = 8,4 Hz).
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RMN de 'H (CDCls) & ppm: 0,92 (t, 3H, J = 17,5
Hz), 1,31-1,70 (m, 11H), 1,39 (s, 9H), 1,75-1,85 (m, 1H),
2,65 (t, 2, J = 8,1 Hz), 3,13 (t, 2H, J = 6,6 Hz), 3,40
(t, 24, J = 7,2 Hz), 4,10 (t, 1H, J = 5,7 Hz), 6,21 (t, 1H,
J=5,7 Hz), 7,23 (d, 2H, J = 8,1 Hz), 7,67 (d, 2H, J = 8,4

Hz) .

RMN de 'H (cDCls) & ppm: 0,92 (t, 3H, J = 7,5
Hz), 0,95-1,10 (m, 2H), 1,31-1,40 (m, 2H), 1,39 (s, O9H),
1,55-1,63 (m, 4H), 1,80-1,92 (m, 4H), 2,65 (t, 2H, J = 7,8
Hz), 3,03 (t, 2H, J = 6,6 Hz), 3,31 (t, 2H, J = 6,6 Hz),
4,06 (t, 1H, J = 6,0 Hz), 6,22 (t, 1H, J = 6,0 Hz), 7,23

(d, 24, J = 8,4 Hz), 7,67 (d, 2H, J = 8,1 Hz).

RMN de 'H (CDCls) & ppm: 1,13 (t, 3H, J = 7,2
Hz), 1,39 (s, 9H), 1,69-1,97 (m, 8H), 2,27-2,38 (m, 1H),
3,29-3,35 (m, 4H), 3,60-3,70 (m, 1H), 4,52 (d, 1H, J = 9,3
Hz), 6,64 (d, 2H, J = 8,4 Hz), 7,22 (s, 1H), 7,31 (d, 2H, J

= 9,0 Hz).
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RMN de 'H (CDCls) & ppm: 1,38 (s, 9H), 1,68-1,96
(m, 8H), 2,30-2,40 (m, 1H), 3,11 (t, 4H, J = 4,8 Hz), 3,60-
3,72 (m, 1H), 3,86 (t, 4H, J = 4,8 Hz), 4,51 (s lg, 1H),

6,89 (d, 2H, J = 9,0 Hz), 7,42 (d, 2H, J = 8,7 Hz).

pf: >278°C (dec.)

RMN de 'H (CDCls) & ppm: 1,18-1,40 (m, 2H), 1,40
(s, 9H), 1,62-1,75 (m, 2H), 2,01-2,27 (m, 5H), 3,10-3,13
(m, 4H), 3,22-3,38 (m, 1H), 3,72 (d, 1H, J = 9,3 Hz), 3,85-
3,88 (m, 4H), 6,87 (d, 2H, J = 9,0 Hz), 7,10 (s, 1H), 7,40

(d, 2H, J = 9,0 Hz).

RMN de 'H (CDCls) & ppm: 1,40 (s, 9H), 1,61-1,97
(m, 8H), 2,16 (s, 3H), 2,33-2,43 (m, 1H), 3,60-3,70 (m,
1H), 4,66 (s lg, 1H), 7,12 (d, 1H, J = 8,7 Hz), 7,46-17,50

(m, 1H), 7,62 (s, H), 7,75-7,78 (m, 1H), 7,86-7,91 (m, 2H).

RMN de 'H (CDCls) & ppm: 1,40 (s, 9H), 1,62-2,00
(m, 8H), 1,87 (s, 3H), 2,36-2,47 (m, 1H), 3,24 (s, 3H),
3,64-3,74 (m, 1H), 4,87 (s 1lg, 1H), 7,13 (d, 2H, J = 9,0

Hz), 7,64 (4, 2H, J = 8,4 Hz), 7,81 (s, H).



Hz),

2,00-2,26

Hz),
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pf: 235-236°C

RMN de 'H (CDCls) & ppm: 1,13 (t, 6H, J = 6,9

1,18-1,33 (m, 2H), 1,40 (s, 9H), 1,60-1,77 (m, 2H),

(m, 5H), 3,28-3,35 (m, 4H), 3,73 (d, 1H, J = 9,3

6,60-6,70 (m, 2H), 7,03 (s lg, 1H), 7,31 (4, 2H, J =

7,8 Hz).

(s,

(m,

Hz) .

9H) ,
4H),

2H,

pf: >268 °C (dec.)

RMN de 'H (CDCls) & ppm: 1,20-1,34 (m, 2H), 1,40
1,56-1,76 (m, 8H), 2,00-2,26 (m, 5H), 3,06-3,14

3,24-3,36 (m, 1H), 3,72 (d, 1H, J = 9,3 Hz), 6,90

J = 8,7 Hz), 7,09 (s, 1H), 7,36 (d, 2H, J = 8,7

pf: > 272°C (dec.)

RMN de 'H (DMSO-ds) & ppm: 1,28 (s, 9H), 1,31-
74), 1,87-2,00 (m, 4H), 2,23-2,34 (m, 1H), 3,00-
1H), 4,35-4,45 (m, 2H), 6,81 (d, 1H, J = 9,0 Hz),
14, J = 7,2 Hz), 7,43 (t, 1H, J = 8,4 Hz), 7,52-

3H), 8,04 (4, 1H, J = 7,8 Hz), 8,43 (s, 1H).
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RMN de 'H (CDCls) & ppm: 1,20-1,36 (m, 2H), 1,40
(s, 9H), 1,62-1,77 (m, 2H), 1,98-2,32 (m, 5H), 3,31-3,40
(m, 1H), 3,62 (4, 1H, J = 9,0 Hz), 7,08 (s, 1H), 7,29 (d,

2H, 3 = 9,0 Hz), 7,61 (4, 2H, J = 9,0 Hz).

RMN de 'H (CDCls) & ppm: 1,22-1,36 (m, 2H), 1,40
(s, 9H), 1,62-1,77 (m, 2H), 2,00-2,31 (m, 5H), 3,24-3,40
(m, 1H), 3,62 (d, 1H, J = 10,2 Hz), 7,01 (t, 2H, J = 8,7

Hz), 7,09 (s, 1H), 7,42-7,50 (m, 2H).

pf: 270°C (dec.)

RMN de 'H (CDCls) & ppm: 1,20-1,36 (m, 2H), 1,40
(s, 9H), 1,61-1,77 (m, 2H), 1,95-2,30 (m, 9H), 3,17-3,38
(m, 5H), 3,67 (d, 1H, J = 9,3 Hz), 6,50 (d, 28, J = 9,0

Hz), 6,97 (s, 1H), 7,30 (4, 2H, J = 9,0 Hz).

pf: 252-253 C
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RMN de 'H (CDCls) & ppm: 1,21-1,37 (m, 2H), 1,40
(s, 9H), 1,62-1,78 (m, 2H), 1,98-2,32 (m, 5H), 3,26-3,40
(m, 1H), 3,68 (d, 1H, J = 9,6 Hz), 6,94-7,02 (m, 4H), 7,08
(¢, 14, J = 7,5 Hz), 7,13 (s, 1H), 7,31 (t, 28, J = 7,5

Hz), 7,46 (4, 2H, J = 9,0 Hz).

pf: 278-279°C

RMN de 'H (CDCls) & ppm: 1,02 (d; 6H, J = 6,9
Hz), 1,35 (s, 9H), 1,39-1,71 (m, 6H), 1,90-2,09 (m, 2H),
3,16-3,30 (m, 1H), 3,46 (d, 1H, J = 9,0 Hz), 4,92-5,01 (m,
1H), 6,91-6,95 (m, 2H), 7,00-7,07 (m, 3H), 7,13-7,16 (m,
2H), 7,30-7,36 (m, 2H).

pf: 276-277°C

RMN de 'H (CDCls) & ppm: 1,20-1,36 (m, 2H), 1,40
(s, 9H), 1,60-1,78 (m, 2H), 1,98-2,30 (m, 5H), 2,36 (s,
3H), 2,58 (t, 4H, J = 4,5 Hz), 3,17 (t, 4H, J = 4,5 Hz),
3,21-3,40 (m, 1H), 3,64 (d, 1H, J = 9,0 Hz), 6,88 (d, 2H, J

=9,0 Hz), 7,01 (s, 1H), 7,37 (d, 2H, J = 9,0 Hz).

pf: > 300°C
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RMN de 'H (DMSO-d¢) & ppm: 1.20-1.54 (m, 4H),
1.27 (s, 9H), 1.73-1.88 (m, 2H), 1.89-2.01 (m, 2H), 2.13-
2.25 (m, 1H), 2.98-3.12 (m, 1H), 3.15-3.31 (m, 8H), 6.76-
6.84 (m, 2H), 6.93 (d, 2H, J = 9.0 Hz), 6.99 (d, 2H, J =
8.1 Hz), 7.24 (d, 2H, J = 8.1 Hz), 7.46 (d, 2H, J = 9.0
Hz), 9.60 (s, 1H).

pf: > 215°C (dec.)

RMN de 'H (DMSO-dg) & ppm: 1.27 (s, O9H), 1.27-
2.00 (m, 18H), 2.14-2.26 (m, 1H), 2.53-2.84 (m, 4H), 2.86-
3.30 (m, 2H), 3.46-3.54 (m, 1H), 3.62-3.74 (m, 2H), 6.78
(d, 1H, J = 8.7 Hz), 6.87 (d, 2H, J = 7.8 Hz), 7.42 (d, 2H,
J = 8.7 Hz), 9.58 (s, 1H).

pf: > 290°C (dec.)

RMN de 'H (CDCls) & ppm: 1,23-1,40 (m, 2H), 1,40
(s, 9H), 1,60-1,76 (m, 2H), 2,02-2,27 (m, 5H), 3,20 (t, 4H,
J = 5,4 Hz), 3,21-3,32 (m, 1H), 3,67 (d, 1H, J = 9,3 Hz),
3,98 (t, 4H, J = 4,8 Hz), 6,52 (t, 1H, J = 4,8 Hz), 6,93
(d, 24, J = 8,4 Hz), 7,06 (s, 1H), 7,41 (4, 28, J = 8,7
Hz), 8,33 (d, 2H, J = 4,8 Hz).
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pf: > 232°C (dec.)

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, O9H), 1,27-
1,48 (m, 4H), 1,80-1,99 (m, 4H), 2,14-2,25 (m, 1H), 3,04-
3,24 (m, 8H), 3,68 (s, 3H), 3,76 (s, 3H), 6,44-6,47 (m,
1H), 6,66 (s, 1H), 6,76-6,84 (m, 2H), 6,92 (d, 2H, J = 8,4

Hz), 7,46 (d, 2H, J = 8,4 Hz), 9,61 (s, 1H).

pf: 284-285°C (dec.)

RMN de 'H (CDCls) & ppm: 1,27 (t, 3H, J = 7,2
Hz), 1,40 (s, 9H), 1,61-2,24 (m, 9H), 2,35-2,49 (m, 1H),
2,76 (t, 2H, J = 10,2 Hz), 3,04-3,15 (m, 2H), 3,20-3,36 (m,
1H), 3,55-3,59 (m, 2H), 3,87 (d, 1H, J = 9,6 Hz), 4,12-4,19
(m, 2H), 6,90 (d, 2H, J = 8,7 Hz), 2,79 (s, 1H), 7,40 (d,

2H, J = 8,7 Hz).

pf: > 299°C (dec.)

RMN de 'H (CDCls) & ppm: 1,26-1,33 (m, 2H), 1,40
(s, 9H), 1,56-2,42 (m, 19H), 2,73-2,81 (m, 4H), 3,16-3,26
(m, 4H), 3,64 (d, 1H, J = 9,6 Hz), 6,87 (d, 2H, J = 8,7

Hz), 7,04 (s, 1H), 7,37 (4, 2H, J = 9,0 Hz).
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pf: > 270°C (dec.)

RMN de 'H (CDCls) & ppm: 1,26-1,47 (m, 2H), 1,47
(s, 9H), 1,60-1,80 (m, 4H), 2,01-2,32 (m, 5H), 3,28-3,40
(m, 3H), 3,62-3,74 (m, 3H), 5,74-5,96 (m, 2H), 6,92 (d, 2H,

J=28,7 Hz), 7,13 (s, 1H), 7,39 (4, 2H, J = 9,0 Hz).

pf: 247-250°C (dec.)

RMN de 'H (CDCls) & ppm: 1,20-1,37 (m, 2H), 1,40
(s, 9H), 1,60-1,78 (m, 2H), 1,98-2,33 (m, 5H), 2,93-3,03
(m, 2H), 3,22-3,40 (m, 1H), 3,52 (t, 2H, J = 6,0 Hz), 3,62
(d, 1H, J = 8,4 Hz), 4,36 (s, 2H), 6,93 (d, 2H, J = 8,7
gz), 7,00 (s, 1H), 7,11-7,22 (m, 4H), 7,39 (d, 24, J = 8,7

Hz) .

pf: 280-281°C

RMN de 'H (CDCls) & ppm: 1,21-1,38 (m, 2H), 1,41
(s, 9H), 1,64-1,80 (m, 2H), 2,02-2,33 (m, 5H), 3,24-3,40

(m, 1H), 3,61 (d, 1H, J = 9,0 Hz), 6,33 (t, 2H, J = 2,1
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Hz), 7,04 (¢, 2H, J = 2,1 Hz), 7,14 (s, 1H), 7,34 (4, 2H, J

= 9,0 Hz), 7,56 (d, 2H, J = 9,0 Hz).

pf: 260-262°C

RMN de 'H (CDCls) & ppm: 1,22-1,39 (m, 2H), 1,41
(s, 9H), 1,64-1,82 (m, 2H), 2,02-2,35 (m, 5H), 3,24-3,40
(m, 1H), 3,62 (d, 1H, J = 9,6 Hz), 7,31 (d, 2H, J = 9,0

Hz), 7,51 (s, 1H), 7,69 (d, 2H, J = 9,0 Hz).

pf: 248°C

RMN de 'H (CDCls) & ppm: 1,20-1,38 (m, 2H), 1,40
(s, 9H), 1,61-1,78 (m, 2H), 1,98-2,32 (m, 5H), 3,22-3,45

(m, 1H), 3,64 (4, 1H, J = 9,3 Hz), 7,11 (s, 1H), 7,37-7,46

pf: 272-275°C (dec.)

RMN de 'H (DMSO-d¢) & ppm: 1,20-1,53 (m, A4H),
1,27 (s, 9H), 1,75-1,88 (m, 2H), 1,88-2,00 (m, 2H), 2,11-
2,24 (m, 1H), 2,96-3,12 (m, 1H), 5,96 (s, 2H), 6,77 (d, 1H,



J = 8,7 Hz), 6,82 (4, 1H, J = 8,4 Hz), 6,95 (dd, 1H, J =
1,8, 8,4 Hz), 7,29 (d, 1H, J =1,8 Hz), 9,70 (s, 1H).

pf: 293-296°C (dec.)

RMN de 'H (DMSO-ds) & ppm: 1,20-1,70 (m, 10H),
1,27 (s, 9H), 1,79-2,038 (m, 4H), 2,18-2,33 (m, 1H), 2,98-
3,30 (m, 5H), 6,79 (d, 1H, J = 9,0 Hz), 6,97 (d, 2H, J =
8,1 Hz), 7,43-7,57 (m, 4H), 7,62 (d, 2H, J = 8,1 Hz), 9,82

(s, 1H).

pf: > 300°C

RMN de 'H (DMSO-ds) & ppm: 1,27 (s, 9H), 1,27-
1,53 (m, 4H), 1,86-1,99 (m, 4H), 2,22-2,34 (m, 1H), 2,39
(s, 3H), 3,00-3,14 (m, 1H), 6,25 (s, 1H), 6,79 (d, 1H, J =
9,0 Hz), 7,47-7,50 (m, 1H), 7,69-7,76 (m, 1H), 10,27 (s,

1H) .

pf: 248-249°C

RMN de 'H (DMSO-d¢) & ppm: 1,20-1,54 (m, 4H),

1,27 (s, 9H), 1,77-1,90 (m, 2H), 1,90-2,02 (m, 2H), 2,02
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(s, 34), 2,17-2,32 (m, 1H), 2,96-3,13 (m, 1H), 6,78 (d, 1H,
J=28,7 Hz2), 7,12-7,30 (m, 3H), 7,89 (s, 1H), 9,79 (s, 1H),

9,88 (s, 1H).

pf: > 300°C

RMN de 'H (DMSO-d¢) & ppm: 1,20-1,54 (m, 4H),
1,27 (s, 9H), 1,77-1,89 (m, 2H), 1,89-2,03 (m, 2H), 2,00
(s, 3H), 2,14-2,28 (m, 1H), 2,95-3,13 (m, 1H), 6,78 (d, 1H,
J=18,7 Hz), 7,40-7,54 (m, 4H), 9,72 (s, 1H), 9,83 (s, 1H).

pf: 199-201°C

RMN de 'H (DMSO-dg) & ppm: 1,21-1,53 (m, A4H),
1,27 (s, 9H), 1,76-1,89 (m, 2H), 1,89-2,02 (m, 2H), 2,13-
2,30 (m, 1H), 2,85 (s, 6H), 2,94-3,14 (m, 1H), 6,40 (dd,
14, J = 2,4, 8,4 Hz), 6,78 (d, 1H, J = 8,7 Hz), 6,90 (d,

1, J = 8,4 Hz), 7,05 (t, 2H, J = 8,4 Hz), 9,60 (s, 1H).

pf: 227-230°C

RMN de 'H (DMSO-d¢) & ppm: 1,22-1,52 (m, 4H),

1,27 (s, 9H€), 1,72-1,87 (m, 2H), 1,87-2,01 (m, 2H), 2,12-
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2,29 (m, 1H), 2,96-3,12 (m, 1H), 5,00 (s, 2H), 6,22 (d, 1H,
J=7,5 Hz), 6,66 (4, 1H, J = 7,5 Hz), 6,78 (d, 1H, J = 9,0
Hz), 6,86 (4, 1H, J = 7,5 Hz), 6,89-6,95 (m, 1H), 9,46 (s,

1H) .

pf: 270-272°C

RMN de 'H (DMSO-d¢) & ppm: 1,22-1,52 (m, 4H),
1,26 (s, 9H), 1,73-1,86 (m, 2H), 1,88-2,00 (m, 2H), 2,08-
2,22 (m, 1H), 2,95-3,11 (m, 1H), 4,80 (s, 2H), 6,47 (d, 2H,
J=8,4 Hz), 6,77 (d, 1H, J = 8,4 Hz), 7,20 (d, 2H, J = 8,4

Hz), 9,35 (s, 1H).

pf: 262-263°C

RMN de 'H (CcDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz), 1,17-1,42 (m, 2H), 1,40 (s, 9H), 1,60-1,78 (m, 2H),
1,98-2,43 (m, 7H), 3,20-3,43 (m, 3H), 3,67 (d, 1H, J = 9,6
Hz), 3,74-3,86 (m, 2H), 6,86 (d, 2H, J = 9,0 Hz), 7,04 (s,

1H), 7,38 (d, 2H, J = 9,0 Hz).

pf: 218-219°C
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RMN de 'H (CDsOD) & ppm: 1,36 (s, 9H), 1,36-1,69
(m, 4H), 1,45 (s, O9H), 1,88-2,02 (m, 3H), 2,06-2,30 (m,
4H), 3,05-3,44 (m, 3H), 3,46-3,56 (m, 1H), 4,16-4,26 (m,

1H), 6,51 (d, 2H, J = 9,0 Hz), 7,30 (d, 2H, J = 8,7 Hz).

pf: 295-296°C (dec.)

RMN de 'H (CDsOD) & ppm: 1,36 (s, 9H), 1,36-1,67
(m, 4H), 1,92-2,13 (m, 4H), 2,26-2,40 (m, 2H), 2,62-2,75
(m, 1H), 3,16-3,25 (m, 1H), 3,58-3,98 (m, 4H), 4,16-4,25

(m, 1H), 7,20-7,30 (m, 2H), 7,62 (d, 2H, J = 9,0 Hz).

pf: 250-251°C

RMN de 'H (DMSO-d¢) & ppm: 1,23-1,55 (m, 4H),
1,27 (s, 9H), 1,78-1,90 (m, 2H), 1,90-2,02 (m, 2H), 2,15-
2,28 (m, 1H), 2,98-3,14 (m, 1H), 3,06 (t, 2H, J = 8,4 Hz),
3,87 (t, 24, J = 8,4 Hz), 6,67 (dd, 1H, J = 1,5, 7,2 Hz),
6,80 (d, 1H, J = 8,4 Hz), 6,94-7,05 (m, 2H), 7,12-7,19 (m,
1q), 7,16 (d, 2H, J = 9,3 Hz), 7,57 (d, 2H, J = 9,3 Hz),

9,73 (s, 1H).

pf: 265-266°C
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RMN de 'H (DMSO-d¢) & ppm: 1,23-1,58 (m, 4H),
1,28 (s, 9H), 1,83-2,04 (m, 4H), 2,20-2,36 (m, 1H), 2,97-
3,16 (m, 1H), 6,67 (d, 1H, J = 3,0 Hz), 6,82 (d, 1H, J =
8,4 Hz), 7,07-7,22 (m, 2H), 7,47-7,53 (m, 1H), 7,50 (d, 2H,
J=29,0 Hz), 7,58 (d, 1H, J = 3,0 Hz), 7,64 (d, 1H, J = 7,5

Hz), 7,79 (4, 2H, J = 9,0 Hz), 10,02 (s, 1H).

pf: 281°C

RMN de 'H (DMSO-d¢) & ppm: 1,21-1,56 (m, 4H),
1,27 (s, 9H), 1,80-2,03 (m, 4H), 2,18-2,31 (m, 1H), 2,97-
3,14 (m, 1H), 6,51 (dd, 1H, J = 2,1, 2,7 Hz), 6,81 (d, 1H,
J = 9,0 Hz), 7,67-7,78 (m, 5H), 8,41 (d, 1H, J = 2,1 Hz),
9,96 (s, 1H).

pf: > 300°C (dec.)

RMN de 'H (DMSO-ds) & ppm: 1,27 (s, O9H), 1,27-
1,52 (m, 4H), 1,74-2,04 (m, 7H), 2,10-2,25 (m, 2H), 2,96~
3,20 (m, 2H), 3,48-3,58 (m, 1H), 3,75-3,84 (m, 1H), 6,39
(d, 2H, J = 8,4 Hz), 6,79 (d, 1H, J = 8,4 Hz), 7,02 (s,

iH), 7,30 (s, 1H), 7,36 (d, 2H, J = 8,1 Hz), 9,48 (s, 1H).
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pf: 248-250°C (dec.)

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,27-
1,54 (m, 4H), 1,85-1,99 (m, 4H), 2,24-2,33 (m, 1H),-3,00-
3,14 (m, 1H), 6,82 (4, 1H, J = 8,7 Hz), 7,77 (4, 2H, J =

8,4 Hz), 8,07 (d, 2H, J = 8,4 Hz).

pf: > 300°C

RMN de 'H (DMSO-d¢) & ppm: 1,22-1,58 (m, A4H),
1,27 (s, 9H), 1,80-2,03 (m, 4H), 2,18-2,32 (m, 1H), 2,98-
3,14 (m, 1H), 6,80 (d, 1H, J = 8,7 Hz), 7,35-7,50 (m, 2H),

7,99 (s, 1H), 8,11 (s, 1H), 9,79 (s, 1H), 12,94 (s, 1H).

pf: 261-262°C

RMN de 'H (DMSO-d¢) & ppm: 1,21-1,57 (m, 4H),
1,27 (s, 9H), 1,78-2,02 (m, 4H), 2,17-2,30 (m, 1H), 2,96-
3,16 (m, 1H), 6,34 (s, 1H), 6,80 (d, 1H, J = 8,7 Hz), 7,14-

7,32 (m, 3H), 7,85 (s, 1H), 9,58 (s, 1H), 10,95 (s, 1lH).
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RMN de 'H (CDCls) & ppm: 0,86 (s, 18H), 1,24-1,37
(m, 2H), 1,37 (s, 9H), 1,56-1,74 (m, 2H), 1,95-2,19 (m,
5H), 3,18-3,32 (m, 1H), 3,44 (t, 4H, J = 6,3 Hz), 3,70 (t,
4H, J = 6,3 Hz), 4,39 (4, 1H, J = 9,0 Hz), 6,59 (d, 2H, J =
9,0 Hz), 7,31 (d, 2H, J = 8,7 Hz), 7,43 (s, 1H).

pf: 264-265°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, O9H), 1,27-
1,52 (m, 4H), 1,78-1,88 (m, 2H), 1,90-2,00 (m, 2H), 2,14-
2,26 (m, 1H), 2,96-3,14 (m, 1H), 6,72-6,82 (m, 2H), 6,99
(t, 44, J = 7,8 Hz), 7,18 (t, 2H, J = 7,5 Hz), 7,46 (d, 2H,
J =9,0 Hz), 8,00 (s, 1H), 9,65 (s, 1H).

pf: 257°C (dec.)

RMN de 'H (DMSO-d¢) & ppm: 1,23-1,57 (m, 4H),
1,27 (s, 9H), 1,83-2,03 (m, 4H), 2,23-2,35 (m, 1H), 2,98-
3,15 (m, 1H), 6,80 (d, 1H, J = 8,1 Hz), 7,87 (d, 2H, J =

9,0 Hz), 8,34 (d, 2H, J = 9,0 Hz), 9,21 (s, 1H), 10,20 (s,
1H) .

pf: 256-258°C
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RMN de 'H (DMSO-d¢) & ppm: 1,22-1,53 (m, 4H),
1,26 (s, 9H), 1,79-2,01 (m, 4H), 2,25 (s, 3H), 2,28-2,42
(m, 1H), 2,97-3,02 (m, 1H), 6,71 (d, 1H, J = 0,9 Hz), 6,80

(d, 14, J = 8,1 Hz), 11,91 (s, 1H).

pf: 228-230°C

RMN de 'H (CDsOD) & ppm: 1,36 (s, 9H), 1,36-1,48
(m, 2H), 1,55-1,70 (m, 2H), 1,87-1,98 (m, 2H), 2,08-2,17
(m, 2H), 2,20-2,32 (m, 1H), 3,15-3,27 (m, 1H), 3,50 (t, 4H,
J=5,7 Hz), 3,69 (t, 4H, J = 5,7 Hz), 6,72 (d, 2H, J = 9,0

Hz), 7,29-7,33 (m, 2H).

pf: 183-184°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, O9H), 1,27-
1,48 (m, 4H), 1,73-1,89 (m, 4H), 1,90-2,00 (m, 2H), 2,16-
2,28 (m, 1H), 2,28 (t, 2H, J = 7,5 Hz), 2,51-2,54 (m, 2H),
2,97-3,13 (m, 1H), 3,58 (s, 3H), 6,79 (d, 1H, J = 8,7 Hz),
7,08 (d, 2H, J = 8,7 Hz), 7,49 (d, 2H, J = 8,4 Hz), 9,73
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pf: 217-218°C

RMN de 'H (CDs0D) & ppm: 1,36 (s, 9H), 1,36-1,46
(m, 2H), 1,55-1,69 (m, 2H), 1,83-2,00 (m, 4H), 2,07-2,18
(m, 2H), 2,26-2,36 (m, 3H), 2,61 (t, 2H, J = 7,5 Hz), 3,14-
3,26 (m, 1H), 7,13 (d, 2H, J = 8,1 Hz), 7,44 (d, 2H, J =

8,1 Hz).

RMN de 'H (CcDCls) & ppm: 0,08 (d, 6H, J = 3,3
Hz), 0,88(s, 9H), 1,21-1,36 (m, 2H), 1,39 (s, 9H), 1,61-
1,74 (m, 2H), 1,88-2,23 (m, 6H), 3,06-3,11 (m, 1H), 3,24-
3,74 (m, 4H), 3,92 (d, 1H, J = 9,6 Hz), 4,48-4,56 (m, 1H),
6,47 (d, 2H, J = 9,0 Hz), 7,17 (s, 1H), 7,32 (d, 2H, J =

9,0 Hz).

pf: amorfo

RMN de 'H (CDsOD) & ppm: 1,36 (s, 9H), 1,36-1,47
(m, 2H), 1,56-1,70 (m, 3H), 1,88-2,30 (m, 6H), 3,05-3,49
(m, 5H), 4,50 (s 1lg, 1H), 6,50 (d, 2H, J = 9,0 Hz), 7,29
(d, 2H, J = 9,0 Hz).

pf: 105-106°C
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RMN de 'H (CDCls) & ppm: 0.92 (t, 3H, J = 7.3
Hz), 1.25-1.27 (m, 2H), 1.36 (d, 6H, J = 6.9 Hz), 1.51-1.59
(m, 2H), 2.506 (t, 2H, J = 7.8 Hz), 3.27 (septeto, 1H, J =
6.9 Hz), 7.12 (d, 2H, J = 8.6 Hz), 7.32 (t, 1H, J = 7.8
Hz), 7.45 (d 1lg, 1H, J = 7.8 Hz), 7.53 (d, 2H, J = 8.6 Hz),

7.58 (4, 1H, J = 7.8 Hz), 7.71-7.72 (m, 2H), 8.27(s, 1H).

pf: 163-164°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,32-1,39 (m, 2H), 1,55-1,65 (m, 2H), 1,87 (s, 3H),
1,95 (s, 3H), 2,60 (t, 2H, J = 7,6 Hz), 7,07 (d, 2H, J =
8,4 Hz), 7,18 (d, 2H, J = 8,5 Hz), 7,54 (d, 2H, J = 8,5
Hz), 7,91 (s lg, 1H), 8,18 (d, 2H, J = 8,4 Hz), 8,77 (s,

1H) .

pf: 173°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,32-1,40 (m, 2H), 1,39 (d, 6H, J = 6,9 Hz), 1,55-1,62
(m, 2H), 2,60 (t, 2H, 0 = 7,8 Hz), 3,13 (septeto, 1H, J =
6,9 Hz), 4,39 (d, 2H, J = 6,3 Hz), 4,45 (t, 1H, J = 6,3

Hz), 7,18 (4, 2H, J = 8,7 Hz), 7,46 (d, 2H, J = 8,7 Hz),
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7,54 (d4, 2H, J = 8,7 Hz), 7,80 (s, 1H), 7,85 (d, 2H, J =

8,7 Hz).

pf: 159-160°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,32-1,39 (m, 2H), 1,54-1,80 (m, 2H), 1,79 (s, 3H),
1,80 (s, 3H), 2,60t, 2H, J = 7,7 Hz), 3,18 (s, 3H), 7,18
(d, 2H, J = 8,5 Hz), 7,30 (d, 2H, J = 8,8 Hz), 7,52 (d, 2H,
J = 8,5 Hz), 7,70 (s lg, 1H), 7,84 (d, 2H, J = 8,8 Hz),

8,77 (s, 1H).

pf: 177-178°C

RMN de 'H (CDCls) & ppm: 0,94 (t, 3H, J = 7,2
Hz), 1,31-1,48 (m, 8H), 1,54-1,66 (m, 2H), 2,55 (s, 3H),
2,62 (t, 2H, J = 7,6 Hz), 3,92 (septeto, 1H, J = 6,6 Hz),
7,20 (d, 2H, J = 8,45 Hz), 7,74 (d, 2H, J = 8,5 Hz), 9,01

(s 1g, 1H), 9,17 (s, 1H).

pf: 220-223°C
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RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,28-1,42 (m, 2H), 1,50 (d, 6H, J = 6,8 Hz), 1,54-1,65
(m, 2H), 2,62 (t, 2H, J = 7,6 Hz), 4,08 (septeto, 1H, J =
7,1 Hz), 7,20 (d, 2H, J = 8,5 Hz), 7,48 (d, 2H, J = 8,5
Hz), 7,71 (s lg, 1H), 8,51 (s lg, 1H), 8,95 (s, 1H).

pf: 195-197°C

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,6
Hz), 0,94 (t, 3H, J = 7,3 Hz), 1,32-1,44 (m, 6H), 1,54-1,64
(m, 2H), 1,66-1,78 (m, 2H), 2,62 (t, 2H, J = 7,7 Hz), 2,86
(s 1g, 2H), 3,98 (septeto, 1H, J = 7,1 Hz), 7,19 (d, 2H, J
= 8,5 Hz), 7,63 (d, 2H, J = 8,4 Hz), 8,72 (s lg, 1H), 8,81

(s 1g, 1H).

pf: 216-218°C

RMN de 'H (CDCl3;+CDs0D) & ppm: 0,93 (t, 3H, J =
7,4 Hz), 1,29-1,40 (m, 2H), 1,43 (d, 2H, J = 6,9 Hz), 1,51-
1,63 (m, 2H), 2,060 (t, 2H, J = 7,8 Hz), 3,65 (septeto; 1H,
J = 6,9 Hz), 7,18 (d, 2H, J = 8,5 Hz), 7,22 (d, 1H, J = 8,8
Hz), 7,55 (d, 2H, J = 8,5 Hz), 8,18 (dd, 1H, J = 8,8, 2,4

Hz), 8,63 (d, 1H, J = 2,4 Hz).
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pf: 201-202°C

RMN de 'H (CDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,22-1,40 (m, 2H), 1,49 (d, 2H, J = 7,1 Hz), 1,51-1,63
(m, 2H), 2,59 (t, 2H, J = 7,7 Hz), 4,22 (septeto, 1H, J =
7,1 Hz), 7,16 (d, 2H, J = 8,4 Hz), 7,41 (s lg, 1H), 17,52
(d, 28, J = 8,4 Hz), 8,10 (s lg, 1H), 8,13 (d, 1H, J = 2,2

Hz), 8,61 (s lg, 1H).

I-100

pf: 160-162°C

RMN de 'H (CDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,22-1,42 (m, 2H), 1,45 (d, 24, J = 6,9 Hz), 1,51-1,63
(m, 2H), 2,61 (t, 2H, 0 = 7,8 Hz), 3,37 (septeto, 1H, J =
6,9 Hz), 6,89 (s lg, 1H), 7,19 (d, 2H, J = 8,4 Hz), 7,65
(d, 2H, J = 8,4 Hz), 7,80 (dd, 1H, J = 8,4, 2,4 Hz), 8,27

(d, 1H, J = 8,4 Hz), 8,45 (4, 1H, J = 2,4 Hz), 9,75 (s lg,

I-101, 1I-214

pf: 192-194°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3

Hz), 1,27-1,41 (m, 2H), 1,35 (s, 9H), 1,50-1,66 (m, 2H),

2,60 (t, 24, J =17,6 Hz), 5,58 (s lg, 1H), 7,07 (4, 2H, J =
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8,5 Hz), 7,17 (d4, 2H, J = 8,5 Hz), 7,52 (4, 2H, J = 8,5

Hz), 7,71 (s lg, 1H), 7,79 (d, 2H, J = 8,5 Hz).

I-102

pf: 216-217°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,26-1,42 (m, 2H), 1,45 (s, 9H), 1,70-1,83 (m, 2H),
2,60 (t, 24, J = 7,7 Hz), 6,42 (s lg, 1H), 7,18 (d, 2H, J =
8,5 Hz), 7,35 (d, 2H, J = 8,5 Hz), 7,51 (d, 2H, J = 8,5
Hz), 7,68 (s lg, 1H), 7,82 (d, 2H, J = 8,5 Hz).

I-103

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,3

Hz), 1,28-1,36 (m, 2H), 1,32 (d, 6H, J = 6,9 Hz), 1,49-1,59

(m, 2H), 2,54 (t, 2H, J = 7,7 Hz), 3,23 (septeto, 1H, J

6,9 Hz), 3,46 (s, 3H), 6,76 (s lg, 1H), 6,91 (d, 2H, J

8,2 Hz), 6,99 (d, 2H, J = 8,8 Hz), 7,03 (d, 2H, J = 8,2
Hz), 7,25 (4, 2H, J = 8,8 Hz).

I-104

pf: 182-183°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3

Hz), 1,28-1,40 (m, 2H), 1,51-1,63 (m, 2H), 1,64-1,88 (m,

4H), 1,90-2,23 (m, 4H), 2,60 (t, 2H, J = 7,6 Hz), 3,39 (m,
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1H), 6,16 (s lg, 1H), 7,07 (d, 2H, J = 8,5 Hz), 7,16 (d,
2H, 3 = 8,5 Hz), 7,52 (4, 2H, J = 8,5 Hz), 7,74 (s lg, 1H),

7,77 (d, 2H, J = 8,5 Hz).

I-105

pf: 190-191°C

RMN de 'H (CDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,28-1,41 (m, 2H), 1,52-1,69 (m, 4H), 1,75-1,90 (m,
2H), 1,92-2,07 (m, 4H), 2,58 (t, 2H, J = 7,6 Hz), 3,59 (m,
1H), 6,53 (s lg, 1H), 7,18 (d, 2H, J = 8,5 Hz), 7,31 (d,
2H, J = 8,5 Hz), 7,52 (d, 2H, J = 8,5 Hz), 7,67 (s lg, 1H),

7,84 (d, 2H, J = 8,5 Hz).

I-106

pf: 194-197°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,22-1,41 (m, 2H), 1,53-1,65 (m, 2H), 1,90 (s, 6H),
2,60 (t, 2, J = 7,8 Hz), 6,86 (s lg, 1H), 7,18 (d, 2H, J =
8,5 Hz), 7,43 (d, 2H, J = 8,5 Hz), 7,51 (d, 2H, J = 8,5
Hz), 7,71 (s lg, 1H), 7,84 (d, 2H, J = 8,5 Hz).

I-107

pf: 211-212°C
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RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,24-1,40 (m, 2H), 1,50-1,62 (m, 2H), 2,60 (t, 2H, J =
7,6 Hz), 6,19 (s 1lg, 1H), 7,17 (d, 2H, J = 8,5 Hz), 7,18
(d, 24, J = 8,5 Hz), 7,51 (d, 2H, J = 8,5 Hz), 7,66 (s lg,

1H), 7,86 (d, 2H, J = 8,5 Hz).

I-108

pf: 298-300°C

RMN de 'H (DMSO-ds) & ppm: 0,90 (t, 3H, J = 7,3
Hz), 1,22-1,39 (m, 2H), 1,48-1,60 (m, 2H), 2,54 (t, 2H, J =
7,3 Hz), 7,04 (d, 2H, J = 8,8 Hz), 7,12 (d, 2H, J = 8,5
Hz), 7,64 (d, 2H, J = 8,5 Hz), 7,69 (d, 2H, J = 8,8 Hz),

9,80 (s, 1H).

I-109

pf: 122-123°C

RMN de 'H (CDCls) & ppm: 0,90 (t, 3H, J = 7,4
Hz), 0,97 (t, 3H, J = 7,7 Hz), 1,26-1,38 (m, 2H), 1,30 (s,
6H), 1,50-1,66 (m, 4H), 1,72-1,83 (m, 4H), 2,34 (t, 2H, J =
7,1 Hz), 2,55 (t, 2H, J = 7,6 Hz), 3,19 (g, 1H, J = 6,0
Hz), 4,60 (s lg, 1H), 7,08 (d, 2H, J = 8,5 Hz), 7,42 (d,

2H, J = 8,5 Hz), 7,85 (s, 1H).

I-110
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pf: 109-110°C

RMN de 'H (CDCls) & ppm: 0,91 (t, 3H, J = 7,4
Hz), 1,10 (d, 6H, J = 6,7 Hz), 1,29-1,38 (m, 2H), 1,55 (s,
9H), 1,60-1,70 (m, 2H), 1,78-1,89 (m, 2H), 2,26 (m, 1H),
2,39 (t, 2H, J = 7,0 Hz), 2,57 (t, 2H, J = 7,7 Hz), 2,90
(d, 2H, J = 6,6 Hz), 3,16 (s lg, 1H), 4,24 (s lg, 1H), 7,12
(d, 2H, J = 8,5 Hz), 7,40 (d, 2H, J = 8,5 Hz).

I-111

pf: 64-65°C

RMN de 'H, (CDCls) & ppm: 0,91 (t, 3H, J = 7,3
Hz), 1,02 (t, 3H, J = 7,5 Hz), 1,35 (d, 3H, J = 6,7 Hz),
1,26-1,38 (m, 2H), 1,48-1,69 (m, 5H), 1,76-1,87 (m, 2H),
2,04 (m, 1H), 2,38 (t, 2H, J= 7,3 Hz), 2,56 (t, 2H, J = 17,6
Hz), 2,91 (m, 1H), 3,16 (s lg, 2H), 4,42 (s lg, 1H), 7,11
(d, 24, J = 8,5 Hz), 7,42 (d, 2H, J = 8,5 Hz), 7,47 (s lg,
1H) .

I-112

pf: 79-80°C

RMN de 'H (CDCls) & ppm: 1,36 (s, 9H), 1,52-1,62
(m, 2H), 1,67-1,76 (m, 2H), 2,22 (t, 2H, J = 7,4 Hz), 3,16
(q, 2H, J = 6,3 Hz), 3,78 (s, 3H), 4,33 (d, 2H, J = 5,4
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Hz), 4,62 (s lg, 1H), 6,20 (s l1lg, 1H), 6,85 (d,
Hz), 7,19 (d, 2H, J = 8,8 Hz).

I-113
pf: 125-126°C

RMN de 'H, (CDCls) & ppm: 1,38 (s,
(m, 2H), 1,76-1,88 (m, 2H), 2,46 (t, 2H, J =
(g, 2, J = 6,1 Hz), 4,22 (t, 1H, J =
1H, J

6,1 Hz), 7,24 (dd,

8,9, 2,3 Hz), 7,36 1H, J = 2,3 Hz),

(d,
1H), 8,29 (d, 1H,

7,65 (s 1lg,
J = 8,9 Hz).

I-114
pf: 89-91°C

RMN de 'H (CDCls) & ppm: 0,92 (t,

3H, J

7,0
Hz), 1,06 (d, 6H,

J = 17,0 Hz), 1,36 (m 1H), 1,50-1,72

1H), 2,60 (t,
J = 17,7 Hz), 2,93

(m
I5H)/ 1/94_2,06

(m, 2H), 2,26 (m,

2H, 0 = 17,17
Hz), 2,84 (t, 2H,

(d/ ZH, J 6,3 HZ),
3,20 (t, 2H, J = 6,6 Hz), 4,30 (s lg, 1H), 7,19 (d, 2H, J

8,5 Hz), 7,63 (d, 2H, J =

8,5 Hz), 9,15 (s lg, 1H).

I-115

pf: 94-95°C

2H, J = 8,8

9H), 1,62-1,70

7,4 Hz), 3,22
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RMN de 'H (cDCls) & ppm: 0,92 (t, 3H, J = 7,5
Hz), 1,03 (t, 34, J = 7,5 Hz), 1,23-1,40 (m ,5H), 1,42-1,65
(m, 6H), 1,75 (m, 1H), 2,02 (m, 1H), 2,24 (t, 2H, J = 7,0
Hz), 2,59 (t, 2H, J = 8,0 Hz), 2,90 (m, 1H), 3,14 (g, 2H, J
= 6,6 Hz), 4,20 (m, 1H), 4,40 (d, 2H, J = 5,4 Hz), 5,70 (s
lg, 1H), 7,14 (d, 2H, J = 8,1 Hz), 7,18 (d, 2H, J = 8.1

Hz) .

I-116
pf: 89-91°C
RMN de 'H (cDCls) & ppm: 0,97 (t, 3H, J = 7,3

Hz), 1,02 (¢, 34, § = 7,5 Hz), 1,35 (4, 3H, J = 7,0 Hz),
1,40-1,90 (m ,9H), 2,04 (m ,1H), 2,37 (t, 2H, J = 7,0 Hz),
2,90 (m, 1H), 3,17 (g, 2H, J = 6,6 Hz), 3,93 (t, 2H, J =
6,6 Hz), 4,32 (m, 1H), 6,84 (d, 2H, J = 9,0 Hz), 7,31 (s
lg, 1H), 7,40 (d, 2H, J = 9,0 Hz).

I-117

pf: 110-111°C

RMN de 'H (cDCls) & ppm: 1,02 (t, 3H, J = 7,5
Hz), 1,34 (d, 3H, J = 6,6 Hz), 1,45-1,70 (m ,3H), 1,75-1,85
(m, 2H), 2,05 (m ,1H), 2,36 (t, 2H, J = 7,5 Hz), 2,90 (m,
1H), 3,16 (g, 2H, J = 6,6 Hz), 3,78 (s, 3H), 4,50 (m, 1H),
6,84 (d, 2H, J = 6,8 Hz), 7,42 (d, 2H, J = 6,8 Hz), 7,48 (s

lg, 1H).
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I-118

pf: 113-115°C

RMN de 'H (CcDCl;) & ppm: 0,92 (t, 3H, J = 7,0
Hz), 1,20-1,34 (m ,1H), 1,37 (d, 6H, J = 7,0 Hz), 1,48-1,70
(m, 3H), 2,43 (g, 2H, J = 6,6 Hz), 2,58 (t, 2H, J = 7,7
Hz), 3,10-3,31 (m, 3H), 4,75 (m, 1H), 6,04 (d, 1H, J = 15,0
Hz), 6,77 (dt, 1H, J = 7,7, 15,0 Hz), 7,14 (d, 2H, J = 8,4

Hz), 7,55 (4, 2H, J = 8,4 Hz), 7,85 (s lg, 1H).

I-119

pf: 139-140°C

RMN de 'H (CDCls) & pem: 1,19 (s, 9H), 1,47 (m,

2H), 1,61 (m, 2H), 2,18 (t, 2H, J = 7,6 Hz), 3,03 (g, 2H, J

= 6,3 Hz), 4,09 (¢, 1H, J = 5,9 Hz), 6,85 (d 1lg, 1H, J

8,0 Hz), 7,00 (t, 1H, J = 8,0 Hz), 7,16 (d lg, 1H, J

8,0), 7,48 (s lg, 1H), 7,57 (s lg, 1H).

I-120

pf: 183°C

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,3

Hz), 1,20-1,58 (m, 6H), 1,40 (s, 9H), 2,07 (dd, 1H, J

12,9, 3,1 Hz), 2,52 (t, 2H, J = 7,7 Hz), 2,95 (dd, 2H, J =
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11,5, 2,5 Hz), 3,46 (m, 1H), 3,88-4,07 (m, 3H), 6,47 (s,
1H), 7,08 (d, 2H, J = 8,5 Hz), 7,22 (d, 2H, J = 8,5 Hz).

I-121

pf: 163-166°C

RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,3
Hz), 1,32-1,62 (m, 6H), 1,45 (s, 9H), 1,95-2,07 (m, 3H),
2,20 (m, 1H), 2,46 (td, 1H, J = 10,4, 3,7 Hz), 2,37 (t, 24,
J = 7,6 Hz), 3,43 (d lg, 2H, J = 10,4 Hz), 4,80 (s, 1H),
7,12 (d, 2H, J = 8,4 Hz), 7,14 (s, 1H), 7,39 (d, 2H, J =
8,4 Hz).

I-122

pf: 188-189°C

RMN de 'H (CcDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,25-1,41 (m ,2H), 1,42 (s, 9H), 1,50-1,62 (m ,2H),
1,78-1,95 (m ,4H), 2,00-2,20 (m ,6H), 2,57 (t, 2H, J = 7,5
Hz), 3,99 (s lg, 1H), 7,10 (s lg, 1H), 7,12 (d, 2H, J = 6,5
Hz), 7,41 (d, 2H, J = 6,5 Hz).

I-123

pf: 197-198°C
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RMN de 'H (cDCls) & ppm: 0,91 (t, 3H, J = 7,5
Hz), 1,24-1,40 (m ,2H), 1,39 (s, 9H), 1,50-1,70 (m ,2H),
1,99 (s lg , 12H), 2,56 (t, 2H, J = 7,5 Hz), 3,47 (s lg,
1H), 7,10 (s, 1H), 7,11 (d, 2H, J = 8,5 Hz), 7,38 (d, 2H, J

= 8,5 Hz).

I-124

pf: 258-260°C

RMN de 'H (CDCls) & ppm: 1,20-1,40 (m, 2H), 1,41
(s, 9H), 1,62-1,81 (m, 2H), 2,03-2,35 (m, 5H), 2,37 (s,
38), 2,71 (s, 3H), 3,32 (m, 1H), 3,,64 (d, 1H, J = 8,4 Hz),
7,08 (s lg, 1H), 7,24 (m, 1H), 7,33 (m, 2H), 7,60 (d, 1H, J
= 8,1 Hz), 7,77 (s, 1H), 7,80 (d, 1H, J = 8,4 Hz), 8,14 (m,

1H) .

I-125

pf: 297-299°C

RMN de 'H (DMSO-dg¢) & ppm: 1,27 (s, 9H), 1,28-
1,56 (m, 4H), 1,80-2,01 (m, 4H), 2,47 (m, 1H), 2,76 (s lg,
1H), 3,05 (m, 2H), 6,78 (d, 1H, J = 9,0 Hz), 7,23 (d, 1H, J
= 9,0 Hz), 7,46 (dd, 1H, J = 2,0, 9,0 Hz), 8,03 (d, 1H, J =

2,0 Hz).

I-126



(s,
1H),
Hz),

2H),

(s,
3H),

1H),

(s,
3H),

2H,

9H) ,
3,67
6,97

7,55

9H) ,
3,33
7,62

9H) ,

3,32
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pf: 198-199°C

RMN de 'H (CDCls) & ppm: 1,18-1,39 (m, 2H), 1,40
1,60-1,79 (m, 2H), 1,98-2,35 (m, 5H), 3,30 (m,
(d, 1H, J = 9,6 Hz), 5,89 (tt, 1H, J = 3,0, 50,0
(d, 1H, J = 7,8 Hz), 7,21 (s, 1H), 7,30,7,40 (m,

(s, 1H).

I-127

pf: 262-264°C

RMN de 'H (CDCls) & ppm: 1,20-1,39 (m, 2H), 1,41

1,60-1,80 (m, 2H), 2,00-2,36 (m, 5H), 2,57 (s,

(m, 1H), 3,,62 (4, 1H, J = 8,7 Hz), 7,28 (s 1lg,

(d, 2H, J = 8,7 Hz), 7,94 (d, 2H, J = 8,7 Hz).

I-128

pf: 252-254°C

RMN de 'H (CDCli) & ppm: 1,18-1,39 (m, 2H), 1,40

1,58-1,79 (m, 2H), 1,99-2,30 (m, 5H), 2,46 (s,

(m, 1H), 3,,64 (m, 1H), 7,11 (s lg, 1H), 7,23 (4,

J=9,0 Hz), 7,44 (4, 2H, J = 9,0 Hz).

I-129

pf: > 300°C
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RMN de '‘H (CDC1l3+CDs0D) & ppm: 1,30-1,45 (m, 2H),

1,42 (s, 9H), 1,70-1,88 (m, 2H), 2,10-2,37 (m, 4H), 2,52

(m, 1H), 3,34 (m, 1H), 7,43-7,54 (m, 3H), 7,82 (4, 1H, J =

6,7 Hz), 7,88 (4, 1H, J = 8,5 Hz), 7,98-8,07 (m, 2H), 8,44

(s, 1H), 8,46 (s, 1H).
I-130
pf: 123-124°C

RMN de 'H (CDCls) & ppm: 1,18-1,34 (m, 2H), 1,40

(s, 9H), 1,62-1,75 (m, 2H), 2,00-2,28 (m, 5H), 3,31 (m,

1H), 3,61 (4, 1H, J = 9,5 Hz), 5,59 (s, 1H), 7,17 (s, 1H),

7,30-7,37 (m, 6H), 7,41 (4, 1H, J = 8,5 Hz),
= 2,1 Hz).

7,84 (d, 1H, J

1-131
pf: 202-204°C

RMN de 'H (CDCli) & ppm: 1,27-1,38 (m, 2H), 1,38

(s, 9H), 1,62-1,75 (m, 2H), 1,97-2,04 (m, 2H), 2,18-2,27

(m, 3H), 3,26 (m, 1H), 3,81 (s, 3H), 4,62 (4, 1H, J = 7,9

Hz), 7,12 (4, 1H, § = 7,8 Hz), 7,40 (t, 1H, J = 7,8 Hz),

7,51 (s, 3H), 7,61 (4, 1H, J = 7,8 Hz), 7,71 (s, 1H), 8,21

(s 1g, 1H).

I-132
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pf: 236-237°C

RMN de 'H (CDCl3) & ppm: 1,23-1,43 (m, 2H), 1,41
(s, 9H), 1,66-1,80 (m, 2H), 2,08-2,12 (m, 2H), 2,23-2,31
(m, 3H), 3,34 (m, 1H), 3,87 (d, 1H, J = 9,5 Hz), 4,02 (s,
3H), 7,30 (td4, 1H, § = 7,3, 1,1 Hz), 7,36 (s, 1H), 7,39
(¢d, 14, 9 = 7,3, 1,5 Hz), 7,53 (4 1lg, 1H, J = 7,3 Hz),

7,84 (d 1lg, 1H, J = 7,3 Hz), 8,05 (s, 1H), 8,73 (s, 1H).

I-133

pf: 198-200°C

RMN de 'H (CDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 0,97 (t, 3H, J = 6,7 Hz), 1,18-1,81 (m, 7H), 1,39 (s,
9H), 1,98-2,05 (m, 2H), 2,21-2,24 (m, 3H), 3,29 (m, 1H),
4,00 (dd, 1H, J = 10,7, 6,7 Hz), 4,09 (dd, 1H, J =10,7, 6,1
Hz), 4,27 (d, 1H, J = 9,8 Hz), 6,37 (d, 1H, J = 15,9 Hz),
7,47 (d, 2H, J = 8,5 Hz), 7,59 (d, 2H, J = 8,5 Hz), 7,62

(d, 14, J = 15,9 Hz), 7,83 (s lg, 1H).

I-134

pf: 212-213°C

RMN de 'H (CDCls) & ppm: 1,21-1,32 (m, 2H), 1,39

(s, 9H), 1,59-1,73 (m, 2H), 1,99-2,04 (m, 2H), 2,10-2,26

(m, 3H), 3,26 (m, 1H), 3,72 (d, 1H, J = 9,6 Hz), 6,74 (m,
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i), 7,02 (d, 24, J = 7,4 Hz), 7,11 (¢, 1H, J = 7,4 Hz),
7,13-7,19 (m, 2H), 7,22-7,26 (m, 2H), 7,34 (t, 2H, J = 7,4

Hz) .

I-135

pf: 294-296°C

RMN de 'H (DMSO-ds¢) & ppm: 1,27 (s, 9H), 1,28-
1,55 (m, 4H), 1,81-2,05 (m, 4H), 2,26 (m, 1H), 2,98-3,20
(m, 2H), 6,78 (d; 1H, J = 9,0 Hz), 7,31 (t, 1H, J = 7,5
Hz), 7,54-7,72 (m, 5H), 7,94 (s lg, 1H).

I-136

pf: > 300°C

RMN de 'H (DMSO-d¢) & ppm: 1,28 (s, 9H), 1,29-
1,59 (m, 4H), 1,81-2,02 (m, 4H), 2,27 (m, 1H), 3,06 (m,
1H), 6,81 (d, 1H, J = 8,7 Hz), 7,38 (t, 1H, J = 7,2 Hz),
7,48 (t, 2H, J = 7,2 Hz), 7,62-7,81 (m, 10H), 9,93 (s lg,
1H) .

I-137

pf: 291-292°C

RMN de 'H (CDCls) & ppm: 1,25-1,39 (m, 2H), 1,41

(s, 9H), 1,61-1,80 (m, 2H), 2,01-2,36 (m, b5H), 3,32 (m,
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1H), 3,63 (4, 1H, J = 9,3 Hz), 7,20 (s lg, 1H), 7,53-7,74

(m, 8H).

I-138

pf: 259-262°C

RMN de 'H (CDsOD) & ppm: 1,40 (s, 9H), 1,40-1,80
(m, 4H), 2,00-2,30 (m, 4H), 2,45 (m, 1H), 3,00 (s, 3H),
3,15-3,30 (m, 2H), 7,90 (d, 1H, J = 8,4 Hz), 8,12 (d, 1H, J
= 9,0 Hz), 8,39 (d, 1H, J = 9,0 Hz), 8,72 (s, 1H), 8,92 (d,

18, J = 8,4 Hz), 10,4 (s, 1H).

T-139

pf: 265-268°C

RMN de 'H (CDCls) & ppm: 1,25-1,40 (m, 2H), 1,40
(s, 9H), 168-1,81 (m, 2H), 2,05-2,10 (m, 2H), 2,23-2,37 (m,
3H), 3,32 (m, 1H), 4,27 (d, 1H, J = 9,1 Hz), 7,53 (t, 1H, J
- 7,9 Hz), 7,63 (td, 1H, J = 7,9, 1,4 Hz), 7,77 (d, 1H, J =
7,9 Hz), 8,03 (d, 1H, J = 7,9 Hz), 8,37 (s lg, 1H), 8,85-
8,86 (m, 2H).

I-140

pf: 258-260°C
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RMN de 'H (CDCl;) & ppm: 1,20-1,40 (m, 2H), 1,41
(s, O9H), 1,52-1,85 (m, 2H), 2,03-2,35 (m, 5H), 3,34 (m,
18), 3,75 (m, 1H), 7,35-7,66 (m, 3H), 8,05 (d, 1H, J = 9,0
Hz), 8,11 (d, 1H, J = 9,0 Hz), 8,40 (s lg, 1H), 8,83 (s,
1H) .

1-141
pf: 205-206°C
RMN de 'H (CDCl;) & ppm: 1,20-1,37 (m, 2H), 1,40
(s, 9H), 1,43-1,62 (m, 2H), 1,90-2,01 (m, 2H), 2,02-2,23
(m, 3H), 3,27 (m, 1H), 3,63 (d, 1H, J = 9,6 Hz), 3,70 (s,

3H), 6,64 (d, 1H, J = 8,8 Hz), 7,28-7,41 (m, 5H), 7,45 (s

lg, 1H), 8,26 (d, 1H, J = 8,8 Hz).

I-142

pf: 277-280°C

RMN de 'H (CDCl;) & ppm: 0,23-0,34 (m, 2H), 1,34
(s, 9H),

(m, 2H), 2,97
(s, 1H),

1,34-1,55 (m, 5H), 1,76-1,80 (m,
1H), 3,31 (4, 1H, J = 9,6 Hz), 7,18

4H), 7,77 (d4dd, 1H, J

7,50-7,59

(m,
7,4, 1,0 Hz), 7,91-7,98

(m, 2H),
8,39 (dd, 1H, J 7,4, 1,9 Hz).

I-143

pf: 202-203°C
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RMN de '‘H (CDCls) & ppm: 1,23-1,40 (m, 2H), 1,40
(s, 9H), 1,57-1,71 (m, 2H), 2,05-2,10 (m, 2H), 2,18-2,28
(m, 3H), 3,31 (m, 1H), 3,91 (s, 3H), 3,93 (s, 3H), 4,05 (d,
1H, J = 9,5 Hz), 8,15 (s, 1H), 9,56 (s, 1H).

I-144

pf: 177-178°C

RMN de 'H (CDC1lz) & ppm: 1,27-1,39 (m, 2H), 1,40
(s, 9H), 1,65-1,79 (m, 2H), 2,04-2,07 (m, 2H), 2,12-2,34
(m, 3H), 3,22 (m, 1H), 3,93 (d4, 1H, J = 9,1 Hz), 6,90-7,03
(m, 3H), 7,25 (m, 1H), 7,77 (dd, 1H, J = 4,9, 1,7 Hz), 7,81
(s 1g, 1H), 8,72 (dd, 1H, J = 7,8, 1,5 Hz).

I-145

pf: > 300°C

RMN de 'H (DMSO-dg) © ppm: 1,30 (s, O9H), 1,44-
1,70 (m, 4H), 2,05-2,19 (m, 4H), 2,73 (m, 1H), 3,18 (m,
1lH), o¢,86 (d, 1H, J = 8,8 Hz), 7,062 (t, 2H, J = 8,5 Hz),
7,86 (¢, 2H, J = 8,5 Hz), 7,89 (d, 2H, J = 8,5 Hz), 8,16
(d/ 2H/ J = 8,5 HZ).

I-146

pf: 240-242°C
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RMN de 'H (DMSO-d¢) & ppm: 1:26-1,53 (m, 4H),
1,27 (s, 9H), 1,74-1,83 (m, 2H), 1,90-1,97 (m, 2H), 2,26
(m, 1H), 3,04 (m, 1H), 6,59 (s 1lg, 1H), 6,74-6,79 (m, 3H),

7,74 (s, 1H), 10,32 (s, 1H), 12,80 (s, 1H).

I-147

pf: 167-169°C

RMN de 'H (CDCls) & ppm: 1,05-1,28 (m, 2H), 1,38
(s, 9H), 1,47-1,70 (m, 2H), 1,80-2,00 (m, 3H), 2,13-2,25
(m, 2H), 2,75 (t, 28, J = 6,9 Hz), 3,24 (m, 1H), 3,49 (dt,
24, J = 6,3, 6,9 Hz), 3,58 (d, 1H, J = 8,7 Hz), 3,87 (s,
6H), 5,40 (s 1lg, 1H), 6,71 (m, 2H), 6,82 (d, 1H, J = 8,7

Hz) .

I-148

pf: 171-172°C

RMN de 'H (CDCli) & ppm: 1,16-1,38 (m, 2H), 1,39
(s, 9H), 1,50-1,79 (m, 4H), 1,85-2,02 (m, 3H), 2,15-2,30
(m, 2H), 2,35-2,56 (m, 6H), 3,25 (m, 1H), 3,33 (q, 2H, J =
6,0 Hz), 3,63 (d, 1H, J = 9,0 Hz), 3,72 (t, 4H, J = 4,6

Hz), 6,77 (s lg, 1H).

I-149
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RMN de 'H (CDCls) & ppm: 1,20-1,36 (m, 2H), 1,28
(t, 3H, J = 7,2 Hz), 1,39 (s, 9H), 1,45-1,70 (m, 2H), 1,85-
2,30 (m, 7H), 2,43 (s, 3H), 3,05-3,42 (m, 3H), 3,46-3,80
(m, 3H), 7,31 (d, 1H, J = 7,2 Hz), 7,40-7,52 (m, 3H), 8,18

(s 1g, 1H).

I-150

pf: 203-204°C

RMN de 'H (CDCls) & ppm: 1,15-1,37 (m, 2H), 1,39
(s, 9H), 1,42-1,70 (m, 2H), 1,85-2,29 (m, 5H), 2,76 (t, 2H,
J = 6,0 Hz), 3,26 (m, 1H), 3,49 (g, 2H, J = 6,0 Hz), 3,06l
(m, 1H), 4,03 (s, 2H), 5,88 (s 1lg, 1H), 7,15 (dd, 1H, J =
7,0, 8,8 Hz), 7,30-7,35 (m, 2H).

I-151

pf: 181-183°C

RMN de 'H (CDCls) & ppm: 1,15-1,30 (m, 2H), 1,39
(s, 9H), 1,45-1,64 (m, 2H), 1,88-2,05 (m, 3H), 2,15-2,25
(m, 2H), 2,069 (t, 2H, J = 6,0 Hz), 3,28 (m, 1H), 3,47 (q,
2H, J = 6,0 Hz), 3,58 (d4, 1H, J = 9,9 Hz), 3,87 (s, 2H),
5,83 (s 1lg, 1H), 7,00 (m, 1H), 7,20 (m, 2H).

I-152

pf: 222-224°C
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RMN de '‘H (CDCls) & ppm: 1,16-1,37 (m, 2H), 1,39
(s, 9H), 1,49-1,70 (m, 2H), 1,90-2,25 (m, 5H), 3,26 (m,
1H), 3,36 (t, 2H, J = 6,4 Hz), 3,66 (dt, 3H, J = 6,0, 6,4
Hz), 5,87 (t, 1H, J = 6,0 Hz), 7,58 (s, 1H), 7,68 (dd, 1H,
J=17,0, 8,5 Hz), 7,83 (dd, 1H, J = 7,0, 8,5 Hz), 8,19 (t,

2, J = 8,5 Hz).
I-153
pf: 207-209°C

RMN de 'H (CDCls) & ppm: 1,05-1,25 (m, 2H), 1,38
(s, 9H), 1,40-2,03 (m, 10H), 2,05-2,25 (m, 2H), 2,58 (s,
3H), 2,76 (m, 1H), 3,05-3,35 (m, 2H), 3,97 (d, 1H, J = 9,5
Hz), 4,94 (t, 1H, J = 4,0 Hz), 8,42 (d, 1H, J = 5,5 Hz),

8,97 (d, 1H, J = 5,5 Hz).

T-154

pf: 184-185°C

RMN de 'H (CDCls) & ppm: 1,05-1,25 (m, 2H), 1,37
(s, 9H), 1,50-1,69 (m, 2H), 1,85-2,05 (m, 3H), 2,10-2,21
(m, 2H), 3,24 (m, 1H), 3,64 (m, 1H), 4,87 (s, 1H), 4,88 (s,
1H), 5,67 (s lg, 1H), 7,42 (4, 24, J = 5,5 Hz), 7,52 (m,

2"y, 7,78 (m, 1H), 7,82 (m, 1H), 7,95 (d, 1H, J = 7,0 Hz).

I-155
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pf: 208-210°C

RMN de 'H (DMSO-d¢) & ppm: 1,26 (s, 9H), 1,27-
1,50 (m, 4H), 1,75-2,00 (m, 4H), 2,16 (m, 1H), 2,81 (s,
3H), 3,02 (m, 1H), 6,79 (d, 1H, J = 8,5 Hz), 10,00 (s, 1H),

10,66 (s, 1H).

I-156

pf: 256-257°C

RMN de 'H (CDCls) & ppm: 1,20-1,39 (m, 2H), 1,41
(s, 9H), 1,60-1,81 (m, 2H), 2,01-2,35 (m, 5H), 2,69 (t, 2H,
J = 6,0 Hz), 3,11 (t, 2H, J = 6,0 Hz), 3,30 (m, 1H), 3,61
(d, 1H, J = 9,3 Hz), 7,21 (d, 1H, J = 8,0 Hz), 7,31 (s,

iH), 7,70 (d, 1H, J = 8,0 Hz), 7,99 (s, 1H).

I-157

pf: 269-271°C

RMN de 'H (CDCls) & ppm: 1,20-1,45 (m, 2H), 1,41
(s, 9H), 1,70-1,90 (m, 2H), 2,10-2,45 (m, S5H), 3,37 (m,
1H), 3,68 (m, 1H), 7,45 (dd, 1H, J = 4,0, 8,0 Hz), 7,53 (s
lg, 1H), 7,72 (t, 1H, J = 8,0 Hz), 7,83 (d, 1H, J = 8,0
Hz), 8,02 (d, 1H, J = 8,0 Hz), 8,18 (d, 1H, J = 8,0 Hz),

8,93 (d, 1H, J = 4,0 Hz).
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I-158

pf: 253-255°C

RMN de '‘H (CDCls) & ppm: 1,20-1,40 (m, 2H), 1,42
(s, 9H), 1,60-1,90 (m, 2H), 2,06-2,50 (m, 5H), 2,72 (s,
38), 3,33 (m, 1H), 3,78 (d, 1H, J = 9,2 Hz), 7,52 (t, 1H, J
= 7,0 Hz), 7,62-7,80 (m, 2H), 7,94 (s lg, 1H), 8,05 (d, 1H,

J = 8,5 Hz), 8,20 (s, 1H).

I-159

pf: 253-255°C

RMN de '‘H (CDCls) & ppm: 1,20-1,39 (m, 2H), 1,40
(s, 9H), 1,60-1,80 (m, 2H), 1,98-2,30 (m, 5H), 2,71 (s,
38), 3,31 (m, 1H), 3,68 (d, 1H, J = 9,0 Hz), 7,41 (s 1lgq,
1H), 7,61 (d, 2H, J = 9,0 Hz), 7,70 (d, 2H, J = 9,0 Hz).

I-160

pf: 211-212°C

RMN de '‘H (CDCls) & ppm: 1,20-1,32 (m, 2H), 1,39
(t, 3H, J = 7,0 Hz), 1,40 (s, 9H), 1,55-1,79 (m, 2H), 1,98-
2,35 (m, 5H), 3,31 (m, 1H), 3,65 (d, 1H, J = 9,5 Hz), 4,03
(q, 2H, J = 7,0 Hz), 6,64 (d, 1H, J = 8,0 Hz), 6,92 (d, 1H,
J = 8,0 Hz), 7,10 (s, 1H), 7,19 (t, 1H, J = 8,0 Hz), 7,30

(s 1g, 1H).
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I-161

pf: 202-203°C

RMN de 'H (CcDCls) & ppm: 0,96 (t, 1H, J = 7,3
Hz), 1,29-1,39 (m, 2H), 1,40 (s, 9H), 1,41-1,58 (m, 2H),
1,60-1,80 (m, 4H), 1,98-2,31 (m, 5H), 3,31 (m, 1H), 3,66
(d, 1H, J = 8,5 Hz), 3,96 (t, 2H, J = 6,4 Hz), 6,64 (d, 1H,
J = 8,0 Hz), 6,90 (d, 1H, J = 8,0 Hz), 7,11 (s, 1H), 7,19

(¢, 1H, J = 8,0 Hz), 7,31 (s lg, 1H).

I-162

pf: 177-180°C

RMN de 'H (CDCls) & ppm: 1,18-1,38 (m, 2H), 1,39
(s, 9H), 1,59-1,78 (m, 2H), 1,95-2,05 (m, 2H), 2,07-2,25
(m, 3H), 3,26 (m, 1H), 3,46 (s, 3H), 4,17 (d, 1H, J = 9,5
Hz), 5,15 (s, 2H), 6,77 (d, 1H, J = 8,0 Hz), 7,10-7,23 (m,
2H), 7,34 (s, 1H), 7,58 (s, 1H).

1-163

pf: 175-178°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,28-
1,50 (m, 4H), 1,78-2,00 (m, 4H), 2,22 (m, 1H), 2,96-3,15
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(m, 2H), 6,67 (m, 1H), 6,79 (4, 1H, J = 8,5 Hz), 7,18 (m,

2H”H), 7,38 (s, 1H), 9,81 (s, 1lH).

I-164

pf: 232-233°C

RMN de 'H (cDCls) & ppm: 0,97 (t, 3H, J = 7,3
Hz), 1,22-1,30 (m, 2H), 1,40 (s, 9H), 1,44-1,51 (m, 2H),
1,67-1,77 (m, 4H), 2,02-2,24 (m, 5H), 3,22 (m, 1H), 3,62
(d, 1H, J = 9,6 Hz), 4,25 (t, 2H, J = 6,8 Hz), 6,71 (d, 1H,
J = 8,4 Hz), 7,01 (s lg, 1H), 7,91 (dd, 1H, J = 8,4, 3,3

Hz), 8,08 (d, 1H, J = 3,3 Hz).

I-165

pf: 199-200°C

RMN de 'H (CDCls) & ppm: 0,96 (t, 3H, J = 7,4
Hz), 1,24-1,50 (m, 4H), 1,40 (s, 9H), 1,67-1,76 (m, 3H),
2,03-2,08 (m, 2H), 2,24-2,35 (m, 3H), 3,29 (m, 1H), 3,76
(d, 1H, J = 9,1 Hz), 3,91 (t, 2H, J = 6,6 Hz), 6,41 (dd,
14, J = 8,8, 2,5 Hz), 6,55 (d, 1H, J = 2,5 Hz), 6,82 (d,
1H, J = 8,8 Hz), 7,43 (s, 1H), 8,95 (s, 1H).

I-166

pf: 215-218°C
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'H (CDCl5+CDsOD) & ppm: 0,97 (t, 3H, J = 7,4 Hz),
1,24-1,40 (m, 4H), 1,39 (s, 9H), 1,42-1,50 (m, 2H), 1,54-
1,72 (m, 2H), 1,76-1,82 (m, 2H), 1,91-2,00 (m, 2H), 2,06-
2,22 (m, 3H), 3,24 (m, 1H), 4,00 (t, 2H, J = 6,6 Hz), 6,78
(d, 1H, J = 8,8 Hz), 6,98 (dd, 1H, J = 8,8, 2,5 Hz), 7,009

(d/ lH/ J = 8,8 HZ).

I-167

pf: 212-213°C

'H (cDCls) & ppm: 0,96 (t, 3H, J = 7,5 Hz), 1,26-
1,34 (m, 2H), 1,40 (s, 9H), 1,45-1,50 (m, 2H), 1,68-1,77
(m, 4H), 2,03-2,08 (m, 2H), 2,17 (m, 1H), 2,26-2,29 (m,
2H), 3,29 (m, 1H), 3,60 (d, 1H, J = 9,0 Hz), 4,25 (t, 2H, J
= 6,8 Hz), 6,71 (d, 1H, J = 8,4 Hz), 7,01 (s lg, 1H), 7,91

(dd, 1H, J = 8,4, 3,3 Hz), 8,08 (d, 1H, J = 3,3 Hz).

I-168

pf: 230-232°C

RMN de 'H (CDCls) & ppm: 1,22-1,35 (m, 2H), 1,40
(s, 9H), 1,63-1,77 (m, 2H), 2,03-2,08 (m, 2H), 2,15-2,29
(m, 3H), 3,31 (m, 1H), 3,63 (d, 1H, J = 9,3 Hz), 6,89 (d,
14, J = 9,4 Hz), 7,10 (d 1lg, 2H, J = 7,4 Hz), 7,12 (s lg,
1H), 7,18 (t, 1H, J = 7,4 Hz), 7,36 (t lg, 2H, J = 7,4 Hz),

8,09-8,15 (m, 2H).
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I-169

pf: 159-160°C

RMN de 'H (CDCls) & ppm: 0,97 (t, 3H, J = 7,3),
1,20-1,35 (m, 2H), 1,40 (s, 9H), 1,37-1,49 (m, 2H), 1,61-
1,78 (m, 4H), 2,05-2,08 (m, 2H), 2,23-2,26 (m, 2H), 2,36
(s, 3H), 2,97 (s 1lg, 1H), 3,32 (m, 1H), 3,86 (s lg, 1H),

4,30 (t, 2H, J = 6,5 Hz), 6,25 (s, 1H), 7,92 (s 1lg, 1H).

I-170

pf: 180-181°C

RMN de 'H (CDCls) & ppm: 0,88-0,89 (m, 2H), 1,39
(s, 9H), 1,42-1,60 (m, 2H), 1,86-1,90 (m, 2H), 2,04-2,09
(m, 2H), 2,42 (s, 3H), 2,91 (m, 1H), 3,20 (m, 1H), 3,63 (d,
1, J = 9,2 Hz), 6,38 (s, 1H), 7,15 (m, 2H), 7,28 (m, 1H),

7,45 (m, 2H), 7,84 (s lg, 1H).

I-171

pf: 173-174°C

RMN de 'H (CDCls) & ppm: 0,98 (t, 3H, J = 7,5

Hz), 1,29-1,40 (m, 2H), 1,40 (s, 9H), 1,55 (m, 2H), 1,62-

1,83 (m, 4H), 2,09-2,12 (m, 2H), 2,24-2,32 (m, 3H), 3,32
(m, 1H), 3,63 (d4, 1H, J = 9,5 Hz), 3,99 (t, 2H, J = 6,4
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Hz), 7,22 (dd4, 1H, J = 9,4, 2,7 Hz), 7,66 (4, 1H, J = 2,7

Hz), 8,63 (4, 1H, J = 9,4 Hz), 10,17 (s, 1H).

I-172

pf: 238-242°C

RMN de 'H-NMF (CDCls) & ppm: 0,96 (t, 3H, J = 7,3
Hz), 1,23-1,52 (m, 4H), 1,40 (s, 9H), 1,61-1,78 (m, 4H),
2,05-2,28 (m, 5H), 3,30 (m, 1H), 3,66 (d, 1H, J = 9,4 Hz),
3,84 (s 1lg, 2H), 3,90 (t, 2H, J = 6,4 Hz), 6,32-6,35 (m,
2H), 6,96 (s lg, 1H), 6,97 (d, 1H, J = 9,4 Hz).

1-173

pf: 165-166°C

RMN de 'H (CDCls) & ppm: 1,23-1,26 (m, 2H), 1,40
(s, 9H), 1,67-1,72 (m, 2H), 2,01-2,06 (m, 2H), 2,11-2,28
(m, 3H), 3,31 (m, 1H), 3,60 (s, 2H), 3,69 (s, 3H), 4,02 (s
lg, 1H), 7,01 (d, 1H, J = 8,0 Hz), 7,25 (t, 1H, J = 8,0
Hz), 7,43 (d, 1H, J = 8,0 Hz), 7,49 (s lg, 1H), 7,51 (s 1lg,
1H) .

I-174

pf: 264-265°C



- 213 -

RMN de 'H (CDC15+CDsOD) & ppm: 1,26-1,29 (m, 2H),
1,39 (s, 9H), 1,62-1,69 (m, 2H), 1,96-2,00 (m, 2H), 2,18-
2,21 (m, 3H), 3,25 (m, 1H), 3,58 (s, 2H), 7,01 (d, 1H, J =
7,5 Hz), 7,26 (t, 1H, J = 7,5 Hz), 7,42 (s lg, 1H), 7,50

(d, 1, J = 7,5 Hz).
I-175
pf: 90-94°C

RMN de 'H (CDCls) & ppm: 1,16-1,23 (m, 2H), 1,37
(s, 9H), 1,44-1,56 (m, 2H), 1,73-1,85 (m, 3H), 2,11-2,15
(m, 2H), 3,57 (t, 24, J = 6,4 Hz), 3,21 (m, 1H), 3,58 (m,
2H), 3,84 (d, 1H, J = 9,3 Hz), 5,56 (s lg, 1H), 7,01 (s,
14y, 7,11 (t, 14, J = 7,5 Hz), 7,21 (t, 1H, J = 7,5 Hz),
7,38 (d, 14, J = 7,5 Hz), 7,59 (d, 1H, J = 7,5 Hz), 8,24 (s

lg, 1H).

I-176

pf: 116-118°C

RMN de 'H (CDCl;) & ppm: 1,18-1,38 (m, 2H), 1,40
(s, 9H), 1,60-1,79 (m, 2H), 1,95-2,30 (m, 5H), 3,30 (m,
18), 3,69 (m, 1H), 3,80 (s, 3H), 4,64 (s, 2H), 6,67 (d, 1H,
J = 8,0 Hz), 7,00 (d, 1H, J = 8,5 Hz), 7,15-7,24 (m, 2H),

7,32 (s 1lg, 1H).

I-177
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pf: 219-220°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,28-
1,50 (m, 4H), 1,75-2,01 (m, 4H), 2,18-2,30 (m, 1H), 2,95-
3,15 (m, 2H), 4,61 (s, 2H), 6,56 (m, 1H), 6,80 (d, 1H, J =

8,5 Hz), 7,16 (m, 2H), 7,28 (s lg, 1H), 9,87 (s lg, 1H).

I-178

pf: 170-173°C

RMN de 'H (CDCls) & ppm: 1,18-1,39 (m, 2H), 1,40
(s, 9H), 1,50-1,80 (m, 2H), 1,90-2,33 (m, 5H), 2,36 (s,
6H), 2,75 (t, 2H, J = 5,5 Hz), 3,30 (m, 1H), 3,70 (m, 1H),
4,08 (t, 2, J = 5,5 Hz), 6,68 (d, 1H, J = 8,0 Hz), 6,94

(d, 14, J = 7,5 Hz), 7,15-7,23 (m, 2H), 7,33 (s lg, 1H).

T-179

pf: 191-193°C

RMN de 'H (CDCls) & ppm: 1,20-1,39 (m, 2H), 1,40
(s, 9H), 1,58-1,80 (m, 2H), 1,98-2,32 (m, 5H), 3,30 (m,
1H), 3,70 (d, 1H, J = 9,5 Hz), 4,77 (s, 2H), 6,73 (d, 1H, J
- 8,0 Hz), 7,04 (d, 1H, J = 8,0 Hz), 7,20-7,31 (m, 2H),

7,48 (s lg, 1H).

I-180
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pf: 174-176°C

RMN de 'H (CDCl3) & ppm: 1,10-1,30 (m, 2H), 1,40
(s, 9H), 1,45-1,65 (m, 2H), 1,81-2,02 (m, 3H), 2,15-2,30
(m, 2H), 2,58 (t, 2H, J = 6,5 Hz), 3,25 (m, 1H), 3,37 (dt,
2H, J = 5,5, 6,5 Hz), 3,60 (4, 1H, J = 9,5 Hz), 3,71 (s,

2H), 5,73 (s l1lg, 1H), 7,20-7,40 (m, 5H).

I-181

pf: 176-178°C

RMN de 'H (CDCls) & ppm: 1,15-1,30 (m, 2H), 1,39
(s, 9H), 1,45-1,70 (m, 6H), 1,85-2,01 (m, 3H), 2,15-2,28
(m, 2H), 2,63 (t, 2H, J = 7,0 Hz), 3,25 (dt, 2H, J = 6,0,
7,0 Hz), 3,27 (m, 1H), 3,63 (m, 1H), 5,35 (s 1lg, 1H), 7,17

(m, 3H), 7,29 (m; 2H).

I-182

pf: 152-154°C

RMN de '‘H (CDCls) & ppm: 1,15-1,30 (m, 2H), 1,39
(s, 9H), 1,45-1,65 (m, 2H), 1,85-2,05 (m, 3H), 2,09-2,25
(m, 2H), 3,25 (m, 1H), 3,45 (dt, 2H, J = 5,0, 5,0 Hz), 3,55
(t, 2, J = 5,0 Hz), 3,60 (m, 1H), 4,51 (s, 2H), 5,81 (s

lg, 1H), 7,29-7,40 (m, 5H).
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I-183

pf: 208-211°C

RMN de '‘H (CDCls) & ppm: 1,20-1,31 (m, 2H), 1,39
(s, 9H), 1,62-1,68 (m, 2H), 1,98-2,25 (m, 5H), 3,30 (m,
1H), 3,57 (4, 1H, J = 9,2 Hz), 4,59 (d, 2H, J = 5,8 Hz),
5,76 (s lg, 1H), 7,37 (dd, 1H, J = 8,4, 2,0 Hz), 7,46-7,52

(m, 2H), 7,69 (s lg, 1H), 7,78-7,83 (m, 3H).

I-184

pf: 180-182°C

RMN de 'H (CDCls) & ppm: 1,22-1,37 (m, 2H), 1,40
(s, 9H), 1,60-1,69 (m, 2H), 2,05-2,09 (m, 2H), 2,21-2,27
(m, 3H), 3,45 (m, 1H), 3,64 (d, 1H, J = 9,6 Hz), 4,77 (4,
2, J = 4,9 Hz), 7,43 (d, 1H, J = 8,6 Hz), 7,46 (s lg, 1H),

7,1 (t, 14, J =7,7 Hz), 7,73 (t, 1H, J = 7,7 Hz), 7,87 (t,

1H, J = 7,7 Hz), 8,20 (t, 1H, J 7,7 Hz), 8,24 (d, 1H, J =

8,6 Hz).

I-185

pf: 260-261°C

RMN de 'H (CDCls) & ppm: 1,22-1,32 (m, 2H), 1,39

(s, 9H), 1,60-1,70 (m, 2H), 1,97-2,01 (m, 2H), 2,11 (m,

1H), 2,21-2,24 (m, 2H), 3,30 (m, 1H), 3,61 (d, 1H, J = 9,3
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Hz),4,95 (4, 2H, J = 6,0 Hz), 5,85 (s 1lg, 1H), 7,33 (d, 1H,
J=4,8 Hz), 7,62 (dd, 1H, J = 8,4, 6,9 Hz), 7,75 (dd, 1H,
J=28,1, 6,9 Hz), 8,00 (4, 1H, J = 8,1 Hz), 8,20 (4, 1H, J

= 8,4 Hz), 8,42 (d, 1H, J = 4,8 Hz).

I-186

pf: 231-233°C

RMN de 'H (CDCls) & ppm: 1,23-1,40 (m, 2H), 1,40
(s, 9H), 1,62-1,76 (m, 2H), 2,04-2,10 (m, 2H), 2,22-2,32
(m, 3H), 3,30 (m, 1H), 3,95 (d, 1H, J = 9,3 Hz), 5,04 (d,
2, J = 4,1 Hz), 7,61 (d, 1H, J = 5,8 Hz), 7,63 (s lg, 1H),
7,65 (dd, 1H, J = 8,2, 6,9 Hz), 7,73 (dd, 1H, J = 8,5, 6,9
Hz), 7,86 (d, 1H, J = 8,2 Hz), 8,10 (d, 1H, J = 8,5 Hz),
8,42 (d, 1H, J = 5,8 Hz).

I-187

pf: 184-187°C

RMN de 'H (CDCls) & ppm: 0,97 (t, 3H, J = 7,3
Hz), 1,18-1,30 (m, 2H), 1,39 (s, 9H), 1,42-1,65 (m, 4H),
1,70-1,80 (m, 2H), 1,94-2,08 (m, 3H), 2,18-2,26 (m, 2H),
3,29 (m, 1H), 3,61 (d, 1H, J = 9,5 Hz), 3,93 (t, 2H, J =
6,4 Hz), 4,39 (d, 2H, J = 5,5 Hz), 5,67 (s lg, 1H), 6,79-

6,83 (m, 3H), 7,23 (t, 1H, J = 7,6 Hz).

I-188
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pf: 224-226°C

RMN de 'H (CDCls) & ppm: 1,16-1,31 (m, 2H), 1,38
(s, 9H), 1,55-1,70 (m, 2H), 1,92-2,07 (m, 3H), 2,17-2,23
(m, 2H), 3,21 (m, 1H), 3,81 (s, 3H), 3,83 (s, ©6H), 4,05 (d,

1H, J = 9,8 Hz), 4,34 (4, 2H, J = 5,8 Hz), 5,96 (s lg, 1H),

6,47 (s, 2H).
1-189
pf: 217-218°C

RMN de 'H (CDCl3) & ppm: 1,15-1,30 (m, 2H), 1,37
(s, 9H), 1,52-1,66 (m, 2H), 1,90-2,06 (m, 3H), 2,13-2,20
(m, 2H), 2,93 (s, 6H), 3,24 (m, 1H), 3,94 (4, 1H, J = 9,5
Hz), 4,30 (d4, 2H, J = 5,5 Hz), 5,73 (s 1lg, 1H), 6,69 (d,

2H, J = 8,9 Hz), 7,12 (d, 2H, J = 8,9 Hz).
I-190
pf: s6lido amorfo

RMN de '‘H (CDCls) & ppm: 1,17-1,32 (m, 2H), 1,39
(s, 9H), 1,54-1,72 (m, 2H), 1,96-2,13 (m, 3H), 2,18-2,27
(m, 2H), 3,30 (m, 1H), 3,63 (d, 1H, J = 9,2 Hz), 4,51 (d,
2, J = 5,8 Hz), 5,82 (s lg, 1H), 7,40 (d, 2H, J = 8,5 Hz),

8,02 (d, 2H, J = 8,5 Hz), 8,64 (s, 1lH).



- 219 -

I-191
pf: 126-128°C

RMN de 'H (CDCls) & ppm: 0,97 (t, 3H, J = 7,4
Hz), 1,10-1,28 (m, 2H), 1,36 (s, O9H), 1,42-1,86 (m, OH),
2,06-2,18 (m, 2H), 3,22 (m, 1H), 3,95 (t, 2H, J = 4,5 Hz),
4,16 (s lg, 1H), 4,85 (s, 2H), 6,82-6,95 (m, 3H), 7,26 (t,

1H, J = 7,8 Hz), 8,54 (s lg, 1H).

I-192

pf: 178-181°C

RMN de 'H (CDCls) & ppm: 0,96 (t, 3H, J = 7,3
Hz), 1,18-1,52 (m, 4H), 1,39 (s, 9H), 1,58-1,76 (m, 4H),
1,92-2,00 (m, 2H), 2,02-2,29 (m, 3H), 3,28 (m, 1H), 3,78
(d, 1H, J = 9,5 Hz), 3,89 (t, 2H, J = 6,6 Hz), 6,00 (s lg,
1H), 6,78 (s, 4H), 7,35 (s lg, 1H).

I-193

pf: 187-188°C

RMN de 'H (CDCls+CDs0OD) & ppm: 1,21-1,40 (m, 2H),
1,38 (s, 9H), 1,52-1,69 (m, 2H), 1,90-2,00 (m, 2H), 2,02-

2,20 (m, 3H), 3,22 (m, 1H), 3,75 (s, 3H), 6,79 (s, 4H).

I-194
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pf: 251-253°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,24-
1,50 (m, 4H), 1,72-1,83 (m, 2H), 1,91-1,99 (m, 2H), 2,16
(m, 1H), 3,02 (m, 1H), 3,82 (s, 3H), 6,79 (4, 1H, J = 8,2
Hz), 7,01 (4, 2H, J = 8,8 Hz), 7,85 (4, 2H, J = 8,8 Hz),

9,72 (s 1lg, 1H), 8,64 (s 1lg, 1H).

I-195

pf: 183-185°C

RMN de 'H (CDCl;) & ppm: 1,22-1,37 (m, 2H), 1,40
(s, 9H), 1,58-1,75 (m, 2H), 2,05-2,10 (m, 2H), 2,20-2,30
(m, 3H), 3,32 (m, 1H), 3,70 (s, 2H), 3,73 (s, 3H), 6,79 (s,
1H), 8,83 (s lg, 1H).

I-196

pf: 185-187°C

RMN de 'H (CDCl;) & ppm: 1,20-1,39 (m, 2H), 1,40
(s, 9H), 1,44 (t, 6H, J = 7,0 Hz), 1,60-1,80 (m, 2H), 1,95-
2,35 (m, 5H), 3,30 (m, 1H), 3,62 (d, 1H, J = 8,9 Hz), 4,06
(q, 2H, J = 7,0 Hz), 4,09 (g, 2H, J = 7,0 Hz), 6,08 (s,

iH), 7,02 (s, 1H), 7,36 (s, 1H).

I-197
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pf: 211-213°C

RMN de 'H (CDCl3) & ppm: 1,20-1,40 (m, 2H), 1,41

(s, 9H), 1,60-1,80 (m, 2H), 2,00-2,36 (m, 5H), 2,61 (s,

3H), 3,32 (m, 1H), 3,64 (d4, 1H, J = 9,2 Hz), 7,28 (s, 1H),

7,43 (¢, 1H, § = 7,5 Hz), 7,69 (4, 1H, J = 7,5 Hz), 7,85

(d, 14, J = 7,5 Hz), 8,02 (s, 1H).

I-198

pf: 268-269°C

RMN de 'H (CDCl3) & ppm: 1,20-1,39 (m, 2H), 1,40

(s, 9H), 1,42-2,32 (m, 7H), 2,90-3,10 (m, 4H), 3,30 (m,

1H), 3,68 (4, 1H, J = 8,8 Hz), 6,59 (s, 1H), 7,18 (4, 1H, J

= 8,7 Hz), 7,59 (4, 1H, J = 8,7 Hz), 7,77 (s lg, 1H).

I-199 pf: 221-224°C

I-200 pf: 237-240°C

I-201 pf: 87-90°C

I1-202 pf: 222-223°C

I-203 pf: 255-257°C

I-204 pf: 234-236°C
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I-205 pf: 208-210°C

I-206 pf: 217-218°C

I-207 pf: 275-279°C

I-208 pf: 248-250°C

I-209 pf: 256-258°C

I-210 pf: 270-271°C

I-211 pf: 219-220°C

I-212 pf: 260-261°C

I-213 pf: >300 °C

I-214

pf: 206-207°C

RMN de 'H (cDCls) & ppm: 0,93 (t, 3H, J = 7,4

Hz), 1,30-1,42 (m, 2H), 1,49 (d, 6H, J = 6,9 Hz), 1,53-1,65

(m, 2H), 2,61 (t, 2H, 0 = 7,7 Hz), 4,15 (septeto, 1H, J =

6,9 Hz), 7,04 (4, 1H, J = 8,2 Hz), 7,20 (d, 2H, J = 8,2

Hz), 7,51 (4, 2H, J = 8,2 Hz), 7,89 (4, 1H, J = 8,8 Hz),

8,18 (s, 1H), 10,55 (s, 1H).
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I-215

RMN de 'H (CDCls) & ppm: 0,93 (t, 3H, J = 7,3
Hz), 1,30-1,41 (m, 2H), 1,52-1,63 (m, 2H), 1,95 (s, 6H),
2,61 (t, 24, J = 7,8 Hz), 6,99 (s lg, 1H), 7,20 (d, 2H, J =
8,5 Hz), 7,65 (d, 2H, J = 8,5 Hz), 7,93 (dd, 1H, J = 8,5,
2,5 Hz), 8,28 (d, 1H, J = 8,5 Hz), 8,55 (d, 1H, J = 2,5

Hz), 9,76 (s lg, 1H).

Ia-1

pf: 221-224°C

RMN de '‘H (CDCls) & ppm: 1,19-1,38 (m, 2H), 1,40
(s, 9H), 1,62-1,77 (m, 2H), 2,00-2,31 (m, 5H), 3,18 (t, 4H,
J = 4,8 Hz), 3,21-3,38 (m, 1H), 3,85 (t, 4H, J = 4,8 Hz),
6,64-6,32 (m, 2H), 7,11 (s, 1H), 7,20 (t, 1H, J = 7,8 Hz),

7,45 (s, 1H).

Ia-3

pf: 87-90°C

RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3

Hz), 1,37 (d, 6H, J = 6,9 Hz), 1,59-1,70 (m, 2H), 1,76-1,88

(m, 2H), 2,32-2,42 (m, 4H), 3,11-3,23 (m, 3H), 3,39 (d, 2H,

J = 10,8 Hz), 3,74-3,86 (m, 2H), 4,34 (t, 1H, J = 9,0 Hz),
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6,86 (d, 2H, J = 9,0 Hz), 7,30 (s, 1H), 7,40 (4, 2H, J =
9,0 Hz).

Ia-4

pf: 233-234°C

RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz), 1,40 (s, 9H), 1,26-1,37 (m, 2H), 1,62-1,78 (m, 2H),
2,00-2,22 (m, S5H), 2,42 (t, 2H, J = 11,7 Hz), 3,20-3,40 (m,
1H), 3,46 (d, 2H, J = 10,5 Hz), 3,67 (d, 1H, J = 9,3 Hz),
3,72-3,84 (m, 2H), 6,62-6,76 (m, 2H), 7,10 (s, 1H), 7,18

(t, 1H, J = 7,8 Hz), 7,42 (s, 1H).

Ia-5

pf: 125-126°C

RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz); 1,40 (s, 9H), 1,59-1,70 (m, 2H), 1,77-1,84 (m, 2H),
2,30-2,46 (m, 4H), 3,24 (g, 2H, J = 6,6 Hz), 3,38 (d, 2H, J
= 11,7 Hz), 3,74-3,88 (m, 2H), 4,08 (t, 1H, J = 5,7 Hz),
6,87 (d, 2H, J = 8,7 Hz), 7,30 (s, 1H), 7,41 (d, 2H, J =
8,7 Hz).

Ia-6

pf: 229-230°C
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RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz), 1,26-1,34 (m, 2H), 1,39 (d, 6H, J = 6,9 Hz), 1,61-1,77
(m, 2H), 1,98-1,26 (m, 5H), 2,32-2,46 (m, 2H), 3,15
(quinteto, 1H, J = 6,6 Hz), 3,22-3,35 (m, 1H), 3,39 (d, 2H,
J = 11,4 Hz), 3,74-3,92 (m, 2H), 3,88 (d, 1H, J = 8,4 Hz),
6,96-6,71 (m, 2H), 7,05 (s lg, 1H), 7,39 (d, 2H, J = 9,3

Hz) .

Ia-7

pf: 253-254°C

RMN de 'H (DMSO) & ppm: 1,24-1,60 (m, 4H), 1,27
(s, 9H), 1,77-2,07 (m, 4H), 2,16-2,34 (m, 1H), 2,97-3,15
(m, 1H), 6,78 (d, 1H, J = 7,2 Hz), 7,01 (t, 1H, J = 6,0
Hz), 7,27 (t, 2H, J = 6,6 Hz), 7,58 (d, 2H, J = 7,5 Hz),

9,78 (s, 1lH).

Ia-8

pf: 257-258°C

RMN de 'H (DMSO) & ppm: 1,22-1,54 (m, 4H), 1,27
(s, 9H), 1,77-1,88 (m, 2H), 1,88-2,00 (m, 2H), 2,16-2,34
(m, 1H), 2,23 (s, 3H), 2,92-3,14 (m, 1H), o,77 (d, 1H, J =
8,4 Hz), 7,07 (d, 2H, J = 8,4 Hz), 7,46 (d, 2H, JT = 8,1

Hz), 9,68 (s, 1H).

Ia-9



Hz),
1,98-2,31
1H), 3,70

= 8,7 Hz),

Hz), 1,20
1,98-2,32
1H), 3,66

= 8,4 Hz)

1,22-1,77
2,92 (m,
(s, 1H),

Hz) .

1,22-
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pf: 231-232°C
RMN de 'H (cDCls) & ppm: 1,21 (t, 3H, J = 7,5
1,38 (m, 2H), 1,40 (s, 9H), 1,62-1,78 (m, 2H),
(m, 5H), 2,61 (g, 24, J = 7,5 Hz), 3,24-3,38 (m,
(d, 1H, J = 9,9 Hz), 7,11 (s, 1H), 7,14 (d, 2H, J
7,40 (4, 2H, J = 8,7 Hz).
Ia-10
pf: 233-234°C
RMN de 'H (CcDCls) & ppm: 0,96 (t, 3H, J = 7,2
-1,37 (m, 2H), 1,40 (s, 9H), 1,56-1,78 (m, 4H),
(m, 5H), 2,54 (t, 24, J = 7,2 Hz), 3,23-3,39 (m,
(d, 1H, J = 9,6 Hz), 7,08 (s, 1H), 7,12 (d, 2H, J
, 7,39 (d, 2H, J = 8,4 Hz).
Ia-11
pf: 243-244°C
RMN de 'H (CDC13) & ppm: 1,22 (d, 6H, J = 6,9),
(m, 4H), 1,40 (s, 9H), 2,01-2,30 (m, S5H), 2,83-
1H), 3,24-3,40 (m, 1H), 3,66-3,69 (m, 1H), 7,09
7,17 (d, 2H, J = 8,4 Hz), 7,41 (4, 2H, J = 8,1
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2,01-
3,64~
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(s,
5H),
7,33

(s,
(m,

Hz),

(d,
2,27

3,69
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Ia-12

pf: 246-247°C

RMN de 'H (CcDC13) & ppm: 0,80 (t, 3H, J = 7,5),
3, J = 7,2), 1,26-1,77 (m, 6H), 1,40 (s, 9H),
(m, 5H), 2,51-2,60 (m, 1H), 3,20-3,38 (m, 1H),

(m, 1H), 7,08 (s, 1H), 7,12 (4, 2H, J = 8,4 Hz),

(d, 2H, J = 8,4 Hz).

9H),

Ia-13

pf: 278-279°C

RMN de 'H (CDC13) & ppm: 1,22-1,52 (m, 4H), 1,29
1,40 (s, 9H), 1,61-1,77 (m, 2H), 2,02-2,30 (m,

3,20-3,38 (m, 1H), 3,66-3,69 (m, 1H), 7,10 (s, 1H),

(d,

9H),
1H),

7,61

2H, J = 9,0 H=z), 7,42 (d, 2H, J = 8,7 Hz).

Ia-14

pf: 263-264°C

RMN de 'H (DMSO) & pem: 1,24-1,51 (m, 4H), 1,27
1,82-1,99 (m, 4H), 2,19-2,28 (m, 1H), 2,98-3,12
6,78 (d, 1H, J = 8,7 Hz), 7,33 (d, 2H, J = 8,7

(d, 2H, J = 9,0 Hz), 9,94 (s, 1lH).

Ia-15
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pf: 209-210°C

RMN de 'H (CDCls) & ppm: 1,25 (d, 6H, J = 6,3
Hz), 1,40 (s, 9H), 1,70-1,98 (m, 8H), 2,19-2,38 (m, 3H),
3,39 (d, 2H, J = 11,7 Hz), 3,58-3,92 (m, 3H), 4,12-4,26 (m,
1H), 6,82-6,96 (m, 2H), 7,10 (lg, 1H), 7,41 (d, 2H, J = 8,1

Hz) .

Ia-16

pf: 238-240°C

RMN de 'H (DMSO) & ppm: 1,22-1,52 (m, 4H), 1,27
(s, 9H), 1,81-1,84 (m, 2H), 1,93-1,97 (m, 2H), 2,16-2,23
(m, 1H), 2,95-3,12 (m, 1H), 3,70 (s, 3H), 6,77 (d, 1H, J =
8,4 Hz), 6,85 (d, 2H, J = 9,0 Hz), 7,48 (d, 2H, J = 9,3

Hz), 9,64 (s, 1H).

Ia-17

pf: 245-246°C

RMN de 'H (DMSO) & ppm: 1,22-1,52 (m, 4H), 1,27
(s, 9H), 1,83-1,87 (m, 2H), 1,94-1,99 (m, 2H), 2,20-2,28
(m, 1H), 2,98-3,12 (m, 1H), 6,78 (d, 1H, J = 8,7 Hz), 7,28
(d, 2H, J = 8,7 Hz), 7,69 (d, 2H, J = 9,0 Hz), 9,64 (s,

1H) .



(s,

(s,
(m,

(m,

9H) ,

1H),

9H),

1H),

9H),
1H),

1H),
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Ia-18

pf: 240-241°C

RMN de 'H (CDC13) & ppm: 1,22-1,78 (m, 4H), 1,40

2,05-2,33 (m, 5H), 3,22-3,44 (m, 1H), 3,64-3,67

6,61 (s, 1H), 6,69-6,77 (m, 2H).

Ia-19

pf: 240-241 C

RMN de 'H (CDCl13) & ppm: 1,24-1,77 (m, 4H), 1,40

2,05-2,30 (m, b5H), 3,22-3,38 (m, 1H), 3,70-3,74

7,00-7,15 (m, 3H), 7,36 (s, 1lH), 8,29-8,34 (m,

Ia-20

pf: 239-240°C

RMN de 'H (CDC1l3) & ppm: 1,24-1,78 (m, 4H), 1,40

2,02-2,30 (m, 5H), 3,22-3,40 (m, 1H), 3,63-3,66

6,89-6,84 (m, 1H), 7,10-7,17 (m, 2H), 7,22-7,34

7,48-7,51 (m, 1H).

Ia-21

pf: 259-260°C
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RMN de ‘H (CDCls/DMSO) & ppm: 1,21 (d, 6H, J =
6,0 Hz), 1,22-1,44 (m, 2H), 1,40 (s, 9H), 1,60-1,78 (m,
2H), 1,87-2,03 (m, 2H), 2,08-2,29 (m, 3H), 2,39 (t, 2H, J =
10,2 Hz), 3,14-3,32 (m, 1H), 3,19 (d, 2H, J = 11,4 Hz),
3,77-3,93 (m, 2H), 5,33 (d, 1H, J = 9,0 Hz), 6,84 (dd, 1H,
JFH, HH = 8,1, 8,1 Hz), 7,20 (d, 1H, J = 7,8 Hz), 7,49 (d,

1H, JFH = 14,7 Hz), 8,86 (s, 1H).

Ia-22

pf: 234-235°C

RMN de 'H (CDCls) & ppm: 1,20 (d, 6H, J = 5,7
Hz), 1,22-1,44 (m, 2H), 1,38 (s, 9H), 1,54-1,76 (m, 2H),
1,94-2,32 (m, 5H), 2,27 (s, 3H), 2,39 (t, 2H, J = 10,8 Hz),
2,87 (d, 2H, J = 11,4 Hz), 3,20-3,40 (m, 1H), 3,76-3,92 (m,
2H), 3,91 (d, 1H, J = 9,3 Hz), 6,93 (d, 1H, J = 8,1 Hz),

7,21 (s lg, 1H), 7,27 (s lg, 1H), 7,36 (s lg, 1H).

Ia-23

pf: 195-196°C

RMN de 'H (CDCls) & ppm: 1,20-1,44 (m, 4H), 1,41
(s, 9H), 1,59-1,76 (m, 2H), 2,03-2,14 (m, 2H), 2,15-2,33
(m, 3H), 3,20-3,40 (m, 1H), 3,64 (s, 1H, J = 9,0 Hz), 7,19-
7,24 (m, 1H), 7,44 (s lg, 1H), 7,52-7,63 (m, 2H), 8,17 (d,

1H, J = 8,7 Hz).
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Ia-24

pf: 209-210°C

RMN de 'H (CDCls) & ppm: 1,22-1,39 (m, 2H), 1,56
(s, 9H), 1,61-1,78 (m, 2H), 2,00-2,12 (m, 2H), 2,17-2,33
(m, 3H), 3,24-3,39 (m, 1H), 3,67 (d, 1H, J = 9,6 Hz), 6,90-

7,01 (m, 1H), 7,21 (s, 1H), 7,95-8,06 (m, 1H).

Ia-25

pf: 278-281°C

RMN de 'H (DMSO-d¢) & ppm: 1,10 (d, 6H, J = 6,3
Hz), 1,27 (s, 9H), 1,28-1,55 (m, 4H), 1,78-2,00 (m, 4H),
2,11-2,26 (m, 1H), 2,31 (t, 2H, J = 11,1 Hz), 3,00-3,10 (m,
1H), 3,08 (d, 1H, J = 10,8 Hz), 3,67-3,80 (m, 2H), 6,78 (d,
1H, J = 8,7 Hz), 7,08 (d, 1H, J = 9,0 Hz), 7,41 (dd, 1H, J

=2,4, 8,7 Hz), 7,78 (d, 1H, J = 8,7 Hz), 9,85 (s, 1lH).

Ia-26

pf: 253-255°C

RMN de 'H (DMSO-ds) & ppm: 1,13 (d, 6H, J = 6,0

Hz), 1,27 (s, 9H), 1,28-1,52 (m, 4H), 1,78-2,00 (m, 4H),

2,21 (t, 2H, J = 11,1 Hz), 2,26-2,36 (m, 1H), 2,96-3,10 (m,
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1), 3,56 (d, 1H, J = 12,3 Hz), 3,60-3,72 (m, 2H), 6,66-

6,84 (m, 4H), 7,47 (t, 1H, J = 9,3 Hz), 9,28 (s, 1H).

Ia-27

pf: 223-226°C

RMN de 'H (DMSO-d¢) & ppm: 1,09 (d, 6H, J = 6,3
Hz), 1,27 (s, 9H), 1,28-1,54 (m, 4H), 1,77-2,01 (m, 4H),
2,32 (t, 2H, J = 11,1 Hz), 2,32-2,42 (m, 1H), 2,90 (d, 1H,
J = 11,4 Hz), 2,96-3,12 (m, 1H), 3,76-3,92 (m, 2H), 6,78-
6,98 (m, 3H), 7,68 (dd, 1H, J = 3,3, 8,7 Hz), 8,84 (s, 1H).

Ia-28

pf: 237-238°C

RMN de 'H (CDCls) & ppm: 1,22-1,44 (m, 2H), 1,25
(d, oH, J = 6,3 Hz), 1,40 (s, ©9H), 1,61-1,79 (m, 2H), 2,05-
2,32 (m, 5H), 2,21 (s, 3H), 2,38 (t, 2H, J = 10,2 Hz),
3,22-3,42 (m, 1H), 3,40 (d, 2H, J = 11,1 Hz), 3,65 (d, 1H,
J = 9,3 Hz), 3,72-3,90 (m, 2H), 6,70-6,78 (m, 2H), 6,81 (s
lg, 1H), 7,50 (d, 1H, J = 9,6 Hz).

Ia-29

pf: 208-209°C
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RMN de 'H (CDCls) & ppm: 1,22 (d, 6H, J = 6,0
Hz), 1,23-1,40 (m, 2H), 1,40 (s, 9H), 1,60-1,78 (m, 2H),
2,00-2,16 (m, 2H), 2,14-2,33 (m, 3H), 2,45 (t, 2H, J = 11,1
Hz), 3,21 (d, 2H, J = 10,8 Hz), 3,24-3,38 (m, 1H), 3,63 (d,
1H, J = 9,3 Hz), 3,80-3,94 (m, 2H), 5,33 (d, 1H, J = 9,0
Hz), 6,66 (dd, 1H, JFH, HH = 6,6, 6,6 Hz), 7,16 (s lg, 1H),

7,89 (dd, 1H, JFH, HH = 9,0, 9,0 Hz).

Ia-30

pf: 284-287°C

RMN de 'H (DMSO-dg) & ppm: 1,08 (d, 6H, J = 6,0
Hz), 1,26 (s, 9H), 1,28-1,53 (m, 4H), 1,82-2,22 (m, 4H),
2,25-2,39 (m, 1H), 2,78 (t, 2H, J = 10,5 Hz), 2,97-3,14 (m,
1H), 3,18 (d, 2H, J = 11,4 Hz), 3,65-3,76 (m, 2H), 6,79 (d,
1H, J = 8,7 Hz), 9,75 (s, 1H).

Ia-31

pf: 200-201°C

RMN de 'H (CDC1l3) & ppm: 1,22-1,40 (m, 2H), 1,40
(s, 9H), 1,62-1,76 (m, 2H), 2,04-2,32 (m, 5H), 3,22-3,40
(m, 1H), 3,62-3,66 (m, 1H), 7,22-7,24 (m, 1H), 7,38-7,38

(m, 1H), 7,60 (s, 1H), 8,33-8,36 (m, 1H).

Ia-32
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pf: 260-261°C

RMN de 'H (CDC15/DMSO) & ppm: 1,25-1,42 (m, 2H),
1,38 (s, 9H), 1,64 (q, 24, J = 13,5 Hz), 1,95 (d, 2H, J =
12,3 Hz), 2,16 (d, 2H, J = 10,5 Hz), 2,18-2,32 (m, 1H),

3,14-3,30 (m, 1H), 5,53 (d4, 1H, J = 9,0 Hz), 7,31 (4, 1H, J

= 8,7 Hz), 7,46 (dd4, 1H, J = 2,4, 8,7 Hz), 7,90 (4, 1H, J

2,1 Hz), 9,35 (s, 1H).

Ia-33

pf: 227°C

RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,30-
1,56 (m, 4H), 1,78-2,01 (m, 2H), 2,12-2,36 (m, 2H), 2,96-
3,13 (m, 1H), 3,70 (s, 3H), 3,71 (s, 3H), 6,77 (d, 1H, J =
8,7 Hz), 6,85 (d, 1H, J = 8,7 Hz), 7,06 (dd, 1H, J = 2,4,

8,7 Hz), 7,33 (d, 1H, J = 2,4 Hz), 9,65 (s, 1H).

Ia-35

pf: 214-216°C

RMN de 'H (CDCls) & ppm: 1,23-1,38 (m, 2H), 1,40
(s, 9H), 1,6a-1,76 (m, 2H), 2,00-2,12 (m, 2H), 2,20-2,32
(m, 3H), 3,24-3,39 (m, 1H), 3,68 (d, 1H, J = 9,0 Hz), 6,77
(d, 14, J = 8,7 Hz), 7,00 (dd, 1H, J = 2,4, 8,7 Hz), 7,77

(s, 1H), 8,45 (4, 1H, J = 2,4 Hz).
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Ia-36

pf: 241-242°C

RMN de 'H (CDCl;/DMSO) & ppm: 1,25-1,42 (m, 2H),
1,37 (s, 9H), 1,62 (q, 24, J = 11,7 Hz), 1,93 (d, 2H, J =
12,0 Hz), 2,12 (d, 2H, J = 10,8 Hz), 2,16-2,30 (m, 1H),
3,12-3,28 (m, 1H), 3,84 (s, 3H), 6,07 (d, 1H, J = 8,4 Hz),
6,89 (dd, 1H, JFH, HH = 9,3, 9,3 Hz), 7,24 (d, 1H, J = 8,7

Hz), 7,55 (d, 1H, JFH = 13,5 Hz), 9,32 (s, 1H).

Ia-37

pf: 248-249°C

RMN de 'H (CDC13) & ppm: 0,60-0,73 (m, 1H), 0,91
(d, 64, J = 6,6), 1,12-1,40 (m, 2H), 1,40 (s, 9H), 1,54-
1,88 (m, 5H), 1,98-2,29 (m, 7H), 3,22-3,37 (m, 1H), 3,51-
3,54 (m, 2H), 3,72 (d, 1H, J = 9,6), 6,88 (d, 1H, J = 8,7),

7,06 (s, 1H), 7,35 (d, 1H, J

9,0).

Ia-38

pf: 237-238°C

RMN de 'H (CDCl1l3) & ppm: 1,01 (d, 6H, J = 6,6),

1,20-1,40 (m, 2H), 1,40 (s, 9H), 1,60-1,74 (m, 4H), 1,99-
2,28 (m, 7H), 2,69-2,82 (m, 2H), 3,02-3,14 (m, 2H), 3,20-
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3,38 (m, 1H), 3,80-3,90 (m, 1H), 6,83-6,86 (m, 2H), 7,14

(s, 1H), 7,34 (d, 1H, J = 8,4).

Ia-39

pf: 234-235°C

RMN de 'H (CDCls) & ppm: 1,20-1,36 (m, 2H), 1,40
(s, 9H), 1,60-1,77 (m, 2H), 1,90-2,32 (m, 5H), 3,21-3,39
(m, 1H), 3,65 (d, 1H, J = 9,6 Hz), 6,87 (d, 1H, J = 8,7
Hz), 7,04 (s, 1H), 7,37 (dd, 1H, J = 2,7, 8,7 Hz), 7,56 (d,

1H, J = 2,7 Hz).

Ia-40

pf: 257-258°C

RMN de 'H (DMSO-d¢) & ppm: 1,14 (d, 6H, J = 6,0
Hz), 1,27 (s, 9H), 1,28-1,53 (m, 4H), 1,78-2,00 (m, 4H),
2,13-2,256 (m, 1H), 2,30 (t, 2H, J = 11,7 Hz), 2,97-3,12
(m, 1H), 3,53-3,67 (m, 2H), 4,01 (d, 1H, J = 12,3 Hz), 6,80
(dd, 1, J = 3,0, 9,0 Hz), 7,79 (d, 1H, J = 9,0 Hz), 8,27
(s, 1H), 9,66 (s, 1H).

Ia-41

pf: 245-246°C
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RMN de 'H (CDC1l;/DMSO) & ppm: 1,25-1,42 (m, 2H),
1,37 (s, 9H), 1,62 (g, 28, J = 12,6 Hz), 1,94 (d, 2H, J =
11,1 Hz), 2,13 (d, 2H, J = 11,1 Hz), 2,18-2,35 (m, 1H),
3,11-3,29 (m, 1H), 6,07 (d, 1H, J = 8,1 Hz), 6,95-7,06 (m,
1H), 7,14-7,27 (m, 1H), 7,44 (d, 1H, J = 7,2 Hz), 7,79 (s,

1H), 9,48 (s, 1H).

Ia-43

pf: 294-295°C

RMN de 'H (DMSO-d¢) & ppm: 1,26 (s, 9H), 1,28-1,53
(m, 4H), 1,76-1,87 (m, 2H), 1,89-2,00 (m, 2H), 2,13-2,25
(m, 1H), 2,96-3,10 (m, 5H), 3,52-3,60 (m, 4H), 6,78 (d, 1H,
J = 9,0 Hz), 6,88 (d, 2H, J = 9,0 Hz), 7,44 (d, 2H, J = 9,0

Hz), 9,59 (s, 1H).

Ia-44

pf: 250-252°C

RMN de 'H (CDCls) & ppm: 1,13 (d, 6H, J = 6,3 Hz),
1,21-1,38 (m, 2H), 1,41 (s, 9H), 1,63-1,80 (m, 2H), 1,93

(¢, 24, § = 10,8 Hz), 2,00-2,10 (m, 2H), 2,16-2,32 (m, 3H),

3,24-3,39 (m, 1H), 3,54 (d, 2H, J = 10,2 Hz), 3,64-3,78 (m,

Il

3H), 7,47 (s, 1H), 7,69 (d, 2H, J 9,0 Hz), 7,73 (4, 2H, J

= 9,0 Hz).

Ia-45
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pf: 193°C

RMN de 'H (DMSO-d¢) & ppm: 1,10 (t, 6H, J = 7,2
Hz), 1,26 (s, 9H), 1,28-1,52 (m, 4H), 1,75-1,86 (m, 2H),
1,89-2,01 (m, 2H), 2,10-2,22 (m, 1H), 2,96-3,10 (m, 1H),
3,30-3,52 (m, 12H), 6,60 (d, 2H, J = 9,0 Hz), 6,80 (d, 1H,
J=29,0 Hz), 7,33 (d, 2H, J = 9,0 Hz), 9,46 (s, 1H).

Ia-406

pf > 300°C

RMN de 'H (DMSO-ds¢) & ppm: 1,28 (s, 9H), 1,28-1,58
(m, 4H), 1,83-2,04 (m, 4H), 2,23-2,36 (m, 1H), 2,46 (s,
3H), 3,00-3,14 (m, 1H), 6,79 (d, 1H, J = 8,7 Hz), 7,34 (d,
1H, J = 8,7 Hz), 7,78 (d, 2H, J = 8,7 Hz), 7,89 (d, 1H, J =
8,4 Hz), 7,91 (s, 1H), 8,00 (d, 2H, J = 8,7 Hz), 10,13 (s,

1H) .

Ia-47

pf: 236-237°C

RMN de 'H (CDCl;) & ppm: 0,97 (d, 6H, J = 6,6 Hz),
1,01 (d, 6H, J = 6,6 Hz), 1,20-1,37 (m, 2H), 1,40 (s, 9H),
1,60-1,84 (m, 3H), 1,97-2,31 (m, 5H), 2,50 (t, 1H, J = 10,8
Hz), 2,78 (dt, 1H, J = 3,3, 11,4 Hz), 3,25-3,38 (m, 1H),

3,45 (4, 1H, J = 11,4 Hz), 3,75 (dt, 1H, J = 2,4, 11,4 Hz),
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4,02 (dt, 1H, J = 2,4, 11,4 Hz), 6,88 (d, 2H, J = 9,0 Hz),

7,05 (s, 1H), 7,39 (d, 2H, J = 9,0 Hz).

Ia-48

pf: 228-229°C

RMN de 'H (CDCls) & ppm: 0,88 (t, 6H, J = 7,2 Hz),
1,19-1,45 (m, 4H), 1,40 (s, 9H), 1,45-1,76 (m, 4H), 1,76-
1,92 (m, 1H), 1,96-2,30 (m, S5SH), 2,66-3,20 (m, 3H), 3,20-
3,40 (m, 1H), 3,78 (d, 1H, J = 9,3 Hz), 3,82 (s, 1H), 6,62-
6,98 (m, 2H), 7,09 (s lg, 1H), 7,37 (d, 2H, J = 7,8 Hz).

Ia-49

pf: 262-263°C

RMN de 'H (CDCl3/DMSO) & ppm: 1,21 (d, 6H, J = 5,7
Hz), 1,26-1,34 (m, 2H), 1,37 (d, 6H, J = 5,4 Hz), 1,52-1,76
(m, 2H), 1,85-2,03 (m, 2H), 2,03-2,30 (m, 3H), 2,30-2,53
(m, 2H), 3,02-3,33 (m, 4H), 3,75-3,98 (m, 2H), 5,70 (s lg,
1H), 6,73-6,98 (m, 1H), 7,14-7,25 (m, 1H), 7,52 (d, 1H, JFH
= 13,5 Hz), 8,86 (s lg, 1H).

Ia-50

pf: 232-233°C
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RMN de 'H (CDCls) & ppm: 1,21 (d, 6H, J = 6,3 Hz),
1,22-1,37 (m, 2H), 1,38 (d, 6H, J = 6,9 Hz), 1,68 (g, 2H, J

= 12,6 Hz), 1,98-2,26 (m, 5H), 2,29 (s, 3H), 2,41 (t, 2H, J

10,2 Hz), 2,88 (d, 2H, J = 11,1 Hz), 3,15 (septeto, 1lH, J
= 6,6 Hz), 3,21-3,37 (m, 1H), 3,77-3,92 (m, 2H), 3,87 (d,

1H, J = 7,8 Hz), 6,88-7,06 (m, 3H), 7,35 (s, 1H).

Ia-51

pf: 211-212°C

RMN de 'H (CDCls) & ppm: 1,20-1,42 (m, 2H), 1,26
(d, 6H, J = 6,3 Hz), 1,38 (d, 6H, J = 6,9 Hz), 1,62-1,78
(m, 2H), 1,99-2,28 (m, 5H), 2,49 (dd, 2H, J = 10,5, 10,5
Hz), 3,17 (gquinteto, 1H, J = 6,9 Hz), 3,20-3,38 (m, 1H),
3,66-3,99 (m, 2H), 3,90-4,01 (m, 3H), 6,62 (d, 1H, J = 9,0
Hz), 7,06 (s, 1H), 7,90 (dd, 1H, J = 2,4, 9,0 Hz), 8,09 (d,

1H, J = 2,4 Hz).

Ia-52

pf: 247-249°C

RMN de 'H (CDCls) & ppm: 1,21-1,36 (m, 2H), 1,40
(s, 9H) 1,62-1,78 (m, 2H), 1,98-2,32 (m, 5H), 2,55 (t, A4H,
J = 6,0 Hz), 3,23-3,38 (m, 1H), 3,55 (t, 4H, J = 6,0 Hz),
3,72 (d, 1H, J = 9,6 Hz), 6,94 (d, 24, J = 9,0 Hz), 7,10

(s, 1H), 7,42 (4, 1H, J = 9,0 Hz).
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Ia-53

pf: 234-235°C

RMN de 'H (CDCls) & ppm: 1,22-1,38 (m, 2H), 1,41
(s, 9H) 1,64-1,80 (m, 2H), 2,00-2,32 (m, 5H), 3,25-3,40 (m,
18), 3,73 (d, 1, J = 9,3 Hz), 7,43 (s, 1H), 7,48 (t, 2H, J

=7,5 Hz), 7,55-7,66 (m, 3H), 7,68-7,89 (m, 4H).

Ia-54

pf: 235-236°C

RMN de 'H (CDCls) & ppm: 1,24-1,39 (m, 2H), 1,25
(d, ed, J = 6,3 Hz), 1,39 (4, 6H, J = 6,9 Hz), 1,60-1,80
(m, 2H), 2,00-2,28 (m, 5H), 2,21 (s, 3H), 2,38 (t, 2H, J =
10,8 Hz), 3,15 (septeto, 1H, J = 6,3 Hz), 3,23-3,38 (m,
1H), 3,40 (d, 2H, J = 11,7 Hz), 3,72-3,88 (m, 2H), 3,87 (d,
1, J = 9,3 Hz), 6,78-6,86 (m, 3H), 7,50 (d, 1H, J = 9,6

Hz) .

Ia-55

pf: 185-186°C

RMN de 'H (CDCl;) & ppm: 1,14 (d, 6H, J = 6,3 Hz),

1,22-1,38 (m, 2H), 1,41 (s, 9H), 1,62-1,78 (m, 2H), 2,02

(¢, 24, J = 10,5 Hz), 2,02-2,10 (m, 2H), 2,16-2,31 (m, 3H),

3,24-3,39 (m, 1H), 3,56 (d, 2H, J = 9,3 Hz), 3,63-3,80 (m,
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3H), 7,46 (dd4, 1H, J = 1,5, 8,1 Hz), 7,51 (t, 1H, J = 8,1

Hz), 7,63 (s, 1H), 1,8 Hz), 7,98 (dt, 1H,

7,81 (t, 1H, J =

J=1,8, 8,1 Hz).
Ia-56

pf: 229-230°C
1,27 (s, 9H), 1,28-1,54

RMN de 'H (DMSO) & ppm:
2H), 1,90-2,00 (m,

4H), 1,38 (s, ©6H), 1,78-1,84 (m,

(m,
(m, 1H), 2,97-3,13 (m,

2H), 2,15-2,30

1H), 4,90 (s, 1H),

6,79 (d, 1, J = 9,0 Hz), 7,34 (4, 2H, J = 8,7 Hz), 7,48

2H, J = 8,4 Hz), 9,72 (s, 1H).

(d,

Ia-57

pf: 211-212°C

1,24-1,40 (m, 2H),

(CDC13/DMSO) & ppm:
3H), 1,92-2,01

RMN de 'H
(m/ 2H) 7 1, 91 (S,

9H), 1,57-1,74
1H), 3,18-3,33 (m,

1,38 (s,
(m, 2H), 2,51 (s lg,

(m, 2H), 2,12-2,24
1H), 4,96 (4, 1H, J = 9,3 Hz), 7,16-7,53 (m, 9H), 7,41 (s,

1H) .

Ia-58

pf: 298-299°C
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RMN de 'H (DMSO-ds) & pem: 1,24 (s, 9H), 1,27 (s,
9H), 1,28-1,54 (m, 4H), 1,75-2,02 (m, 4H), 2,14-2,28 (m,
1H), 2,97-3,11 (m, 1H), 6,78 (d, 1H, J = 8,4 Hz), 7,18 (d,
2, J = 9,0 Hz), 7,48 (d, 2H, J = 9,0 Hz), 9,46 (s, 1H),

9,76 (s, 1lH).

Ia-59

pf: 253-254°C

RMN de 'H (CDCls) & ppem: 1,22-1,40 (m, 2H), 1,41
(s, 9H), 1,65-1,81 (m, 2H), 2,04-2,16 (m, 2H), 2,22-2,36
(m, 2H), 3,24-3,41 (m, 1H), 3,74 (d4, 1H, J = 9,6 Hz), 7,40-
7,54 (m, 3H), 7,88-8,01 (m, 3H), 8,66 (d, 1H, J = 1,5 Hz),
9,57 (d, 1H, J = 1,2 Hz).

Ia-60

pf: 213-214°C

RMN de 'H (DMSO) & ppm: 1,32-1,50 (m, 2H), 1,35
(s, 9H), 1,52-1,70 (m, 2H), 1,88-2,00 (m, 2H), 2,04-2,16
(m, 2H), 2,22-2,38 (m, 1H), 2,65 (s, 3H), 2,99-3,15 (m,
1H), 6,46 (d, 1H, J = 9,3 Hz), 7,28 (d, 1H, J = 9,0 Hz),
7,81 (s, 1H), 8,20 (s, 1H), 8,47 (s, 1H), 9,89 (s, 1H).

Ia-o61

pf: 274-275°C
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RMN de 'H (DMSO) & ppm: 1,27 (s, 1H), 1,28-1,58
(m, 4H), 1,84-2,08 (m, A4H), 2,22-2,40 (m, 1H), 2,99-3,15
(m, 1H), 3,01 (s, 3H), 6,81 (d, 1H, J = 8,1 Hz), 7,78 (d,
24, J = 7,8 Hz), 7,84 (d, 2H, J = 8,4 Hz), 8,18 (s, 1H),

10,43 (s, 1H).
Ia-62
pf: 235-236°C

RMN de 'H (CDCls) & ppm: 1,22-1,39 (m, 2H), 1,41
(s, 3H), 1,66-1,80 (m, 2H), 2,01-2,12 (m, 2H), 2,14-2,22
(m, 1H), 2,23-2,34 (m, 2H), 3,24-3,42 (m, 1H), 3,69 (d, 1H,
J = 9,5 Hz), 6,44 (d, 1H, J = 9,3 Hz), 7,27 (s lg, 1H),
7,28 (d, 1H, J = 9,3 Hz), 7,37 (dd, 1H, J = 2,4, 9,0 Hz),

7,68 (d, 1H, J = 9,6 Hz), 8,04 (d, 1H, J = 2,4 Hz).

Ia-63

pf: 277-279°C

RMN de ‘H (DMSO-dg) & ppm: 1,27 (s, 9H), 1,28-1,54
(m, 4H), 1,77-2,02 (m, 4H), 2,15-2,29 (m, 1H), 2,90 (s,

3H), 2,96-3,13 (m, 1H), 6,79 (4, 1H, J = 8,7 Hz), 7,12 (d,
2, §3 = 9,0 Hz), 7,54 (4, 2H, J = 9,0 Hz), 9,50 (s, 1H),

9,81 (s, 1H).

Ia-64
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pf: 259-260°C

RMN de 'H (DMSO-ds¢) & ppm: 1,26 (s, 9H), 1,26-1,50
(m, 4H), 1,74-1,99 (m, 4H), 2,10-2,25 (m, 1H), 2,95-3,10
(m, 1H), 6,78 (d, 1H, J = 8,7 Hz), 6,97 (d, 2H, J = 9,0
Hz), 7,42 (d, 2H, J = 9,0 Hz), 7,50-7,71 (m, 5H), 9,73 (s,

1H), 10,05 (s, 1H).

Ia-65

pf: 292-293°C

RMN de 'H (DMSO-ds¢) & ppm: 1,27 (s, 9H), 1,28-1,54
(m, 4H), 1,62-1,72 (m, 2H), 1,77-1,87 (m, 2H), 1,91-2,10
(m, 4H), 2,13-2,25 (m, 1H), 2,98-3,12 (m, 1H), 3,41-3,52
(m, 2H), 5,09 (s, 1H), 6,79 (4, 1H, J = 9,0 Hz), 6,91 (d,
2H, 3 = 9,0 Hz), 7,37 (4, 2, J = 9,0 Hz), 7,42 (d, 2H, J =

9,0 Hz), 7,51 (d, 2H, J = 9,0 Hz), 9,56 (s, 1H).
Ia-66
pf > 300°C
RMN de 'H (DMSO-d;) & ppm: 1,27 (s, 9H), 1,28-1,58
(m, 4H), 1,85-2,02 (m, 4H), 2,40-2,52 (m, 1H), 3,00-3,16

(m, 1H), 6,81 (4, 1H, J = 9,0 Hz), 7,50-7,58 (m, 3H), 7,90-

7,97 (m, 2H), 12,58 (s, 1H).
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Ia-67

pf: 199-200°C

RMN de 'H (DMSO-d¢) & ppm: 1,14 (d, 6H, J = 6,3
Hz), 1,28 (s, 9H), 1,31-1,48 (m, 4H), 1,76-1,88 (m, 2H),
2,17 (t, 2H, J = 11,1 Hz), 2,82 (t, 2H, J = 11,7 Hz), 3,46
(d, 2H, J = 11,4 Hz), 3,20-3,36 (m, 1H), 3,62-3,74 (m, 2H),
4,02 (d, 28, J = 12,9 Hz), 6,83 (d, 2H, J = 9,0 Hz), 6,89
(d, 1H, J = 8,7 Hz), 7,28 (d, 2H, J = 9,0 Hz), 8,27 (s,

1H) .

Ia-68

pf: 237-239°C

RMN de 'H (CDC1ls5/DMSO) & ppm: 1,40 (s, 9H), 1,49-
1,65 (m, 2H), 1,99-2,10 (m, 2H), 2,95 (t, 2H, J = 11,1 Hz),
3,36-3,52 (m, 1H), 4,17 (4, 1H, J = 12,9 Hz), 5,84 (d, 1H,
J = 8,7 Hz), 6,39 (4, 1H, J = 9,6 Hz), 7,21 (4, 1H, J = 9,3
Hz), 7,51 (dd, 1H, J = 2,4, 9,3 Hz), 7,72 (d, 1H, J = 9,9
Hz), 7,85 (d, 1H, J = 2,7 Hz), 8,04 (s, 1H).

Ia-69

pf: 259-260°C

RMN de 'H (DMSO) & ppm: 1,25-1,55 (m, 4H), 1,27

(s, 9H), 1,82-2,05 (m, 4H), 2,22-2,36 (m, 1H), 2,98-3,17
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(m, 1H), 4,16 (s, 3H), 6,80 (d4, 1H, J = 8,4 Hz), 7,77-7,87

(m, 4H), 10,16 (s, 1H).

Ia-"70

pf: 259-260°C

RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,36-1,56
(m, 2H), 1,80-1,92 (m, 2H), 2,86-3,02 (m, 2H), 3,36-3,52
(m, 1H), 4,04-4,20 (m, 2H), 6,92 (d, 1H, J = 7,5 Hz), 7,38-
7,58 (m, 3H), 8,00-8,14 (m, 2H), 8,90 (s, 1H), 9,08 (s,
1H), 9,63 (s, 1H).

Ia-71

pf: 228.229°C

RMN de 'H (CDCls/DMSO) & ppm: 1,27-1,42 (m, 2H),
1,38 (s, 9H), 1,57-1,75 (m, 2H), 1,90-2,02 (m, 2H), 2,12-
2,34 (m, 3H), 3,14-3,32 (m, 1H), 5,37 (d, 1H, J = 9,3 Hz),
7,38-7,43 (m, 3H), 7,46 (d, 2H, J = 8,7 Hz), 7,51-7,60 (m,
2H), 7,68 (d, 2H, J = 9,0 Hz), 9,33 (s, 1H).

Ia-"75

pf: 169-170°C

RMN de 'H (CDCl;) & ppm: 0,58-0,72 (m, 1H), 0,80

(d, 3H, J = 6,6 Hz), 0,94 (4, 3H, J = 6,0 Hz), 1,14-1,35
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(m, 3H), 1,39 (s, 9H), 1,48-1,66 (m, 2H), 1,74-2,06 (m,
5H), 2,06-2,44 (m, ©6H), 3,18-3,35 (m, 1H), 3,64-3,74 (m,
1H), 4,46-4,60 (m, 1H), 6,98-7,38 (m, 5H).

Ia-76
pf: 236-237°C

RMN de 'H (CDCl;/DMSO) & ppm: 1,27-1,42 (m, 2H),
1,38 (d, 6H, J = 6,6 Hz), 1,60-1,78 (m, 2H), 1,94-2,06 (m,
2H), 2,12-2,30 (m, 3H), 3,06,3,34 (m, 2H), 5,10 (s lg, 1H),
6,41 (d, 1H, J = 9,9 Hz), 7,25 (d, 1H, J = 8,4 Hz), 7,48
(dd, 1H, J = 2,4, 8,7 Hz), 7,68 (d, 1H, J = 9,9 Hz), 8,12

(d, 1H, J = 2,4 Hz), 8,88 (s lg, 1H).

Ia-77

pf: 117-118°C

RMN de 'H (CDCls) & ppm: 1,38 (d, 6H, J = 6,9 Hz),
1,65 (gquintetO, 2H, J = 5,4 Hz), 1,75-1,91 (m, 2H), 2,42
(t, 24, J = 7,4 Hz), 3,10-3,24 (m, 3H), 4,77 (s lg, 1H),
6,41 (d, 1H, J = 9,6 Hz), 7,18-7,26 (m, 1H), 7,48 (dd, 1H,
J =18, 8,7 Hz), 7,67 (d, 1H, J = 9,9 Hz), 8,01 (s, 1H),
8,23 (s lg, 1H).

Ia-"78

pf: 138-139°C
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RMN de 'H (CDCli) & ppm: 1,41 (s, 9H), 1,64
(quinteto, 2H, J = 6,6 Hz), 1,84 (quinteto, 2H, J = 7,3
Hz), 2,42 (t, 2H, J = 7,5 Hz), 3,26 (g, 2H, J = 6,5 Hz),
4,59 (s lg, 1H), 6,41 (d, 1H, J = 9,3 Hz), 7,23 (d, 1H, J =
8,7 Hz), 7,49 (dd, 1H, J = 2,4, 9,0 Hz), 7,67 (d, 1H, J =
9,9 Hz), 8,03 (d, 1H, J = 2,4 Hz), 8,28 (s lg, 1H).

Ia-79

pf: 289-290°C

RMN de 'H (DMSO) & ppm: 1,24-1,63 (m, 4H), 1,28
(s, 9H), 1,84-2,08 (m, 4H), 2,24-2,41 (m, 1H), 3,00-3,16
(m, 1H), 6,82 (d, 1H, J = 8,1 Hz), 7,36-7,60 (m, 5H), 7,86-
7,99 (m, 2H), 8,28 (s, 1H), 10,50 (s, 1H).

Ia-80

pf: 239-240°C

RMN de 'H (DMSO) & ppm: 1,22 (d, 1H, J = 6,6 Hz),
1,23-1,40 (m, 2H), 1,40-1,59 (m, 2H), 1,83-2,04 (m, 4H),
2,23-2,39 (m, 1H), 2,98-3,23 (m, 2H), 7,00 (d, 1H, J = 7,8
Hz), 7,36-7,59 (m, G5H), 7,85-7,97 (m, 2H), 8,29 (s, 1H),
10,50 (s, 1H).

Ia-81
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pf: 205-206°C

RMN de 'H (CDCls/DMSO) & ppm: 1,40 (s, 9H), 1,66
(quinteto, 2H, J = 7,0 Hz), 1,85 (quinteto, 2H, J = 7,2
Hz), 2,45 (t, 2H, J = 7,5 Hz), 3,24 (t, 2H, J = 6,5 Hz),
5,17 (s lg, 1H), 7,36-7,54 (m, 5H), 7,85 (d, 1H, J = 8,4
Hz), 8,07 (4ad, 1H, J =1,8, 8,1 Hz), 8,23 (d, 1H, J = 1,8

Hz), 9,61 (s, 1H).

Ia-82

pf: 216-217°C

RMN de 'H (DMSO-d¢) & ppm: 1,14 (d, 6H, J = 6,3
Hz), 1,22 (d, 6H, J = 6,9 Hz), 1,22-1,53 (m, 4H), 1,76-1,98
(m, 2H), 2,21 (t, 2H, J = 10,8 Hz), 2,22-2,36 (m, 1H),
2,96-3,20 (m, 2H), 3,57 (d, 2H, J = 12,0 Hz), 3,60-3,74 (m,
1H), 6,66-6,85 (m, 2H), 6,98 (d, 1H, J = 7,8 Hz), 7,47 (d,

1H, J = 8,7 Hz), 9,30 (s, 1H).

Ia-83

pf: 118-119°C

RMN de 'H (DMSO-d¢) & ppm: 1,41 (d, 6H, J = 6,3
Hz), 1,26 (s, 9H), 1,40-1,67 (m, 4H), 2,17-2,36 (m, 3H),
2,97-3,10 (m, 2H), 3,57 (d, 2H, J = 12,0 Hz), 3,61-3,74 (m,
1H), 6,67-6,92 (m, 3H), 7,48 (t, 1H, J = 9,0 Hz), 9,37 (s,

1H) .
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Ia-84

pf: 265-267°C

RMN de 'H (DMSO-d¢) & ppm: 1,21 (d, 6H, J = 6,6
Hz), 1,20-1,57 (m, 4H), 1,60-2,30 (m, O9H), 2,99-3,20 (m,
4H), 3,40-3,52 (m, 2H), 5,09 (s, 1H), 6,91 (d, 2H, J = 8,7
Hz), 6,98 (d, 1H, J = 7,5 Hz), 7,37 (d, 2H, J = 8,7 Hz),
7,42 (d, 2H, J = 8,7 Hz), 7,51 (d, 2H, J = 8,7 Hz), 9,56
(s, 1H).

Ia-85

pf: 185-186°C

'H (DMSO-dg) & ppm: 1,26 (s, 9H), 1,42-1,72 (m,
oH), 1,96-2,10 (m, 2H), 2,26 (t, 2H, J = 6,9 Hz), 2,96-3,12
(m, 4H), 3,41-3,52 (m, 2H), 5,09 (s, 1H), 6,88 (d, 1H, J =
8,7 Hz), 6,92 (d, 2H, J = 9,0 Hz), 7,37 (d, 2H, JT = 8,7
Hz), 7,43 (d, 2H, J = 9,0 Hz), 7,52 (d, 2H, J = 8,7 Hz),
9,63 (s, 1H).

Ia-86

pf: 162-164°C

RMN de 'H (DMSO-dg) & ppm: 1,21 (d, 6H, J = 6,6

Hz), 1,41-1,73 (m, 6H), 1,96-2,10 (m, 2H), 2,26 (t, 2H, J =
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7,2 Hz), 2,91-3,20 (m, 5H), 3,42-3,52 (m, 2H), 5,09 (s,
1H), 6,92 (d, 2H, J = 9,3 Hz), 6,99 (t, 1H, J = 6,0 Hz),
7,37 (4, 2H, 0 = 8,7 Hz), 7,43 (4, 2H, J = 9,3 Hz), 7,52

(d, 2, J = 8,7 Hz), 9,64 (s, 1H).

Ia-87

pf: 245-247°C

RMN de 'H (DMSO-d¢) & ppm: 1,22 (d, 6H, J = 6,6
Hz), 1,22-1,58 (m, 4H), 1,81-2,02 (m, 4H), 2,22,2,36 (m,
1H), 3,00-3,20 (m, 2H), 3,01 (s, 3H), 6,99 (d, 1H, J = 8,4
Hz), 7,75-7,88 (m, 2H), 8,19 (d, 1H, J = 1,2 Hz), 10,43 (s,
1H) .

Ia-88

pf: 208-209°C

RMN de 'H (DMSO-d¢) & ppm: 1,22 (d, 6H, J = 6,9
Hz), 1,22-1,55 (m, 4H), 1,75-1,98 (m, 4H), 2,11-2,24 (m,
1H), 2,98-3,20 (m, 2H), 5,96 (s, 2H), 6,82 (d, 1H, J = 8,4
Hz), 6,91-7,03 (m, 2H), 7,30 (d, 1H, J = 1,8 Hz), 9,72 (s,
1H) .

Ia-89

pf: 142-143°C
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RMN de 'H (DMSO-d¢) & ppm: 1,27 (s, 9H), 1,40-1,66
(m, 4H), 2,26 (t, 24, J = 7,5 Hz), 3,02 (g, 2H, J = 6,6
Hz), 5,96 (s, 2H), 6,82 (d, 1H, J = 8,4 Hz), 6,88 (t, 1H, J

= 8,4 Hz), 6,94 (dd, 1H, J = 1,8, 8,4 Hz), 7,30 (d, 1H, J =
1,8 Hz), 9,78 (s, 1H).
Ia-90
pf: 100°C
RMN de 'H (DMSO-dg) & ppm: 1,20 (d, 6H, J = 6,9
Hz), 1,40-1,66 (m, 4H), 2,26 (t, 2H, J = 7,5 Hz), 2,89-2,99
(m, 2H), 3,13 (quinteto, 1H, J = 6,6 Hz), 5,96 (s, 2H),
6,83 (d, 1H, J = 8,1 Hz), 6,91-7,02 (m, 2H), 7,30 (d, 1H, J
= 1,8 Hz), 9,78 (s, 1H).
Ia-91
pf: 189-190°C
RMN de 'H (DMSO-d¢) & ppm: 1,26 (s, 9H), 1,43-1,71
(m, 4H), 2,40 (t, 24, J = 7,5 Hz), 2,97-3,09 (m, 2H), 3,01
(s, 3H), 6,85-6,93 (m, 1H), 7,76-7,88 (m, 2H), 8,20 (d, 1H,
J = 1,2 Hz), 10,49 (s, 1H).

Ia-104

pf: 238-241°C



- 254 -

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (m,
4H), 1,8-2,0 (m, 4H), 2,50 (m, 1H), 3,05 (m, 1H), 6,55 (s
lg, 1H), 6,79 (4, 1H, J= 8,2), 7,15 (t, 1H, J= 4,8), 8,64

(dl 2HI J= 4, 8).

Ia-105

pf: 232-234°C

'H (DMSO) & ppm: 1,26 (s, 9H), 1,2-1,5, (m, 4H),

1,8-2,0 (m, 4H), 2,55 (m, 1H), 3,05 (m, 1H), 6,77 (d, 1H,

J=8,7), 9,92 (s, 2H), 10,93 (s, 1H).

Ia-106

pf: 226-228°C

RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,22-1,58

(m, 4H), 1,82-2,04 (m, 4H), 2,29 (m, 1H), 3,07 (m, 1H),

6,79 (d, 1H, 0 = 8,7 Hz), 7,6 1 (dd, 1H, J = 1,8 Hz, 8,7

Hz), 8,04 (4, 1H, J,= 8,7 Hz), 8,48 (4, 1H, 2,1 Hz), 9,35

(s, 1H), 10,05 (s, 1H).

Ia-107

pf: 282-283°C

RMN de 'H (DMSO) & ppm: 1,22-1,57 (m, 4H), 1,27

(s, 9H), 1,80-2,04 (m, 4H), 2,27 (m, 1H), 3,06 (m, 1H),
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6,81 (d4, 1H, J = 8,7 Hz), 7,32 (m, 1H), 7,44 (t, 2H, J =
7,5 Hz), 7,57-7,72 (m, oH), 9,91 (s, 1H).

Ia-108

pf: 191-192°C

RMN de 'H (DMSO) & ppm: 1,24-1,58 (m, 4H), 1,28
(s, 9H), 1,86-2,04 (m, 4H), 2,70 (m, 1H), 3,08 (m, 1H),
6,83 (d, 1, 0 = 8,7 Hz), 7,63-7,79 (m, 2H), 8,31 (d, 1H, J
= 7,2 Hz), 10,27 (s, 1H).

Ia-109

pf: 283-285°C

RMN de 'H (DMSO) & pem: 1,24-1,60 (m, 4H), 1,28
(s, 9H), 1,87-2,04 (m, 4H), 2,42 (m, 1H), 3,09 (m, 1H),
3,87 (s, 2H), 6,82 (d4, 1H, J = 8,7 Hz), 7,28-7,43 (m, 3H),
7,00 (d4, 2H, J = 7,8 Hz), 7,068 (d4, 1H, J = 7,2 Hz), 7,89
(d, 1H, J = 7,5 Hz), 9,48 (s, 1H).

Ia-110

pf: 263-265°C

RMN de 'H (DMSO) & ppm: 1,24-1,54 (m, 4H), 1,27
(s, 9H), 1,76-1,87 (m, 2H), 1,89-2,01 (m, 2H), 2,17 (m,
1H), 3,04 (m, 1H), 4,01 (s, 4H), 06,01 (s, 2H), o,44 (d, 2H,
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J=28,7 Hz), 6,77 (4, 1, J = 8,7 Hz), 7,39 (d, 2H, J = 9,0

Hz), 9,44 (s, 1H).

Ia-111

pf: 239-241°C

RMN de 'H (DMSO) & ppm: 1,24-1,54 (m, 4H), 1,27
(s, 9H), 1,62-1,76 (m, 4H), 1,80-2,02 (m, 4H), 2,30 (m,
1H), 2,47-2,59 (m, 2H), 2,66-2,76 (m, 2H), 6,08 (m, 1H),
6,79 (d, 1H, J = 9,0 Hz), 6,88 (d, 1H, J = 6,9 Hz), 7,02
(¢, 14, J = 7,5 Hz), 7,13 (d, 1H, J = 7,5 Hz), 8,98 (s,
1H) .

Ta-124

pf: 247-249°C

RMN de 'H (DMSO) & ppm: 1,15 (d, 6H, J = 6,3 Hz),
1,30 (s, 9H), 2,15-2,26 (m, 2H), 3,48-3,57 (m, 2H), 3,63-
3,76 (m, 2H), 6,92 (d, 2H, J = 8,7 Hz), 7,59 (d, 2H, J =
9,0 Hz), 7,38 (d, 2H, J = 9,0 Hz), 7,87 (d, 2H, J = 8,7
Hz), 9,92 (s lg, 1H), 9,98 (s lg, 1H).

Ia-125

pf: 228-232°C
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RMN de 'H (DMSO) & ppm: 1,30 (s, 9H), 1,95-2,08
(m, 2H), 2,77-2,89 (m, 4H), 7,17 (d, 1H, J = 8,4 Hz), 7,39
(d, 2H, J = 9,0 Hz), 7,42-7,48 (m, 1H), 7,64 (s lg, 1H),

7,87 (d, 2H, J = 9,0 Hz), 9,99 (s lg, 2H).

Ia-1206

pf: 244-246°C

RMN de 'H (DMSO) & ppm: 1,31 (s, 9H), 7,42 (d,
2H, J = 8,4 Hz), 7,81 (dd, 1H, J = 2,1 Hz, 8,7 Hz), 7,93
(d, 24, J = 9,0 Hz), 8,05 (d, 1H, J = 9,0 Hz), 8,66 (d, 1H,
J = 2,1 Hz), 9,29 (s, 1H), 10,05 (s 1lg, 1H), 10,39 (s 1lgq,
1H) .

Ia-127

pf: 238-239°C

RMN de 'H (DMSO) & ppm: 1,30 (s, O9H), 4,18-4,27
(m, 4H), 6,81 (d, 1H, J = 8,4 Hz), 7,16 (dd, 1H, J = 2,7
Hz, 9,0 Hz), 7,34-7,42 (m, 3H), 7,85 (d, 2H, J = 8,4 Hz),
9,94 (s l1lg, 1H), 9,99 (s 1lg, 1H).

Ia-128

pf: 286-287°C
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RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 7,41 (d,
24, J = 8,7 Hz), 7,71 (d, 2H, J = 8,4 Hz), 7,91 (d, 2H, J =
8,7 Hz), 7,99 (d, 2H, J = 8,7 Hz), 10,05 (s lg, 1H), 10,44

(s 1g, 1H).

Ia-129

pf: 232-234°C

RMN de 'H (DMSO) & pem: 1,27 (s, 9H), 1,3-1,5 (m,
4H), 1,8-2,0 (m, 4H), 2,25 (1H, m), 3,07 (m, 1H), 6,80 (d,
1#, J=9,0), 7,37 (d, 1H, J= 8,1), 7,53 (t, 1H, J=8,1), 7,75
(t, 1H, J= 8,1), 8,12 s, 1H), 10,16 (s, 1H).

Ia-130

pf: 274-277°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,23-1,58
(m, 4H), 1,81-2,03 (m, 4H), 2,28 (m, 1H), 3,07 (m, 1H),
6,80 (d, 1H, J = 8,4 Hz), 7,36 (dd, 1H, J = 0,9 Hz, 5,7
Hz), 7,43 (dd, 1H, J = 2,1 Hz, 8,7 Hz), 7,60 (d, 1H, J =

5,4 Hz), 7,78 (4, 1H, J = 8,7 Hz), 8,40 (d, 1H, 1,8 Hz),

9,97 (s lg, 1H).

Ia-131

pf: 259-260°C



1H,
5,1
= 9,

lg,

1,31
J =

1H,

2H,
=1,
= 8,

Hz),

J = 4,
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RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 7,40 (d,

8 Hz), 7,41 (d, 2H, J = 8,7 Hz), 7,66 (d, 1H, J =

Hz), 7,67 (dd4, 1H, J = 1,8 Hz, 8,7 Hz), 7,84 (4, 1H, J

0 Hz),

1H), 1

(s, 9

1,92 (d, 2H, J = 8,7 Hz), 8,50 (s, 1H), 10,03 (s

0,27 (s 1lg, 1H).

Ia-132

pf: 265-266°C

RMN de 'H (DMSO) & ppm: 1,17 (d, 6H, J = 6,6 Hz),

H), 4,10 (m, 1H), 7,35-7,46 (m, 3H), 7,54 (4, 1H,

7,5 Hz), 7,87-7,97 (m, 3H), 8,15 (s 1lg, 1H), 8,20 (d,

J =1,

J = 8,
8 Hz,
7 Hz),

10,02

5 Hz), 10,03 (s lg, 1H), 10,25 (s lg, 1H).

Ta-133

pf: 249-250°C

RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 7,41 (d,

7 Hz), 7,45 (d, 1H, J = 5,4 Hz), 7,67 (dd, 1H, J

8,7 Hz), 7,76 (d, 1H, J = 5,4 Hz), 7,92 (d, 2H, J
7,95 (d, 1H, J = 8,1 Hz), 8,39 (d, 1H, J = 1,8
(s 1g, 1H), 10,23 (s lg, 1H).

Ia-134

pf: 305-306°C
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RMN de 'H (DMSO) & ppm: 1,25 (m, 2H), 1,25 (s,
9H), 1,52 (m, 2H), 1,82 (m, 2H,), 1,94 (m, 2H), 2,13 (m,
1H), 3,04 (m, 1H), 6,00 (d4, 1H, J= 8,1), 6,74 (d, 1H, J=

8,4, 7,3-7,5 (m, oH), 7,85 (d, 2H, J=7,5), 8,31 (d, 1H,

J=8,4).
Ta-135
pf: 220-222°C
RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (

m, 4H), 1,8-2,0 (m, 4H), 2,37 (m, 1H), 3,03 (m, 1H), 6,80

(d, 1H, J=8,7), 7,04 (m, 1H), 7,29 (m, 1H), 7,79 (m, 1H),

9,60 (s, 1H).
Ia-136
pf: 263-264°C
RMN de 'H (DMSO) & ppm: 1,27 ( s, 9H), 1,3-1,5

(m, 4H), 1,8-2,0 (m, 4H), 2,20 ( m, 1H), 3,03 (m, 1H), 6,80

(d, 1H, J= 8,4), 6,87 (m, 1H), 7,31 (m, 2H), 10,21 (s, 1H).
Ta-137
pf: 260-262°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (
m, 4H), 1,8-2,0 (m, 4H), 2,30 (m, 1H), 3,05 (m, 1H), 6,80
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(d, 1H, J= 8,4), 7,13 (¢, 2H, J= 8,1), 7,31 (m, 1H), 9,52

(s, 1H).
Ia-138
pf: 270-273°C

RMN de ‘H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (m,

4H), 1,8-2,0 (m, 4H), 2,12 (m, 1H), 3,05 (m, 1H), 6,79 (d,

1H, J=9,0), 7,31 (m, 2H), 7,80 (m, 1H), 10,05 (s, 1H).

Ta-139

pf: 267-270°C

RMN de 'H (DMSO) & ppm: 1,30 (s, O9H), 4,05 (s,

(s, 2H), 6,51 (d4, 2H, J = 8,7 Hz), 7,34 (4, 2H, J

8,4 Hz), 7,87 (4, 2H, J = 8,4

4H), 6,04
= 8,4 Hz), 7,54 (4, 2H, J =
Hz), 9,82 (s 1lg, 1H), 9,97 (s lg, 1H).

Ia-140
pf: 227-229°C

RMN de ‘H (DMSO) & ppm: 1,22 (d, 6H, J = 6,6 Hz),

1,20-1,57 (m 4H), 1,80-2,01 (m, 4H), 2,27 (m, 1H), 2,95-

3,22 (m, 2H), 6,99 (d4,1H, J = 7,8 Hz), 7,65 (d, 2H, J = 8,7

Hz), 7,80 (4, 2H, J = 8,4 Hz), 10,18 (s lg, 1H).
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Ia-141

pf: 205-207°C

RMN de 'H (DMSO) & ppm: 1,22 (d, 6H, J = 6,9 Hz),
1,20-1,55 (m, 4H), 1,75-2,05 (m, 6H), 2,21 (m, 1H), 2,72-
2,85 (m, 4H), 2,93-3,20 (m, 2H), 6,98 (d, 1H, J = 8,1 Hz),
7,10 (d, 1H, J = 8,1 Hz), 7,26 (dd, 1H, J = 2,1 Hz, 8,1

Hz), 7,51 (s, 1H), 9,67 (s lg, 1H).

Ta-142

pf: 295-296°C

RMN de 'H (DMSO) & ppm: 1,15 (d, 6H,J=6,6), 1,27
(s, 9H), 1,3-1,5 (m, 4H), 1,8-2,0 (m, 4H), 2,27 (m, 1H),
3,05 (m, 1H), 4,07 (m, 1H), 6,80 (d, 1H, J=8,7), 7,64 (d,
2H, J=8,7), 7,79 (d, 2H, J=8,7), 8,06 (d, 1H, J=7,5), 10,01

(s, 1H).

Ia-143

pf: 146-147°C

RMN de 'H (DMSO) & pem: 1,26 (s, 9H), 1,5-1,7 (m,
4H), 2,36 (t, 2H, J=7,8), 3,03 (g9, 2H, J=6,3), 6,89 (t, 1H,

J=6,3), 7,66 (4, 2H, J=8,4), 7,80 (d, 2H, J=8,4), 10,25 (s,

1H) .
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Ta-144

pf: 138-140°C

RMN de 'H (DMSO) & ppm: 1,21 (d, 6H, J=6,0), 1,4-
1,7 (m, 4H), 2,37 (t, 2H, J=7,5), 2,96 (g, 2H, J=6,3), 3,14
(m, 1H), 6,99 (t, 1H, J=5,4), 7,66 (d, 2#H, J=7,8), 7,81 (d,

2H, J=7,8), 10,26 (s, 1H).

Ta-145

pf: 134-136°C

RMN de 'H (DMSO) & ppm: 1,26 (s, O9H), 1,39 (m,
2H), 1,4-1,7 (m, 4H), 2,28 (t, 2H, J=17,2), 2,79 (m, 4H),
3,02 (g, 2H, J=7,2), 6,88 (t, 1H, J=6,0), 7,10 (t, 1H,
J=6,0), 7,51 (s, 1H), 9,73 (s, 1lH).

Ta-146

pf: 135-137°C

RMN de 'H (DMSO) & ppm: 1,20 (d, 6H, J=6,6), 1,4-
1,7 (m, 4H), 1,99 (m, 2H), 2,28 (t, 2H, J=7,2), 2,79 (m,
4H), 2,94 (g, 2H, J=6,3), 3,13 (m, 1H), 6,98 (t, 1H,
J=6,9), 7,10 (4, 2H, J=8,1), 7,26 (d, 2H, J=8,1), 7,51 (s,

1H), 9,73 (s, 1H).

Ta-147
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pf: 206-207 °C

RMN de 'H (DMSO) & ppm: 1,29 (s, 9H), 4,54 (d,
2H, 0 =5,7 Hz), 7,35 (d, 2H, J = 9,0 Hz), 7,52 (d, 2H, J =
7,8 Hz), 7,69 (d, 2H, J = 8,1 Hz), 7,83 (d, 2H, J = 8,7
Hz), 9,02 (t, 1H, J = 5,7 Hz), 9,97 (s lg, 1H).

Ia-148

pf: 250-251°C

RMN de 'H (DMSO) & ppm: 1,30 (s, O9H), 7,18 (t,
2H, J = 9,3 Hz), 7,40 (d, 2H, J = 8,7 Hz), 7,76 (dd, 2H, J
= 5,1 Hz, 9,3 Hz), 7,88 (d, 2H, J = 9,0 Hz), 10,02 (s 1lg,
1H), 10,17 (s lg, 1H).

Ia-149

pf: 220-222°C

RMN de 'H (DMSO) & ppm: 1,30 (s, O9H), 3,74 (s,
3H), 6,92 (d, 2H, J = 9,0 Hz), 7,38 (d, 2H, J = 9,0 Hz),
7,64 (d, 2H, J = 9,0 Hz), 7,87 (d, 2H, J = 9,0 Hz), 9,99
(s, 2H).

Ia-150

pf: 264-266°C



- 265 -

RMN de 'H (DMSO) & ppm: 1,31 (s, 9H), 1,66-1,76
(m, 4H), 2,57-2,66 (m, 2H), 2,71-2,80 (m, 2H), 6,98 (m,
1H), 7,06-7,16 (m, 2H), 7,38 (d, 2H, J = 9,0 Hz), 7,90 (d,
2H, J = 8,7 Hz), 9,60 (s, 1H), 9,99 (s, 1H).

Ta-151

pf: 235-236°C

RMN de 'H (DMSO) & ppm: 1,03-1,39 (m, 5H), 1,27
(s, 9H), 1,55-1,87 (m, 5H), 3,73 (m, 1H), 7,31 (d, 2H, J =
8,7 Hz), 7,76 (d, 2H, J = 8,4 Hz), 8,01 (4, 1H, J = 17,8
Hz), 9,90 (s, 1H).

Ia-152

pf: 244-246°C

RMN de 'H (DMSO) & ppm: 0,50-0,72 (m, 4H), 1,27
(s, 9H), 2,81 (m, 1H), 7,31 (d, 2H, J = 8,7 Hz), 7,73 (d,
2H, J = 8,7 Hz), 8,30 (d, 1H, J = 4,2 Hz), 9,91 (s lg, 1H).

Ia-153

pf > 300 °C

RMN de 'H (DMSO) & ppm: 1,06 (m, 6H), 1,27 (s,

%), 1,2-1,5 (m, 4H), 1,8-2,0 (m, 4H), 2,25 (m, 1H), 2,7
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(m, 1H), 3,05 (m, 1H), 3,51 (m, 4H), 4,30 (m, 1H), 6,80 (d,
1H, J=8,4), 7,34 (d, 2H, J=8,4), 7,65 (d; 2H, J=8,4), 10,01

(s, 1H).

Ta-154

pf: 247-249°C

RMN de 'H (DMSO) & pem: 1,05 (m, ©6H), 1,27 (s,
9H), 1,2-1,5 (m, 4H), 1,8-2,0 (m, 4H), 2,23 (m, 1H), 2,77
(m, 1H), 3,05 (m, 1H), 3,52 (m, 4H), 4,33 (m, 1H), 6,80 (d,
1#, J=9,0), 7,03 (d4, 1H, J=7,8), 7,35 (t, 1H, J=7,8), 7,59
(d, 1H, J=7,8), 7,68 (s, 1H), 9,96 (s, 1H).

Ia-155

pf: 258-259°C

RMN de 'H (DMSO) & ppm: 1,25 (m, 2H), 1,50
(m,2H), 1,86 (m, 2H), 1,99 (m, 2H), 2,28 (m , 1H), 2,93 (s,
3H), 3,10 (m, 1H), 7,02 (4, 1H, J=7,5), 7,65 (d, 2H,
J=8,4), 7,80 (d, 2H, J=8,4), 10,20 (s, 1H).

Ia-156

pf: 250-253°C

RMN de 'H (DMSO) & ppm: 1,28 (m, 2H), 1,50 (m,

2H), 1,82 (m, 2H), 2,00 (m, 4H), 2,22 (m, 1H), 2,79 (m,



- 267 -

4H), 2,92 (s, 3H), 3,11 (m, 1H), 7,01 (4, 1H, J= (,1), 7,26

(d, 1H, J=8,1), 7,51 (s, 1H), 9,68 (s, 1H).

Ta-157

pf: 259-262°C

RMN de 'H (DMSO) & ppm: 1,13 (d, 6H, J=6,0), 1,25
(m, 2H), 1,50 (m, 2H), 1,80 (m, 2H), 1,95 (m, 2H), 2,17 (m,
3H), 2,92 (s, 3H), 3,10 (m, 1H), 3,70 (m,2H), 3,68 (m, 2H),

6,86 (4, 2H J=9,3), 7,00 (4, 1H, J=7,2), 7,43 (d, 2H,

J=9,3), 9,58 (s, 1H).

Ia-158

pf: 298-300°C

RMN de 'H (DMSO) & ppm: 1,31 (s, 9H), 7,30-7,50
(m, 5H), 7,63-7, 71 (m, 4H), 7,87 (d, 2H, J = 8,7 Hz), 7,91
(d, 2, J = 9,0 Hz), 10,03 (s lg, 1H), 10,22 (s lg, 1H).

Ia-159

pf: 278-281°C

RMN de ‘H (DMSO) & ppm: 0,74-1,87 (m, 20H), 1,29

(s, 9H), 3,76 (m, 1H), 7,32 (4, 2H, J = 8,4 Hz), 7,75 (d,

2H, 3 =28,7 Hz), 7,75 (4, 1H, J = 8,7 Hz), 7,90 (s lg, 1H).
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Ta-160
pf: 227-228°C

RMN de 'H (DMSO) & ppm: 1,22-1,55 (m, 4H), 1,27
(s, 9H), 1,80-2,02 (m, 4H), 2,23 (m, 1H), 3,06 (m, 1H),
6,78 (d, 1, J = 8,7 Hz), 7,45 (t, 1H, J = 9,9 Hz), 7,82
(m, 1H), 8,12 (dd, 1H, J = 2,4 Hz, 6,3 Hz), 10,17 (s lg,

1H) .
Ta-161
pf: 259-260°C

RMN de 'H (DMSO) & ppm: 1,22-1,54 (m, 4H), 1,27
(s, 9H), 1,78-2,01 (m, 4H), 2,16 (s, 3H), 2,21 (m, 1H),

3,05 (m, 1H), 6,77 (4, 1H, J = 8,4 Hz), 7,12-7,21 (m, 2H),

7,53 (m, 1H), 9,90 (s lg, 1H).
Ta-162
pf: 222-226°C

RMN de 'H (DMSO) & ppm: 1,15 (d,6H,J = 6,3 Hz),
1,26 (d, 6H, J = 6,9 Hz), 2,16-2,26 (m, 2H), 3,31 (m, 1H),
3,48-3,58 (m, 2H), 3,63-3,76 (m, 2H), 6,92 (d, 2H, J = 9,0
H), 7,32 (d, 2H, J = 8,7 Hz), 7,59 (d, 2H, 9,0 Hz), 7,89

(d, 24, J = 9,0 Hz), 9,92 (s, 1H), 10,13 (s lg, 1H).
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Ta-163
pf: 197-200°C

RMN de 'H (DMSO) & ppm: 1,26 (d, 6H, J = 6,3 Hz),

1,95-2,09 (m, 2H), 2,77-2,90 (m, 4H), 3,32 (m, 1H), 7,17

(d, 1H, J = 8,1 Hz), 7,32 (4, 2H, J = 8,7 Hz), 7,45 (dd,

1H, J = 1,8 Hz, 8,1 Hz), 7,64

(s 1lg, 1H), 7,90 (4, 2H, J =

8,7 Hz), 9,99 (s l1lg, 1H), 10,13 (s 1lg, 1H).

Ta-164
pf: 145-247°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-2,0 (m,
leH), 2,19 (m, 1H), 3,05 (m, 1H), 4,74 (m, 1H), 6,79 (d,
1H, J=9,0), 6,80 (d, 2H, J=9,0), 7,47 (4, 2H, J=9,0), 9,63

(s, 1H).
Ia-165
pf > 300°C

RMN de 'H (DMSO) & ppm: 1,03-2,02 (m, 18H), 1,27

(s, 94), 2,26 (m, 1H), 3,06 (m, 1H), 3,73 (m, 1H), 6,78 (d,

1H, J = 8,7 Hz), 7,63 (4, 2H, J = 9,0 Hz), 7,78 (d, 2H, J =

8,7 Hz), 8,02 (d, 1H, J = 8,1 Hz), 10,00 (s lg, 1H).

Ia-166
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pf: 200-201°C

RMN de 'H (DMSO) & ppm: 1,03-2,02 (m, 18H), 1,27
(s, 94), 2,25 (m, 1H), 3,06 (m, 1H), 3,73 (m, 1H), 6,78 (d,
1H, J = 8,7 Hz), 7,33 (t, 1H, J = 8,1 Hz), 7,46 (d, 1H, J =
8,1 Hz), 7,76 (m, 1H), 7,94 (m, 1H), 8,14 (4, 1H, J = 8,1

Hz), 9,92 (s lg, 1H).

Ia-167

pf: 282-285°C

RMN de 'H (DMSO) & ppm: 1,22-1,57 (m, 4H), 1,27
(s, 9H), 1,87-2,03 (m, 4H), 2,49 (m, 1H), 3,07 (m, 1H),
6,83 (d, 1H, J = 8,7 Hz), 13,20 (s lg, 1H).

Ia-168

pf: 120-124°C

RMN de 'H (DMSO) & ppm: 0,94-1,66 (m, 14H), 1,27
(s, 9H), 1,80-2,04 (m, 4H), 2,25 (mlH), 2,92 (m, 1H), 3,06
(m, 1H), 6,78 (d, 1H, J = 8,7 Hz), 7,42-7,53 (m, 2H), 7,63
(d, 1H, J = 7,2 Hz), 7,73 (m, 1H), 8,17 (m, 1H), 10,11 (s

lg, 1H).

Ta-169
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pf: 256-257°C

RMN de 'H (DMSO) & ppm: 0,93-1,20 (m, 5H), 1,24-
1,64 (m, 9H), 1,27 (s, 9H), 1,80-2,02 (m, 4H), 2,27 (m,
18), 2,87 (m, 1H), 3,06 (m, 1H), 6,79 (d, 1H, J = 9,0 Hz),
7,48 (d, 1H, J = 7,2 Hz), 7,68-7,79 (m, 4H), 10,17 (s lg,

1H) .

Ta-171

pf: 242-244°C

RMN de 'H (DMSO) & epepm: 1,27 (m, 12H), 1,45 (m,

4H), 1,90 (m, 4H), 2,25 (m, 1H), 3,07 (m, 1H), 3,67 (m,

2H), 6,77 (4, 1H, J=8,7), 6,90 (4, 1H, J=7,8), 7,31 (t, 1H,

J=7,5), 7,53 (4, 1H, J=7,8), 7,59 (s,1H), 9,89 (s, 1H).

Ta-172

pf > 310°C

RMN de 'H (DMSO) & ppm: 1,27 (m, 12H), 1,38 (m,

4H), 1,84 (m, 2H), 1,97 (m, 2H), 2,25 (m, 1H), 3,07 (m,

1H), 3,66 (m, 2H), 6,81 (4, 1H, J=8,7), 7,20 (d, 2H,

J=6,7), 7,61 (4, 2H, J=8,7), 9,94 (s, 1lH).

Ia-173

pf: 279-281°C
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RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (m,
4H), 1,83 (m, 6H), 1,93 (m, 2H), 2,21 (m, 1H), 2,36 (m,
2H), 3,05 (m, 1H), 3,54 (m, 2H), 6,79 (d, 1H, J=8,7), 7,16
(d, 2H, J=9,0), 7,56 (d, 2H, J=9,0), 9,83 (s, 1H).

Ia-174

pf: 258-262°C

RMN de 'H (DMSO) & ppm: 0,29 (m, 2H), 0,53
(m,2H), 1,20 (m, 1H), 1,27 (s, 9H), 1,3-1,5 (m, 4H), 1,7-
2,0 (m, 4H), 2,20 (m, 1H), 3,05 (m, 1H), 3,75 (d, 2H,
J=6,9), 6,79 (4, 1H, J=9,0), 6,83 (d, 2H, J=9,0), 7,46 (d,
2H, J=9,0), 9,064 (s, 1H).

Ia-175

pf: 246-248°C

RMN de 'H (DMSO) & pem: 1,27 (s, 9H), 1,3-2,0 (m,
18dH), 2,19 (m, 1H), 3,04 (m, 1H), 4,23 (m, 1H), 6,79 (d,
1H, J=8,7), o¢,84 (d, 2H, J=9,0), 7,45 (d, 2H, J=9,0), 9,04
(s, 1H).

Ia-176

pf: 200-202°C
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RMN de 'H (DMSO) & pem: 1,27 (s, 9H), 1,3-2,0 (m,
18H), 2,21 (m, 1H), 3,05 (m, 1H), 4,23 (m, 1H), 6,57 (d,
1H, J=0,9), 6,80 (d, 1H, J=9,0), 7,0-7,2 (m, 2H), 7,28 (s,

1H), 9,74 (s, 1H).

Ta-177

pf: 266-268°C

RMN de 'H (DMSO) & ppm: 1,22-1,56 (m, 4H), 1,27

(s, 94), 1,79-2,02 (m, 4H), 2,25 (m,1H), 3,05 (m, 1H), 6,56

(m, 1H), 6,77-6,84 (m, 2H), 7,58-7,71 (m, 5H), 9,92 (s lg,

1H) .

Ia-178

pf: 223-224°C

RMN de 'H (DMSO) & ppm: 1,26-1,54 (m,4H), 1,27

(s, 9H), 1,81-2,02 (m,4H), 2,45 (m, 1H), 3,06 (m, 1H), 6,80

(d, 1, J = 8,7 Hz), 8,15 (dd, 1H, J = 2,4 Hz, 9,0 Hz),

8,27 (4, 1H, J = 9,0 Hz), 8,70 (m, 1H), 10,85 (s lg, 1H).

Ia-179

pf: 224-227°C

RMN de 'H (DMSO) & ppm: 1,24-1,56 (m, 4H), 1,27

(s, 9H), 1,80-2,03 (m, 4H), 2,27 (m, 1H), 3,06 (m, 1H),
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6,80 (d4, 1H, J = 8,7 Hz), 6,9 (d, 1H, J = 1,8 Hz), 7,72-

7,84 (m, 4H), 8,60 (d, 1H, J = 1,8 Hz), 10,09 (s lg, 1H).
Ta-180
pf: 226-227°C
RMN de 'H (DMSO) & ppm: 0,92 (d, 6H, J = 6,6 Hz),
1,26-1,55 (m, 4H), 1,27 (s, 9H), 1,80-2,03 (m, 4H), 2,27

(m, 1H), 3,05 (m, 1H), 3,20 (m, 1H), 6,80 (4, 1H, J = 8,7

Hz), 7,42 (4, 14, J = 7,2 Hz), 7,67-7,79 (m, 4H), 10,19 (s

lg, 1H).

Ia-181

pf: 191-192°C

RMN de 'H (DMSO) & ppm: 0,95 (d, 6H, J = 6,6 Hz),
1,26-1,55 (m, 4H), 1,27 (s, 9H), 1,80-2,03 (m, 4H), 2,25
(m, 1H), 3,06 (m, 1H), 3,23 (m, 1H), 6,80 (d, 1H, J = 8,4
Hz), 7,41-7,53 (m, 2H), 7,58 (d, 1H, J = 7,2 Hz), 7,73 (m,
1H), 8,18 (m, 1H), 10,13 (s lg, 1H).

Ia-182

pf: 192-193°C

RMN de 'H (DMSO) & ppm: 0,30 (m, 2H), 0,55 (m,

2"), 1,2-1,5 (m, 5H), 1,27 (s, 1H), 1,8-2,0 (m, 4H), 2,20
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(m, 1H), 3,04 (m, 1H), 3,75 (4, 2H, J=6,9), 6,58 (m, 1H),
6,79 «(d4, 1H€, J=8,7), 7,0-7,2 (m, 2H), 7,31 (s, 1H), 9,76

(s, 1H).

Ia-183

pf > 310°C

RMN de '‘H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5
(m,4H), 1,82 (m, 2H), 1,97 (m, 2H), 2,04 (m, 2H), 2,39 (m,
1H), 2,46 (t, 2H, J=7,8), 3,07 (m, 1H), 3,79 (t, 2H,
J=7,5), 6,79 (d, 1H, J=8,7), 7,56 (m, 4H), 9,80 (s, 1H).

Ia-184

pf: 281-283°C

RMN de 'H (DMSO) & ppm: 1,24-1,57 (m, 4H), 1,27
(s, 9H), 1,80-2,04 (m, 4H), 2,27 (m, 1H), 3,06 (m, 1H),
6,80 (d, 1H, J = 9,0 Hz), 7,33 (s, 1H), 7,75 (d, 2H, J =
9,3 Hz), 7,91 (d, 2H, J = 8,7 Hz), 8,16 (s, 1H), 10,09 (s
lg, 1H).

Ia-185

pf: 226-227°C

RMN de 'H (DMSO) & ppm: 1,24-1,58 (m, 10H), 1,27

(s, 9H), 1,81-2,02 (m, 4H), 2,28 (m, 1H), 2,78-2,88 (m,
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4H), 3,06 (m, 1H), 6,80 (d, 1H, J = 8,7 Hz), 7,64 (d, 2H, J

= 8,7 Hz), 7,82 (d, 2H, J = 8,7 Hz), 10,25 (s lg, 1H).

Ia-186

pf: 148-150°C

RMN de 'H (DMSO) & ppm: 1,25-1,60 (m, 10H), 1,27
(s, 9H), 1,82-2,03 (m, 4H), 2,24 (m, 1H), 2,82-2,92 (m,
4H), 3,06 (m, 1H), 6,79 (d, 1H, J = 8,4 Hz), 7,36 (m, 1H),

7,55 (¢, 1, § =17,8 Hz), 7,84 (m, 1H), 8,06 (m, 1H), 10,18

(s 1lg, 1H).
Ia-187
pf > 310°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,36 (s,
9H), 1,43 (m, 4H), 1,85 (m, 2H), 1,93 (m, 2H), 2,27 (m,

1H), 3,06 (m, 1H), 6,80 (4, 1H, J=8,7), 7,58 (s, 1H), 7,62

(d, 2H), 7,75 (4, 2H, J=9,0), 10,00 (s, 1lH).
Ia-188
pf: 285-292°C

RMN de 'H (DMSO) & ppm: 0,85 (t, 3H, J=7,5), 1,11

(d, 3H, J=6,3), 1,26 (s, 9H), 1,3-1,6 (m, 6H), 1,85 (m,

2H), 1,9 (m, 2H), 2,27 (m, 1H), 3,06 (m, 1H), 3,90 (m,
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1H), 6,80 (d, 1H, J=8,4), 7,64 (d, 2H, J=8,7), 7,79 (d, 2H,

J=8,7), 7,99 (d, 1H, J=8,1), 10,02 (s, 1H).
Ia-189
pf: 278-281°C

RMN de ‘H (DMSO) & ppm: 1,27 (s, 9H), 1,2-2,0 (m,
17H), 2,03 (m, 2H), 3,03 (m, 1H), 6,79 (d, 1H, J=8,4), 7,1-

7,3 (m, 3H), 7,94 (s, 1H), 9,78 (m, 2H).
Ia-190

pf > 310°C

RMN de 'H (DMSO) & ppm: 1,1-2,0 (m, 17H), 1,27

(s, 9H), 2,25 (m, 2H), 3,03 (m, 1H), 6,79 (d, 1H, J=8,7),

7,48 (m, 4H), 9,71 (m, 2H).
Ia-191

pf: 275-277°C

RMN de 'H (DMSO) & ppm: 1,16 (d, 6H, J = 6,6 Hz),

1,31 (s, 9H), 4,09 (m, 1H), 7,41 (4, 2H, J = 8,7 Hz), 7,84

(s, 4H), 7,90 (4, 2H, J = 9,0 Hz), 8,11 (4, 1H, J = 7,5

Hz), 10,04 (s 1lg, 1H), 10,30 (s 1lg, 1H).

Ia-192
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pf: 204-205°C

RMN de 'H (DMSO) & ppm: 1,15 (d, 6H, J = 6,6 Hz),
1,20-1,56 (m, 4H), 1,22 (d, 6H, J = 6,6 Hz), 1,78-2,00 (m,
4H), 2,25 (m, 1H), 2,98-3,22 (m, 2H), 4,06 (m, 1H), 6,99
(d, 1H, J = 8,1 Hz), 7,34 (t, 1H, J = 8,1 Hz), 7,46 (d, 1H,
J = 17,8 Hz), 7,75 (m 1H), 7,96 (m, 1H), 8,17 (d, 1H, J =

8,7 Hz), 9,94 (s lg, 1H).

Ia-193

pf: 285-286°C

RMN de 'H (DMSO) & ppm: 1,15 (d, 6H, J = 6,6 Hz),
1,20-1,56 (m, 4H), 1,22 (d, 6H, J = 6,9 Hz), 1,79-2,00 (m,
4H), 2,26 (m, 1H), 2,97-3,20 (m, 2H), 4,07 (m, 1H), 6,99
(d, 18, J = 7,8 Hz), 7,64 (d, 2H, J = 8,7 Hz), 7,79 (d, 2H,

J=8,7 Hz), 8,06 (d, 1H, J = 7,5 Hz), 10,02 (s lg, 1H).
Ta-194
pf: 248-250°C
RMN de 'H (DMSO) & ppm: 1,22-1,57 (m, 4H), 1,22
(d, 6H, J = 6,6 Hz), 1,78-2,00 (m, 4H), 2,25 (m, 1H), 2,98-

3,22 (m, 2H), 6,56 (m, 1H), 6,82 (4, 1H, J = 3,3 Hz), 6,99
(d, 14, § = 7,8 Hz), 7,58-7,71 (m, 5H), 9,92 (s lg, 1H).
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Ta-195
pf: 271-275°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,28-1,56
(m, 4H), 1,80-2,02 (m, 4H), 2,25 (m, 1H), 3,06 (m, 1H),
6,80 (d, 1H, J = 9,0 Hz), 7,57 (s, 1H), 7,62-7,74 (m, 4H),
8,39 (s, 1H), 9,99 (s lg, 1H).

Ta-196

pf: 226-228°C

RMN de 'H (CDCls) & ppm: 0,30 (m, 2H), 1,23 (d,
6H, J=6,9), 1,2-2,0 (m, 4H), 2,20 (m, 1H), 3,10 (m, 2H),
3,76 (d, 2H, J=6,9), 6,83 (d, 2H, J=8,7), 6,99 (d, 1H,
J=8,1), 7,46 (d, 2H, J=8,7), 9,65 (s, 1H).

Ia-197

pf: 173-175°C

RMN de '‘H (DMSO) & ppm:0,31 (m, 2H), 0,56 (m,
2H), 1,22 (d, 6H, J=6,6), 1,2-1,5 (m, 4H), 1,8-2,0 (m, 4H),
2,22 (m, 1H), 3,10 (m, 1H), 3,76 (d, 1H, J=7,2), 6,58 (d,

1H, J=8,1), 7,0-7,2 (m, 2H), 7,32 (s, 1H), 9,78 (s, 1H).

ITa-198
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pf: 233-235°C

RMN de 'H (DMSO) & ppm: 1,25 (d, 6H, J=6,9), 1,2-
2,0 (m, 16H), 2,19 (m, 1H), 3,10 (m, 2H), 4,73 (m, 1H),
6,80 (d, 2H, J=8,7), 6,98 (d, 1H, J=7,8), 7,45 (d, 2H,
J=8,7), 9,63 (s, 1H).

Ta-199

pf: 185-186°C

RMN de 'H (DMSO) & ppm: 1,22 (d, 6H, J=6,9), 1,2-
2,0 (m, 1e6H), 2,22 (m, 1H), 3,10 (m, 2H), 4,73 (m, 1H),
6,54 (m, 1H), 7,0-7,2 (m, 2H), 7,3 (s, 1H), 9,75 (s, 1H).

Ia-200

pf: 235-237°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,6 (m,
6H), 1,8-2,0 (m, 6H), 2,20 (m, 1H), 3,05 (m, 1H), 3,45 (m,
2H), 3,82 (m, 2H), 4,47 (m, 1H), 6,79 (d, 1H, J=9,0), 6,89
(d, 2H, J=9,0), 7,47 (d, 2H,J=9,0), 9,66 (s, 1H).

Ia-201

pf: 300-301°C
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RMN de 'H (DMSO) & ppm: 1,15 (d, 6H, J = 6,6 Hz),
1,26-1,56 (m, 4H), 1,27 (s, 9H), 1,82-2,03 (m, 4H), 2,23
(s, 3H), 2,37 (m, 1H), 3,06 (m, 1H), 4,07 (m, 1H), 6,81 (d,
1H, J = 8,7 Hz), 7,52 (d, 1H, J = 8,4 Hz), 7,62 (d, 1H, J =
8,4 Hz), 7,68 (s, 1H), 8,09 (d, 1H, J = 7,5 Hz), 9,22 (s

lg, 1H).

Ta-202

pf: 269-270°C

RMN de 'H (DMSO) & ppm: 1,25-1,26 (m, 4H), 1,27
(s, 9H), 1,80-2,03 (m, 4H), 2,25 (m, 1H), 3,07 (m, 1H),
6,80 (d, 1H, J = 8,4 Hz), 7,11 (m, 1H), 7,42 (d, 1H, J =
3,6 Hz), 7,48 (m, 1H), 7,58 (d, 2H, J = 8,7 Hz), 7,64 (d,

2H, J = 8,4 Hz), 9,92 (s lg, 1H).

Ia-203

pf: 271-273°C

RMN de 'H (DMSO) & ppm: 1,14-1,54 (m, O9H), 1,26
(s, 9H), 1,63-1,88 (m, 7H), 1,89-2,01 (m, 2H), 2,21 (m,
1H), 2,42 (m, 1H), 3,04 (m, 1H), 6,79 (d, 1H, J = 9,0 Hz),
7,11 (d, 2H, J = 8,4 Hz), 7,47 (d, 2, J = 8,1 Hz), 9,70 (s

lg, 1H).

Ia-204
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pf: 250-251°C

RMN de 'H (DMSO) & ppm: 1,22-1,39 (m, 2H), 1,22
(d, 6H, J = 6,6 Hz), 1,40-1,57 (m 2H), 1,80-2,01 (m, A4H),
2,28 (m, 1H), 2,98-3,21 (m, 2H), 7,00 (d, 1H, J = 7,8 Hz),
7,34 (s, 1H), 7,75 (d, 2H, J = 9,0 Hz), 7,91 (d, 2H, J =

8,7 Hz), 8,17 (s, 1H), 10,10 (s lg, 1H).

Ia-205

pf: 239-240°C

RMN de 'H (DMSO) & pem: 1,27 (s, 9H), 1,2-1,5 (m,
41), 1,8-2,0 (m, 5H), 2,08 (m, 2H), 3,05 (m, 1H), 3,80 (m,
4H), 4,95 (m, 1H), 6,79 (d, 1H, J=8,7), 6,83 (d, 2H,
J=8,7), 7,48 (d, 2H, J=8,7), 9,66 (s, 1H).

Ia-206

pf: 236-238°C

RMN de 'H (DMSO) & ppm:1,27 (s, 9H), 1,2-1,7 (m,
8H), 1,8-2,0 (m, 6H), 2,18 (m, 1H), 3,04 (m, 1H), 3,3-3,6
(m, 2H), 3,85 (m, 3H), 6,80 (d, 1H, J=9,0), 6,84 (d, 2H,
J=9,0), 7,47 (d, 2H, J=9,0), 9,65 (s, 1H).

Ia-207

pf: 224-226°C
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RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,2-1,5 (m,
4H), 1,8-2,0 (m, 4H), 2,24 (m, 1H), 2,39 (m, 2H), 3,06 (m,
1H), 3,50 (t, 2#H, J=7,5), 3,70 (t, 2H, J=6,3), 6,78 (d, 1H,
J=6,6), 6,83 (m, 1H), 7,25 (m, 1H), 7,27 (m, 1H), 7,54

(s,1H), 9,01 (s, 1H).

Ia-208

pf: 275-277°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,3-1,5 (m,
4H), 1,8-2,0 (m, 4H), 2,22 (m, 1H), 2,38 (m, 2H), 3,07 (m,
1H), 3,47 (t, 2H, J=6,9), 3,69 (t, 2H, J=6,6), 6,80 (d, 1H,
J=8,7), 7,14 (d, 2H, J=8,4), 7,58 (d, 2H, J=8,4), 9,83 (s,

1H) .

Ia-209

pf: 214-215°C

RMN de 'H (DMSO) & ppm: 1,26-1,56 (m, 4H), 1,27
(s, 9H), 1,80-2,03 (m, 4H), 2,25 (m, 1H), 3,06 (m, 1H),
6,59 (m, 1H), 6,81 (d, 1H, J = 8,4 Hz), 6,86 (d, 1H, J =
2,7 Hz), 7,28-7,40 (m, 2H), 7,47 (m, 1H), 7,75 (s, 1H),

8,01 (s, 1H), 9,91 (s lg, 1H).

Ia-210
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pf: 272-275°C

RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 6,59 (m,
1H), 6,87 (d, 1H, J = 3,3 Hz), 7,41 (d, 2H, J = 8,7 Hz),
7,68 (d, 24, J = 8,7 Hz), 7,72 (m, 1H), 7,83 (d, 2H, J =
8,7 Hz), 7,90 (d, 2H, J = 8,7 Hz), 10,03 (s lg, 1H), 10,22

(s lg, 1H).

Ta-211

pf: 251-255°C

RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 7,36 (s,
1H), 7,41 (d, 2H, J = 8,4 Hz), 7,91 (d, 2H, J = 8,4 Hz),
7,92-8,00 (m, 4H), 8,19 (s, 1H), 10,06 (s lg, 1H), 10,38 (s
lg, 1H).

Ia-212

pf: 241-244°C

RMN de 'H (DMSO) & ppm: 1,30 (s, 9H), 1,50-1,78
(m, 6H), 1,81-1,97 (m, 2H), 4,78 (m, 1H), 6,87 (d, 2H, J =
9,0 Hz), 7,38 (d, 2H, J = 8,7 Hz), 7,61 (d, 2H, J = 9,0
Hz), 7,87 (d, 2H, J = 8,7 Hz), 9,97 (s lg, 1H), 9,99 (s 1lg,

1H) .

Ia-213
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pf: 283-286°C

RMN de 'H (DMSO) & ppm: 1,31 (s, O9H), 7,12 (dd,
1H, J = 3,6 Hz, 5,1 Hz), 7,41 (d, 2H, J = 9,0 Hz), 7,46 (m,
1H), 7,50 (dd, 1H, J = 1,2 Hz, 5,1 Hz), 7,64 (d, 2H, J =
8,7 Hz), 7,82 (d, 2H, J = 8,7 Hz), 7,90 (d, 2H, J = 9,3

Hz), 10,03 (s lg, 1H), 10,22 (s lg, 1H).

Ia-2106

pf: 224-225°C

RMN de 'H (CDCls) & ppm: 1,22 (d, 6H, J=6,9), 1,2-
1,5 (m, 4H), 1,8-2,0 (m, 4H), 2,45 (m, 1H), 3,12 (m, 2H),
6,99 (d, 1H, J=8,1), 8,15 (m, 1H), 8,27 (d, 1H, J=9,0),
8,69 (s, 1H), 10,86 (s, 1H).

Ia-219

pf: 270-272°C

RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,34-1,51
(m, 2H), 1,80-1,92 (m, 2H), 2,83- 2,97 (m, 2H), 3,32 (m,
1H), 3,99-4,12 (m 2H), 6,92 (d, 1H, J = 8,7 Hz), 7,57 (d,
2H, J = 8,7 Hz), 7,68 (d, 2H, J = 9,0 Hz), 8,90 (s lg, 1H).

Ia-220

pf: 187-189 °C
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RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,31-1,51
(m, 2H), 1,78-1,90 (m, 2H), 2,78-2,93 (m, 2H), 3,30 (m,
1H), 3,97-4,09 (m, 2H), 6,90 (d, 1H, J = 8,7 Hz), 7,06 (t,
2, J = 9,0 Hz), 7,44 (dd, 2H, J = 4,8 Hz, 9,0 Hz), 8,53 (s

lg, 1H).

Ia-221

pf: 260-262°C

RMN de 'H (DMSO) & ppm: 1,12-1,50 (m, 7H), 1,28
(s, 9H), 1,63-1,90 (m, 7H), 2,40 (m, 1H), 2,76-2,91 (m,
2H), 3,28 (m, 1H), 3,96-4,09 (m, 2H), 6,90 (d, 1H, J = 8,7
Hz), 7,06 (d, 2H, J = 8,4 Hz), 7,32 (d, 2H, J = 8,4 Hz),

8,40 (s lg, 1H).

Ta-222

pf: 265-267°C

RMN de 'H (DMSO) & ppm: 1,23 (d, 6H, J = 6,6 Hz),
1,31-1,48 (m, 2H), 1,77-1,90 (m, 2H), 2,84-2,98 (m, 2H),
3,16 (m, 1H), 3,33 (m, 1H), 3,96-4,10 (m, 2H), 7,11 (d, 1H,
J= 17,8 Hz), 7,57 (d, 2H, J = 8,7 Hz), 7,67 (d, 2H, J = 8,4

Hz), 8,90 (s lg, 1H).

Ia-223
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pf: 183-186°C

RMN de 'H (DMSO) & ppm: 1,23 (d, 6H, J = 6,9 Hz),
1,28-1,47 (m, 2H), 1,76-1,88 (m, 2H), 2,80-3,16 (m, 2H),
3,16 (m, 1H), 3,32 (m, 1H), 3,94-4,07 (m, 2H), 7,00-7,14
(m, 3H), 7,44 (dd, 2H, J = 4,8 Hz, 9,0 Hz), 8,53 (s lg,

1H) .

Ta-224

pf: 232-234°C

RMN de 'H (DMSO) & ppm: 1,12-1,46 (m, 7H), 1,23
(d, 6H, J = 6,6 Hz), 1,63-1,87 (m, 7H), 2,40 (m, 1H), 2,78-
2,93 (m, 2H), 3,15 (m,1H), 3,31 (m,1H), 3,94-4,07 (m, 2H),
7,06 (d, 2H, J = 8,4 Hz), 7,09 (d, 1H, J = 8,1 Hz), 7,32

(d, 2H, J = 8,4 Hz), 8,39 (s lg, 1H).

Ia-225

pf: 222-224°C

RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,30-1,61
(m, 4H), 1,77-1,98 (m, 4H), 2,66-2,90 (m, 2H), 3,28 (m,
1H), 3,40-3,50 (m, 2H), 3,79-3,88 (m, 2H), 3,96-4,08 (m,
2H), 4,44 (m, 1H), 6,85 (d, 2H, J = 9,0 Hz), 6,91 (d, 1H, J

=9,0 Hz), 7,31 (4, 2H, J = 9,3 Hz), 8,34 (s lg, 1H).

Ia-226



- 288 -

pf: 194-195°C

RMN de 'H (CDCls/DMSO) & ppm: 1,39 (d, 6H, J = 7,2
Hz), 1,66 (quinteto, 2H, J = 6,8 Hz), 1,87 (quinteto, 2H, J
= 7,7 Hz), 2,47 (t, 2#, J = 7,5 Hz), 3,11-3,22 (m, 1H),
3,21 (t, 2H, J = 6,2 Hz), 5,00 (s lg, 1H), 7,35-7,56 (m,
5H), 7,86 (d, 1H, J = 8,4 Hz), 8,05 (dd, 1H, J = 1,8, 8,1

Hz), 8,20 (d, 1H, J = 1,8 Hz), 9,24 (s, 1H).

Ia-227

pf > 300°C

RMN de 'H (DMSO) & ppm: 1,22 (d, 6H, J = 6,3 Hz),
1,20-1,40 (m, 4H), 1,74-2,10 (m, 4H), 2,20-2,40 (m, 1H),
2,39 (s, 3H), 3,00-3,30 (m, 2H), 6,25 (s, 1H), 6,99 (s lg,
1H), 7,43-7,57 (m, 1H), 7,71 (d, 1H, J = 8,1 Hz), 7,76 (s,

1H), 10,27 (s, 1H).

Ia-228

pf: 168-169°C

RMN de ‘H (DMSO) & ppm: 1,26 (s, O9H), 1,49

(quinteto, 2H, J = 7,5 Hz), 1,64 (quinteto, 2H, J = 7,4

Hz), 2,38 (t, 2, J = 7,2 Hz), 2,40 (s, 3H), 3,04 (g, 2H, J

= 6,5 Hz), 6,25 (s, 1H), 6,89 (t, 1H, J = 6,0 Hz), 7,48
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(dd, 14, J§ = 1,8, 8,4 Hz), 7,71 (4, 1H, J = 8,4 Hz), 7,77

(d, 1H, J = 1,8 Hz), 10,33 (s, 1H).

Ia-229

pf: 174-175°C

RMN de 'H (DMSO) & ppm: 1,21 (d, 6H, J = 6,6 Hz),
1,42-1,56 (m, 2H), 1,56-1,70 (m, 2H), 2,33-2,42 (m, 2H),
2,40 (s, 3H), 2,90-3,02 (m, 2H), 3,14 (septeto, 1H, J= 6,5
Hz), 6,26 (s, 1H), 6,99 (s lg, 1H), 7,48 (d, 1H, J = 8,4
Hz), 7,71 (4, 1, J = 8,7 Hz), 7,77 (s, 1H), 10,33 (s, 1H).

Ia-230

pf: 194-195°C

RMN de 'H (DMSO) & ppm: 0,86 (d, 6H, J = 6,9 Hz),
1,25-1,65 (m, 4H), 1,27 (s, 9H), 1,81-2,05 (m, 5H), 2,23-
2,35 (m, 1H), 2,99-3,15 (m, 1H), 3,36 (d, 2H, J = 7,2 Hz),
6,80 (d, 1H, J = 8,4 Hz), 7,80 (d, 1H, J = 8,4 Hz), 7,87
(d, 1H, J = 8,4 Hz), 8,19 (s, 1H), 10,44 (s, 1H).

Ia-231

pf: 221-222°C

RMN de 'H (DMSO) & ppm: 0,86 (d, 6H, J = 6,9 Hz),

1,22-1,40 (m, 2H), 1,23 (4, ©H, J = 6,9 Hz), 1,40-1,58 (m,
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2H), 1,82-2,04 (m, O5H), 2,22-2,37 (m, 1H), 3,00-3,16 (m,
1H), 3,15 (septeto, 1H, J = 6,6 Hz), 3,36 (d, 2H, J = 7,5
Hz), 6,99 (4, 1, J = 7,5 Hz), 7,80 (d, 1H, J = 8,4 Hz),

7,86 (d, 1H, J = 8,4 Hz), 8,19 (s, 1H), 10,45 (s, 1H).

Ia-232

pf: 196-197°C

RMN de 'H (CDCls) & ppm: 0,93 (d, 6H, J = 6,6 Hz),
1,42 (s, 1H), 1,60-1,70 (m, 2H), 1,88 (quintetOo 2H, J =
7,4 Hz), 2,02-2,20 (m, 1H), 2,46 (t, 2H, J = 7,7 Hz), 3,29
(q, 2H, J = 6,1 Hz), 3,48 (d, 24, J = 7,8 Hz), 4,26 (t, 1lH,
J = 6,0 Hz), 7,76 (d, 1H, J = 8,1 Hz), 7,90 (dd, 1H, J =
1,8, 8,1 Hz), 8,07 (d, 1H, J = 1,5 Hz), 8,39 (s, 1H).

Ia-233

pf: 151-152°C

RMN de 'H (CDCls) & ppm: 0,93 (d, 6H, J = 6,6 Hz),
1,40 (d, e6H, J = 6,6 Hz), 1,62-1,69 (m, 2H), 1,88
(quinteto, 2H, J = 7,3 Hz), 2,03-2,16 (m, 1H), 2,47 (t, 2H,
J= 17,5 Hz), 3,21 (septeto, 1H, J = 6,8 Hz), 3,23 (g, 2H, J
= 6,3 Hz), 3,48 (d, 2H, J = 7,5 Hz), 4,43 (t, 1H, J = 6,0
Hz), 7,76 (d, 1H, J = 8,4 Hz), 7,91 (dd, 1H, J = 1,8, 8,4

Hz), 8,06 (d, 1H, J =1,8 Hz), 8,36 (s, 1lH).

Ia-234
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pf: 219-220°C

RMN de 'H (DMSO-ds¢) & ppm: 1,28 (s, 9H), 1,30-1,50
(m, 2H), 1,74-1,88 (m, 2H), 2,83 (t, 2H, J = 11,1 Hz),
3,20-3,32 (m, 1H), 3,94-4,07 (m, 2H), 5,94 (s, 2H), 6,77
(d, 1H, J= 8,8 Hz), 6,82 (dd, 1H, J = 1,8, 8,7 Hz), 6,89

(d, 14, J = 8,7 Hz), 7,11 (4, 1H, J =1,8 Hz), 8,38 (s, 1H).

Ta-235

pf: 280-282°C

RMN de 'H (DMSO-ds¢) & ppm: 1,27 (s, 9H), 1,26-1,57
(m, 4H), 1,86-2,03 (m, 4H), 2,38-2,50 (m, 1H), 3,00-3,14
(m, 1H), 6,81 (4, 1H, J = 8,4 Hz), 7,29 (t, 1H, J = 8,4
Hz), 7,43 (¢, 1, § = 7,5 Hz), 7,73 (4, 1H, J = 8,4 Hz),

7,96 (4, 1H, J = 7,5 Hz), 12,27 (s, 1H).

Ta-237

pf: 204-205°C

RMN de 'H (DMSO) & ppm: 1,23 (d, 6H, J = 6,6 Hz),
1,29-1,61 (m, 4H), 1,75-1,98 (m, 4H), 2,78-2,92 (m, 2H),
3,15 (m, 1H), 3,29 (m, 1H), 3,38-3,51 (m, 2H), 3,78-3,89
(m, 2H), 3,94-4,06 (m, 2H), 4,44 (m, 1H), 6,85 (d, 2H, J =
9,0 Hz), 7,10 (d, 1H, J = 7,8 Hz), 7,31 (d, 2H, J = 9,3

Hz), 8,34 (s lg, 1H).
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Ta-238

pf: 128-130°C

RMN de 'H (DMSO) & ppm: 1,26 (s, 9H), 1,41-1,53
(m, 2H), 1,55-1,68 (m, 2H), 2,44 (t, 2H, J = 7,2 Hz), 2,98-
3,07 (m, 2H), 6,90 (t, 1H, J = 6,0 Hz), 8,16 (dd, 1H, J =
2,1 Hz, 8,7 Hz), 8,29 (d, 1H, J = 8,7 Hz), 8,70 (m, 1H),

10,91 (s lg, 1H).

Ta-239

pf: 256-258°C

RMN de 'H (DMSO) & ppm: 1,26-1,53 (m, 4H), 1,26
(s, 9H), 1,76-2,00 (m, 4H), 2,23 (s, 3H), 2,39 (m, 1H),
3,04 (m, 1H), 6,80 (d, 1H, J = 8,7 Hz), 7,57 (dd, 1H, J =
2,4 Hz, 8,4 Hz), 7,97 (d, 1H, J = 8,4 Hz), 8,12 (m, 1H),

10,26 (s lg, 1lH).

Ta-240

pf: 288-290°C

RMN de 'H (DMSO) & ppm: 1,26-1,53 (m, 4H), 1,27

(s, 9H), 1,78-1,90 (m, 4H), 2,40 (m, 1H), 3,04 (m, 1H),

6,81 (4, 14, J = 8,7 Hz), 7,07 (m, 1H), 7,75 (m, 1H), 8,07

(d, 1H, J = 8,4 Hz), 8,29 (m, 1H), 10,36 (s 1lg, 1H).



Ia-241

pf: 249-250°C

RMN de 'H (DMSO) & ppm: 1,28 (s, 9H), 1,34-1,50
(m, 2H), 1,79-1,90 (m, 2H), 2,74-2,98 (m, 2H), 3,32 (m,
1), 4,02-4,14 (m, 2H), 6,91 (d, 1H, J = 8,4 Hz), 7,94 (d,
14, J = 9,0 Hz), 8,04 (dd, 1H, J = 2,1 Hz, 9,0 Hz), 8,60
(s, 1H), 9,76 (s lg, 1H).

Ia-242

pf: 250-252°C

RMN de 'H (DMSO) & ppm: 1,24 (s, ©9H), 1,27 (s,
9H), 1,24-1,54 (m, 4H), 1,76-1,88 (m, 2H), 1,90-2,01 (m,
2H), 2,21 (m, 1H), 3,05 (m, 1H), 6,79 (d, 1H, J = 8,7 Hz),
6,88 (d, 2H, J = 9,0 Hz), 7,48 (d, 2H, J = 9,0 Hz), 9,72 (s
lg, 1H).

136-0290

pf: 250-252°C

RMN de '‘H (DMSO) & ppm: 1,15 (d, 6H, J = 6,6 Hz),
1,28 (s, 9H), 1,35-1,52 (m, 2H), 1,78-1,92 (m, 2H), 2,20
(s, 3H), 2,81-2,96 (m, 2H), 3,33 (m, 1H), 3,96-4,16 (m,
3H), 6,92 (d4, 1H, J = 8,7 Hz), 7,27 (d, 1H, J = 8,1 Hz),
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7,60 (m, 1H), 7,66 (m, 1H), 8,06 (4, 1H, J = 7,8 Hz), 8,14

(s 1lg, 1H).

Ia-244

pf: 211-213°C

RMN de 'H (DMSO) & ppm: 1,29 (s, 9H), 1,35-1,52
(m, 2H), 1,81-1,93 (m, 2H), 2,83-2,97 (m, 2H), 3,32 (m,
1H), 4,03-4,14 (m, 2H), 6,93 (d, 1H, J = 8,7 Hz), 7,55 (dd,
1H, J = 2,1 Hz, 9,0 Hz), 7,94 (4, I1II, J = 9,0 Hz), 8,29
(d, 1H, J =1,8 Hz), 8,78 (s 1lg, 1H), 9,19 (s, 1H).

Ia-245

pf: 196-197 °C

RMN de ‘H (DMSO) & ppm: 1,27 (s, 9H), 1,2-1,6 (m,
oH), 1,8-2,0 (m, ©H), 2,23 (m, 1H), 3,05 (m, 1H), 3,73 (m,
4h), 4,99 (s, 1H), 6,79 (d4, 1H, J=8,7), 7,13 (d, 1H,
J=06,8), 7,22 (t, 1H, J=6,8), 7,49 (d, 1H, J=6,8), 7,72 (s,
1H), 9,78 (s, 1H).

Ia-2406

pf: 242-244°C

RMN de 'H (DMSO) & pem: 1,27 (s, 9H), 1,2-1,5 (m,

4H), 1,65 (m, 4H), 1,8-2,0 (m, 4H), 2,23 (m, 1H), 2,71 (m,
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1H), 3,06 (m, 1H), 3,43 (m, 2H), 3,93 (m, 2H), 6,79 (d, 1H,
J=8,7), 6,91 (d4, 1H, J=8,7), 7,20 (t, 1H, J=7,5), 7,40 (d,
1H, J=7,5), 7,53 (s, 1H), 9,76 (s, 1H).

Ia-247

pf: 242-245°C

RMN de 'H (DMSO) & ppm: 1,27 (s, 9H), 1,2-1,6 (m,
6H), 1,8-2,0 (m, 6H), 2,23 (m, 1H), 3,05 (m, 1H), 3,74 (m,
4H), 4,94 (s 1lg, 1H), 6,79 (d, 1h, J=8,7), 7,38 (d, 1H,
J=8,7), 7,52 (4, 1H, J=8,7), 9,76 (s, 1H).

Ia-248

pf: 272-274°C

RMN de 'H (CDC1ls) O ppm: 1,27 (s, 9H), 1,2-1,5 (m,
4H), 1,062 (m, 4H), 1,8-2,0 (m, 4H), 2,22 (m, 1H), 2,68 (m,
1H), 3,05 (m, 1H), 3,41 (m, 2H), 3,92 (m, 2H), 6,79 (d, 1H,
J=9,0), 7,15 (4, 2H, J=8,7), 7,50 (d, 2H, J=8,7), 9,73 (s,
1H) .

Ia-249 pf: 174-176 °C

Ia-250 pf: 255-257 °C

Ia-252 pf: 249-251 °C

Ia-253 pf: 120-121 °C

Ia-254 pf: 236-237 °C

Ia-255 pf: 172-174 °C

Ia-256 pf: 257-259 °C
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Ia-257 pf: 179-180 °C
Ta-258 pf: 227-229 °C

Ia-259 pf: 135-136 °C

Experiéncia 1 Afinidade para o receptor Y5 de NPY

Clonou-se a sequéncia de cADN que codifica para
um receptor humano Y5 de NPY (WO 96/16.542) no vector de
expressdo pME18S (Takebe et al., Mol. Cell. Biol. 8, 8957).
Transfectou-se o vector de expressdo obtido em células
hospedeiras CHO wutilizando um reagente Lipofect AMINE
(Marca Registada, Gico BRL Co., Lda.), de acordo com um
protocolo gque integra instrucdes para se obterem as células

que expressam O receptor Y5 de NPY de um modo estével.

Incubaram-se as membranas preparadas a partir das
células CHO expressando o receptor Y5 de NPY, o composto da
invencdo presente e 30.000 cpm de péptido YY-['?°I] (60 pM
de concentracdo final: Amersham), no tampdo da experiéncia
(tampdo de HEPES-Hanks 20 mM contendo 0,1 % de albumina de
soro de bovino, pH 7,4), a 25°C durante 2 horas, e depois
filtrou-se a mistura através de um filtro em vidro GF/C
tratado com polietilenoimina. Depois de se lavar o filtro
em vidro com tampdo Tris-HC1 50 mM (pH 7,4), mediu-se a
radicactividade no filtro com um contador gama. Detectou-se
a ligacdo nédo especifica na presenca de 200 nM de péptido
YY. Calculou-se a concentracdo do composto em teste que
inibia especificamente em 50 % a ligacdo do péptido YY

(valor de ICsg), (Inui, A. et al. Endocrinology 131, 2090 -
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2096 (1992)). 0Os resultados estdo listados nas Tabelas 1 e

2.

O composto da invencdo presente inibia a ligacéo
do péptido YY (homdélogo da NPY) aos receptores Y5 de NPY.
Por outras palavras, o composto da invencdo presente

evidenciava afinidade para o receptor Y5 de NPY.

Experiéncia 2 Actividade de produgdo de cAMP em

células CHO

Depois de se incubarem células CHO que
expressavam o0 receptor Y5 de NPY humano na presenca de
isobutilmetilxantina 2,5 mM (SIGMA) a 37°C durante 20
minutos, adicionou-se o composto da invencdo presente e
incubou-se durante 5 minutos. Em seguida adicionaram-se 50
nM de NPY e 10 uM de forscolina (SIGMA) as células e
incubou-se durante mais 30 minutos. Terminada a reacgdo por
adicdo de HC1 1 N, mediu-se a guantidade de cAMP no
sobrenadante com o estojo EIA (Amersham LIFE SCIENCE).
Considerou-se que a actividade inibitdéria da NPY contra o

Q.

CAMP estimulado pela forscolina era 100 % e calcularam-se

o

os valores das concentracdes correspondentes a 50 de
inibicdo (valor de ICsy) dos compostos da invencédo presente
contra a actividade de NPY. Os resultados estdo listados

nas Tabelas 1 a 4.



Tabela 1
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valor de
— ICs da cAMP
CoToSTe  Mamsdo  ICkp(uM)

1-2 7.5 72
1.7 3 <10
1-11 1.3 5
1-18 4.4 29
1-20 7 21
1.22 8.6 51
1-24 9.6 71
I-25 0.6 2.6
1-41 5.3 38.2
1-44 1.0 13.4
1-45 1.2 27.9
1-46 0.8 10.5
1-47 0.6 14.9
1-49 0.4 8.1
1-50 0.3 8.4
I-53 4.1 21

- 1-55 9.0 40
1-57 4.8 47
1-59 0.8. 35
1-80 0.69 18
1-61 0.26 5.3

[.62 0.58 16
1.63 1.3 50
1-64 2.2 80
1-65 1.8 72
1-66 1.5 30
1-67 2 17
1.69 3.8 13
1-72 2.3 2.1
I1-75 0.55 3.4
1-76 0.61 5.5
1.77 1.8 28
1-79 0.59 25
1-83 0.61 29
1-84 1.3 25
1-86 3.4 100
. 1-87 0.66 21
1.90 2.8 50
1-92 7 61
1-101 3.9 38
1-102 1.7 14
I-106 6.4 29
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. Tabela 2

1-109 1.2 3.2 1-163 2.3 83
1-110 4.3 13.6 1-164 0.71 5.9
I-111 1.8 6.1 1-166 0.44 47
I-114 7 30 1-166 0.37 9.7
I-116 1.2 11 1-187 0.72 39
1.120 1.4 4.8 1-168 2.1 32
I-123 1.8 168 1.171 2.4 71
1-126 0.6 13.2 1-172 0.91 38
1-127 1.4 30.4 1-187 0.58 13
1-128 1.3 10.2 1-191 1.1 11
1-129 2.1 174 1-196 1.4 6.8
1-130 1.1 42.5 1-197 6.7 38
1-131 1.1 34.8 1.198 7.2 33
1-132 2.2 30.4 1-199 48" 31
1-133 0.9 21.1 1-202 6.7 67
1-134 0.5 10.0 1-204 1.0 6.3
I-135 0.7 22.0 1-205 2.9 17
1-136 2.8 . 1-206 5.9 54
1-137 1.4 68.2 1-207 4.6 23
1-138 1.0 18.6 1-210 1.1 13
1-139 0.41 7.6 1-212 0.67 7.5
1-140 0.48 8.9 1-213 0.44 4.0
1-141 0.42 7.4 Ia-1 4.8 31
I1-142 0.49 28 1a-3 3.2 150
1-143 3.5 44 Ia-4 1.4 15
I-144 3.4 . 52 Ia-5 1.6 43
1-146 2.3 20 Ia-6 2.4 23
1-147 7.1 63 Ia-8 2.9 34
1-149 0.83 15 Ja-9 0.94 11
I-150 0.17 5.2 Ia-10 0.47 2.7
1-151 0.17 2.6 Ja-11 0.64 7.2
1-152 0.88 46 I1a-12 0.94 5.5
1-153 1.7 29 Ja-13 1.5 3.3
1-154 1.1 11 Ta-14 4.8 28
1-156 0.81 17 Ia-16 0.1 -
I-160 0.61 8.8 la-17 0.1 1.9
1-161 0.49 3.1 1a-20 4.9 100
1-162 1.7 32




Tabela 3

la-21 3.4 35
1a-22 3.1 38
Ta-24 - 5.2 74
1a-25 1.1 18
Ia-26 1.9 27
Ta-28 5.2 130
la-29 1 7.3
Ia-30 2.6 25
l1a-31 3.8 11
Ia-32 0.52 6.7
Ia-33 1.8 64
Ta-35 1.8 -
Ia-36 1.6 86
Ia-37 0.73 3.8
I1a-38 1 2.2
Ta-39 1.5 3.5
Ia-40 2.2 9.3
Ta-41 2.5 9
1a-42 3.6 20

11a-44 4.8 27
la-45 4.8 42
Ta-46 0.87 8.3
1a-47 0.82 3.8
[a-48 1.2 6.1
T1a-49 2.6 83
T1a-50 1.7 24
Ia-51 1.3 3.4
I1a-52 1.9 22
Ia-53 0.22 8.1
la-54 0.44 9
la-55 1.1 27
Ta-56 2.3 96
la-57 0.93 31
[a-58 2.5 110
Ia-59 0.71 16
I1a-60 0.95 10
Ia-61 0.68 19
Ia-62 1.1 29
la-63 3.9 370
Ia-64 7.1 96 -
l1a-65 J.1 11
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la-66 0.59 3.2
l1a-67 6.3 75
Ta-68 9.5 180
l1a-69 2.7 33
I1a-70 1.5 31
la-71 1.3 12
Ia-76 2.2 -
{a-78 2 150
1a-79 0.82 -
Ia-80 0.44 3.0
Ia-81 2.7 4.5
1a-83 1.2 53
Ta-84 0.25 13
Ta-85 0.22 14
Ia-86 0.73 13
1a-87 0.49 61
Ia-88 0.62 48
Ja-91 4 150
1a-106 1.9 24
Ia-107 0.14 1.3
Ia-109 0.6 3.9 °
la-110 0.3 1.1
la-111 5.1 28
la-124 1.1 22
1a-125 4.1 46
Ia-126 2.3 58
1a-127 6.1 160
la-129 1.3 26
Ia-130 0.21 3
Ia-131 1.3 17
la-132 2.8 76
Jla-133 1.7 8.8
1a-135 8.2 49
Ia-136 1.8 13
1a-138 2.2 28
1a-139 1.9 25
Ia-140 1 24
Ta-141 1 5.7
Ja-142 0.67 5.5
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Tabela 4 - -
Ia-143 7.8 39 la-203 0.2 2.6
Ia-144 6.1 57 Ta-204 1 8.3
Ia-145 7 86 Ta-205 2.4 99
l1a-146 9.9 79 1a-206 1.9 460
Ja-158 0.71 1.7 Ia-207 0.55 5.9
lIa-160 0.76 140 Ia-208 1.2 9.7
Ja-161 1.9 18 Ia-209 0.55 -
lIa-163 7 400 1a-210 2.8 99
I1a-164 0.38 4.7 Ta-211 4.8 240
Ja-168 0.95 13 Ia-212 0.52 2.6
la-169 1.9 88 12-213 0.91 28
1a-173 6.9 140 Ja-219 2.5 28
la-174 0.35 5.4 [a-221 0.47 1.5
Ia-175 0.49 9.2 Ja-222 3.7 18
TIa-176 0.63 5.1 1a-224 0.1 1.2
Ia-177 0.49 7.5 Ia-225 3.4 20
1a-178 46 16 ' 1a-226 0.37 21
1a-179 0.89 19 Ia-227 0.59 -
I1a-180 1.9 11 1a-228 0.96 -
Ia-181 7.7 25 l1a-229 1.9 -
I1a-182 0.24 2.1 I1a-230 0.32 -
[2-183 1.9 7.8 I1a-231 0.29 -
[a-184 0.38 - Ia-232 0.7 -
Ja-185 0.94 4.4 Ja-233 0.63 -
[2-186 0.93 12 1a-235 5.5 -
Ia-187 1.9 60° I1a-237 1.1 15
[a-188 0.75 28 Ia-241 1.9 -
I1a-189 3.5 95 Ta-243 1.3 -
Ia-190 0.34 1000 Ia-246 0.26 20
I1a-191 " 0.49 220 1a-247 0.79 31
Ja-192 5.9 200 la-248 0.27 17
Ja-193 1.4 43 Ia-250 1.9 -
1a-194 0.22 8.1 1a-252 1.2 -
Ja-195 1.4 31 . 1a-253 0.53 -
Ia-196 0.39 1.3 Ia-254 2.0 .
l1a-197 0.44 2.5 1a-255 3.2 -
Ja-198 0.23 2.6 la-256 5.7 -
Ta-199 0.11 1.6 1a-257 8.6
Ia-200 1.4 18 Ta-258 1.8 -
la-201 3.1 T4
I1a-202 0.37 3.4

Tal como se evidencia nas Tabelas 1 a 4, os
compostos da invencdo presente apresentam actividade

antagonista em relacdo ao receptor Y5 de NPY.

Experiéncia 3
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Utilizando as membranas preparadas a partir de
células humanas que expressavam Y1 (de neuroblastoma
humano, SK-N-MC) e as membranas preparadas a partir de
células de expressdo de Y2 (neuroblastoma humano, SMS-KAN),
levou-se a cabo a experiéncia de um modo semelhante ao
utilizado na Experiéncia 1, para se determinar a afinidade
em relacdo ao receptor Y1 de NPY e em relacdo ao receptor

Y2 de NPY.

Os valores de IC 5y para a ligacdo ao receptor Y1
de NPY e ao receptor Y2, dos compostos I-27, I-32, I-41, I-
45, 1I-4e6, 1-47, 1-48, 1-49, 1-59, I-61, I-63, I-04, I-66,
I-69, 1-72, I-152, I-154, I-204, I-205, I-212, Ia-3, Ia-b,
Ia-6, Ia-12, Ia-l6, Ia-17, Ia-20, Ia-21, Ia-22, Ia-26, Ia-
28, Ia-29, Ia-30, Ia-31, Ia-32, Ia-33, Ia-37, Ia-39, Ia-40,
Ia-50, Ia-51, Ia-54, Ia-62, Ia-67, Ia-124, Ia-126, Ia-139,
Ia-140, Ia-142, Ia-178, Ia-199 e Ia-200, foram de 100.000
nM ou maiores, e todos estes compostos eram selectivos em

relacdo ao receptor Y5 de NPY.
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Exemplo de Formulacdo 1 Comprimidos

Composto (I-1)

Lactose

Celulose Cristalina

Poli (4lcool vinilico)

Estearato de Célcio

Depois de se misturarem até a uniformidade todos
0s ingredientes acima excepto o estearato de calcio, mbi-se
a mistura e granula-se, e seca-se para se obterem granulos
com dimensdes adequadas. Depois de se adicionar estearato
de célcio aos grénulos, formam-se comprimidos por moldagem

e compressao.

Exemplo de Formulagdo 2 Capsulas



Composto (I-2)

Estearato de magnésio

Lactose

Depois de se misturarem os ingredientes acima
para se obterem pds ou granulos, estes sdo utilizados como

enchimento das cépsulas.

Exemplo de Formulagdo 3 Granulos

Composto (I-3)

Lactose

Estearato de magnésio

Depois de se misturarem os ingredientes acima
uniformemente, e de 0s enformar por moldagem sob
compressdo, mbéi-se o produto obtido, granula-se e peneira-

se para se preparar um volume adequado de granulos.

Aplicabilidade Industrial

Tal como se mostrou nas Experiéncias acima, o0s
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compostos da invencgdo presente apresentam uma actividade
antagonista em relacdo ao receptor Y5 de NPY. Os compostos
da invencédo presente sdo portanto Uteis como agentes contra

a obesidade, e anoréxicos.

Lisboa, 13 de Julho de 2010.



REIVINDICACOES

1. Um composto com a férmula:

um seu sal ou solvato aceitavel do ponto de vista

farmacéutico.

2. Uma composicdo farmacéutica que inclua um

composto coma fdédrmula:

um seu sal ou solvato aceitédvel do ponto de vista

farmacéutico.

3. Um composto com a fdérmula:



um seu sal ou solvato aceitédvel do ponto de vista

farmacéutico, para utilizacdo no tratamento da obesidade.

Lisboa, 13 de Julho de 2010.



RESUMO

"ANTAGONISTAS DE Y5 DE NPY"

A 1invencdo presente proporciona uma composSicio
farmacéutica para utilizacdo a titulo de antagonista dos
receptores Y5 de NPY, que inclua um composto com a férmula

(I):

R‘~§m§x-xf~v~+~z {0
@n H

na qual

R' seja alquilo inferior, cicloalquilo, ou

outro semelhante,

R’ seja hidrogénio, alquilo inferior, ou

outro semelhante,

n seja 0, 1 ou 2,

X seja alquileno inferior, alcenileno
inferior, cicloalquileno, ou outro
semelhante,

Y seja CONR’, CSNR’, NR’CO, NR'CS, ou outro



semelhante,

7 seja alquilo inferior, carbociclico
substituido opcionalmente, heterociclilo
substituido opcionalmente, ou outro

semelhante, e R’ seja hidrogénio ou alquilo

inferior,

um seu precursor, sal aceitavel do ponto de vista

farmacéutico, ou solvato.
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