DESCRICAO
DA
PATENTE DE INVENCAO

N° 96.528

REQUERENTE: PFIZER INC., norte-americana, indus-
trial, com sede em 235 East 42nd Street, New YorK, N.Y.
10017 - E.U.A.

EPIGRAFE: "PROCESSO PARA A PREPARACAO DE AGENTES AN~
TIALERGICOS E ANTI-INFLAMATORIOS DE BENZOQUINONA"

INVENTORES: TAKAFUMI IKEDA, HIROAKI WAKABAYASHT e
MASAMI NAKANE

Reivindicagdo do direito de prioridade ao abrigo do artigo 4° da Convengdo de Paris
de 20 de Marco de 1883. 22 de Janeiro de 1990 sob o No.
12341/90 no JAPRO
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a)

H

H

H

H

H

COPh

espectro de RMN

H

H

H

H

H

CONH,

—{_)-CONH,
— )~ CH,C0,Me

aY;
e

Jm desta

p.f.

199- 200 °C

210- 215 °C

>300 *C

167- 170 °C
200 °C (dec)

211- 215 °C (dec)

101.1-101.6°C

115.4-116.3 *°C

143.3-143.5°C

IR(KBr, cm™')

1670, 1640, 1620
1600, 1590

1690, 1670, 1640
1620, 1600, 1580

3500(br). 1670
1650, 1610, 1590

1700, 1680, 1610
1600, 1580

3400, 3200, 1660
1650, 1610, 1580

3440. 3320, 3200
1660, 1640, 1600
1660, 1642, 1610.

1675, 1625, 1605

3340, 1665, 1642

amostra foi medido em DMSO-~d

6

'H NMR(270MHz, CDC'5, §)

7.44 (d. 1H, J=9Hz), 7.32 (d. 1H, I=3Hz)
7.05 (dd, 1H, J=3, 9Hz), 6.13 (5. 1H)
2.07(m, 6H)

13.6 (br s, 1H), 10.6 (s, 1H)-

8.02 (dd, 1H, J=1, BHz), 7.57-7.68 (m, 2H)
7.17 (ddd, 1H, 1, 6. 8Hz), 6.32 (s, 1H)
1.99 (br s, 6H)

13.5 (s. '1H), 7.97 (br d. 1H, J=7Hz)
7.29-7.38 (m, 2H)

6.95 (ddd, lH, J=2, 5, 8Hz)

6.24 (s, 1H), 1.97 (br s, 6H)

8.08 (br s, 1H), 7.50-7.58 (m, 2H)

7.10 (ddd. 1H. J=3,5.8 Hz), 6.43 (s, 1H)
3.96 (s. 3H). 2.07 (br s, 6H)

10.43 (br s, 1H), 7.46-7.61 (m, 3H)

T7.11 (ddd. 1H, J=2, 6, 8 Hz), 6.34 (s, 1H)
5.90 (br s. 2H), 2.06 (s, 6H)

9.01 (br s, 1H), 790 (br s, 1H)

7.88 (d. 2H, J=9 Hz), 7.40 (d, 2H, J=9 H2z)
7.25 (br s, 1H), 6.05 (s, 1H)

1.99 (br s. 3H), 1.97 (br s, 3H)

7.30 (d. 2H, J=8.4 Hz), 7.16 (d, 2H, J=8.4 Hz
6.13 (s, 1H), 3.71 (s, 3H)

3.69 (s. 2H), 2.06 (br s, 6H)

12.97 (br s, 1H), 7.22-7.41 (m, 3H)

7.06 (d, 2H, 1=6.8 Hz), 2.63 (s, 3H)

2.10 (br s, 3H), 1.96 (br s, 3H)

7.69 (br s, 1H), 7.39-7.52 (1, 2H. J=7.7 Hz)
6.92-7.00 (m, 3H), 6.80-6.82 (m, 2H)
2.13 (br s, 3H), 2.09 (br s, 3H)
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Exemplo p.f.

£ No. R} R’ R’ IR(KBr, cm™) 'H NMR(270MHz, CDCl;, 3)
m 12 H B o 147- 148 °C 3380, 1660, 1640 7.38 (dd. 1H, J= 1, 2 Hz)
CH,
Af \V 1600 6.34 (dd, 11, J= 2, 3 Hz)

6.28 (dd. 1H, J= 1, 3 Hz), 5.86 (br s. 1H)
5.55 (s, 1H), 4.26 (d. 2H. J=6 H.)
B 2.03 (br s, 3H), 1.99 (br s, 31D
o B 13 H H ...O 112- 113 °C 3380, 2950, 2860 5.54 (br s, 1H), 5.44 (s, 1H)
I 1660, 1640, 1600 3.15 (m, 1H), 2.04 (br d, 3H, J=1 Hz)
_ 1.98 (br d, 3H, J=1 Hz), 1.98-2.04 (m, 2H)
_ 1.50-1.74 (m, 3H). 1.21-1.38 (m, SH)
14 H H CH, O 92- 94 °C 1670, 1640, 1600 5.89 (br s, 1H), 5.45 (s, 1H)
\ 1520 4,10 (ddd, 1H, J=4, 7, 14 Hz)
3.74-3.94 (m, ,2H)
: 3.22 (ddd, 1H, J=4, 6, 14 Hz)
3.07 (ddd, 1H, J=6, 7, 14 Hz)
2.04 (br 5, 3H). 1.98 (br s, 3H)
1.88-2.10 (m, 2H), 1.50-1.64 (m, 2H)
15 H H (CH,)-OH 68- 71°C 3400, 2950, 2870 5.61 (br s. 1H), 5.42 (s, 1H)
1660, 1640, 1600 3.65 (1, 2H, J=6 Hz), 3.08 (q. 2H, J=6 Hz)
2.04 (br s, 3H), 1.98 (br s. 3H)
1.38-1.72 (m. 8H)
16 H H o ~ALOv~on 82.0- 83.5 °C 3380, 2930, 2870 5.91 (br s, 1H), 5.45 (s. 1H)
1660, 1640, 1600 3.68-3.80 (m, 4H), 3.58-3.62 (m, 2H)
3.28 (q. 2H, J= 6 Hz), 2.04 (br s. 3H)
. 1.99 (br s, 3H), 1.87 (1, 1H, J= 6Hz)
H H . 98- 99 *C 3400, 3280, 1740 5.60 (br s, 1H), 5.43 (s, 1H) .
(CHy;"COH 1680, 1640, 1600 3.10 (q, 2H, J=7 Hz), 2.38 (1. 2H, J=THz)
2.04 (br s, 3H), 1.98 (br s, 3H)
. 1.61-1.74 (m, 4H), 1.40-1.49 (m, 2H)
18 H H  (CHp)4-COMe 70- 72 *°C 3250, 2950, 1740 5.56 (br s, 1H), 5.42 (s, 1H), 3.68 (s, 3H)
1660, 1640, 1600 3.08 (q. 2H, J=7 Hz), 2.33 (1. 2H, J=7 Hz)
2.04 (br s, 3H), 1.98 (br s, 3H)
. 1.56-1.72 (m, 4H), 1.36-1.50 (m. 2H)
19 Me H cH, .@ 103- 104 *°C 3380, 1640, 1580 7.24-7.39 (m, 5H), 5.73 (br s. 1H)
1510 4.63 (d, 2H, J=6 Hz), 2.05 (s. 3H)
2.03 (br s. 3H), 1.98 (br s, 3H)




P
!

Exemple . 2 3 p-f. -1 1
No. R R R IR(KBr, e¢m’!) H NMR(270MHz, CDCl,. §)
20 H CH~ = 108.0-109.9°C 3350, 1742, 1650 8.42 (br d. 1H, J=4 Hz)
ZQ 1610 7.52 (ddd, 1H. J=9.1. 7.3, 2.2 1)
CH,~ N 6.62-6.69 (m, 2H). 5.76 (s, 1H)
3.68-3.73 (m, 2H). 3.57-3.52 (m. 2H)
B 2.01 (s, 6H).
A CO;Me H 134- 136 *C 3270, 1720, 1590 7.88 (br s, 1H), 7.09-7.40 (m, SH)
‘ 1510 3.21 (s, 3H), 2.10 (br d, 3H)
2.07 (br d. 3H)
22 CO;NH; H 188- 200 *C 3300(br), 1670 13.40 (br s. 1H), 9.42 (br s, 1H)
1570(br) 7.21-7.09 (m. 5H). 5.54 (br 5. 1H)
2.08 (br s, 3H), 1.94 (br s, 3H)
23 o 104- 104.5 *°C 1750, 1660, 1600 7.03-7.40 (m, 6H). 3.67 (s. 3H)
1590 3.07 (. 2H. J=7 Hz), 2.38 (1. 2H. J=7 Hz
ZN(CH,),coMe 2.08 (br s, 3H), 1.96 (br s, 3H) )
1.95 (quin, 2H, J=7 Hz)
24 \or 157- 159 *C _.sw. _w.mw. 1600 prwaq Mvvm s. 1H), q.ua%.ao (m. 3H)
1580, 1 .03-7.08 (m, 2H), 3.10 (1. 2H, J= 7 Hz)
(CHp,COH 2.43 (1. 2H. J= 7 Hz), 2.08 (br 5. 3H)
1.96 (br s, 3H). 1.93 (quin, 2H, J=7 Hz)
25 CH,OH H 131- 133 °C (dec) 13460, 3360, 1590 4,63 (d, 2H, J=7 Hz), 3.25 (d. 3H, J=6 H-*

1530 2.28 (1, 1H, J=7 Hz), 2.05 (br d, 3H)
1.99 (br s, 3H)
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Exemplo
No. r! R

b) 0O espectroe de IV

p.f.

r? IR(KBr, cm’})
95.8-96.2°C 3450, 1730, 1678
- : ] .
(CH,)5~CO,Me oil “M.“Nm 1670, 1647

'H NMR(270MHz, CDCls. §)

7.58 (1, 2H, J=7.9 Hz), 7.23 (1, 1H, J=7.9 Hz)
7.03 (d. 2H, J=7.9 Hz), 5.74 (s, 1H. H-3)
3.65 (1, 2H, J=7.5 Hz), 2.33 (t, 2H, J=13 Hz)
2.00 (br s, 3H), 1.91 (br s, 3H)

1.55-1.72 (m, 4H), 1.29-1.43 (m, 2H)

7.36 (1, 2H, J= 7.8 Hz), 7.23 (1, 1H, J=7.8 Hz)
7.05 (d, 2H, J= 7.8 Hz) 3.65 (s. 3H)

3.65 (1, 2H, J= 7.8 Hz)

2.28 (t, 2H, J= 7.6 Hz), 2.00 (br s. 3H)

desta amostra foi medido na forma de liquido puro
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Exemple ,

No. R
» 30 CH,0H
1°  OMEM
\Fn:g
32> OH
A (CH,),COMe
33 oH
\/Ao:%oouz
b) O espectro de

B) p .m.,.
103- 105 °C

~

oil

141- 143 °C (dec)

O

desta amostra foi medido na

IR(KBr, cm’})

3550, 3350, 1640
1590
3300, 1668, 1650
1600
3320, 1730, 1650
1590
1700, 1660, 1580
1510

'H NMR(270MH., CDCl3, §)
7.07-7.42 (m, 6H). 4.13 (d, 211, J=7 Hz)
2.73 (1. 1H, J=7 Hz), 2.08 (br s, 3H)
2.06 (br s, 3H)

7.70 (br s, 1H), 7.28 (br 1, 2H, J=7.4 Hz)

7.08 (brt, 1H, J=7.4 Hz)

6.90 (br d, 2H, J=7.4 Hz)

5.15 (q. 1H, J=7.0 Hz)

4,71 (dd. 2H, 1=9.2, 6.6 Hz)

3.55-3.77 (m, 2H), 3.48-3.54 (m, 2H)
3.36 (s. 3H), 2.03 (s, 3H)
1.97 (s. 3H), 1.40 (d. 3H, J=7.0 Hz)
7.26-7.41 (m, 3H), 7.12-7.26 (m, 3H)
424 (dt, 1H, J=5, 11 Hz)

3.76 (d, 1H, J=11 Hz), 3.62 (s, IH)
2.13 (1, 2H, J=7 Hz), 2.04 (s, 6H)
1.72-1.82 (m, 1H), 1.48-1.62 (m, 2H)
1.22-1.38 (m, 1H)

7.12 (m, 6H), 423 (br s, 1H)

3.82 (brs, 1H). 2.16 (1, 2H, J=7 Hz)
2.04 (s, 6H), 1,75-1.85 (m, 2H)
1.48-1.63 (m, 2H), 1.23-1.36 (m, 2H)

forma de liquide puro
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,\_ Exemple No. WM m ww 5.f.,°C IR(KBr, nalmv H: NMR (270 MHz, DMSO, delta)
\ 34 H H mOMsz 224-225 3370, 3300, 1660, 9.10(br, s, 1H), 7.80 (d, 2H, J=9Hz),
1640, 1610, 1590, 7.51(d, 2H, J=9Hz), 7.30(br, s, 2H),
1530 6.09(s, 1H), 1.99(s, 3H), 1.97
. (s, 3H)
i 0
Il
35 lonmw n mONZmN 203-204 3390, 3270, 1673, 10.84(br, s, 1H), 7.72 (d, 2H,

1603, 1583, 1553 J=9Hz), 7.35(br, s, 2H), 7.28
(d, 2H, J=9Hz), 2.29 (s, 3H),
2.00 (s, 3H), 1.96 (s, 3H)
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