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EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE CE INVENCION 

� 
FUE PUOLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE 

FECHA 1$ DE DICIEMBRE DE 2007 ELTERMINO HABIL SEIJALADO POR LA 

LEY EXPIRA EL 14 CE MARZO DE 2008 

PJOTA: Denim del plazode osseis 6) meses siguienles a partirds a fecJna depublicacian 
on Is gaceta do Propiedad Industrial Peters solicitor y cancelar el examen do 
patentabilidad so Pena do qua Is solicitud caiga an abandono do acuerdo con 1° 
establecido an el Articulo 44 do Is Decision 486/2000. 
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54}fllk: ANT!CONVULSANT SrfHSmtJThl) QUTNA2OLONS 

Rs 

a � 

(Ix, 

(5)) Amtad 

DseIoted haaia ma svb,ltuted quinnolouies asid thefr WI-oxidederh,atices, methods ofsyuithesizing such tompounds. 
and methods of icing then, to trect or prevent comnilsiotis in mammals. The substiflited qmnnazolooes eta represent*d by 
foTmuIa (I]) wherein x1 NN. S. 0 or CH. X2 is N or CK Rm and K2 "a H. NO2. or NH2 excqt that when one Of R1 Red 

S NO1 or NH, the ocIi ii H. t3 amid R1 are alkyl � 5C slams. abd R5. Mt and R art H or halogen pto’,lded that 
when Xi is N. S o.-O. X, is CM 
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In a particularly preferred embodiment, X1 is N. X2 

is CII, and one of R1 and R2 is NO2 or NH2. Preferably, one 

of R1 and B2 is NH2, and the other is H. In this case, it 

is also preferred that R3 and E4 are methyl and further 

that R5, R6, and R7 are H. 

In another particularly preferred embodiment of the 

invention, X1 is N. X2 Is CH, and Rj and R2 are H. Most 

preferably, 1(3 and 1(4 are methyl and are H, which 

provides the especially preferred compound 2-methyl-3(-

yne-thyi-2-pyridyl) -4-quinazolone. 

In another particularly preferred embodiment of the 

invention, X1 in Formula II is CM, X2 is cii, and one of B1 

and B2 is NO2 or NH2. Most preferably, one of R1 or R2 is 

NE2 and the other is H. In this case, B3 and R4 are 

preferably methyl, and R5, 1(5, and R7 are H. Thus, another 

especially preferred coitponnd of the invention is 2-1ethyl-

n-.toly1--nito-4-qinazolone. 

The c amp ounds of the invention are prepared according 

to the following schema, 
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This compound war prepared from 2-methyl-3-o-tolY1-7-

nitro-4-quinaZOlone, which 1aa prepared as follows. 7 

nitro-aoetal%thraahl (21 g, 0.011 mole) won mixed with o-

toluidifle (1.3. g, 0.020 mole) and heated in an erlenmayer 

flask, first over a low, fins and then over a high flame to 

coTDplate the reaction. On cooling overnight, the reaction 

mixture solidified. The solid 3n55s was stirred and broken 

up after the addition of ether. Suction filtration yielded 

2.7 g (98%) � np 182&860. after recryataflization from 

etano1, the yield was 25 g (914), mp 181483C. 

To a mixture of 2.0 g of iron powder (reduced) and 

1.0 g 2-methyl-2-o-tolyl-7-nitro-4-qutnazolone (0.0035 

mole) in a test tubs ($11 x 111) was added 2 ml of 1 N 

ammonium chloride and S Id. ethanol. The mixture was waned 

gently in a water bath until the initial vigorous reaction 

had subsided. The test tube was then heated in the water 

bath until the solvents had evaporated (about 1 br). The 

residue was extracted with fair 10 iii portions of benZeue, 

and the extracts were suction-filtered. The filtrate was 

heated witb stirring, and n-henna was added to cloudiness. 

The suspension was placed in the refrigerator overnight, 

and the white crystals were removed by suction-filtration. 

The yield was 0.9 q (100%). ep 211-212-C. 
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form of a pharmaceutical composition. The invention 

includes a pharmaceutical composition comprising from stout 

it to about 954 by weight of the compounds, or a 

phaflaceutical].y acceptable acid addition salt thereof, 

associated with a pharmaceutically acceptable carrier. 

In making the compositions of the present invention, 

the active ingredient will usually be mixed with a carrier, 

or dilated by a carrier � or enclosed within a carrier which 

may he in the form of a capsule, sachet, paper, or other 

contathar. When the carrier sexveS as a diluent, it nay be 

a solid, semi-solid, or liquid material which acts as a 

vehicle, excipient, or meAiiam for the active inqreient. 

Thus, the composition can be in the ton Of tablets, pills, 

powders, lozenges, sachets, cachets, elixirs, suspensions, 

emulsions, solutions, syrups, aerosols (as a solid or in a 

liquid .sdiufl), ointments containing, for example, up to 

10% by weight of the active compounds, soft and hard 

gelatin capsules, suppositories, sterile injectable 

solutions, and sterile packaged powders. 

Some examples of suitable carriers and diluents 

include lactose, dextrose � sucrose, sorbitol, mannitol, 

starches, gum acacia, calcium phosphate, alginates, 

tragacanth, gelatin, calcium silicate, microcrystalline 

cellulose, palyvinylpyrrolidone, cellulose, water, syrup, 

methyl cellulose, methyl- and propyj-hydroyjenzoates, talc, 

nagnasium stearata, and mineral. ojL The formulations can 

additionally include lubricating agents, wetting agents, 

nw,"IeLfyinG and suspending a9 ants , Provervis9 agents, 

sweetening agents, flavoring agents, or other active 

ingredients. The compositions of the invention may be 
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Coilipoand R1 R2 R3 XI X2 m.p. Recrystallization 

No. csolvent 

2 H H 0113 N CE 135137 Ethanol-water 

3 H H CR3 CM N 148-150 Ethanol 

4 H H CM3 N N 252-253 Ethanol 

H H 0113 CH2 CH 160-162 Ethanol 

6 B H 000H Ca Cli 244-246 Ethanol-water 

H H NO2 cli CE 155-165 Ethanol-water 

8 a H NO  N CH 152-160 Ethanol 

9 NO2 if CR3 CR CE 181-183 Ethanol 

10 NH2 H CH3 Cii Cli 221-223 Benzeneflhexafle 

11 NO2 H CR3 N al 220-221 Ethanol 

12 NB3 H CU3 N CR 250253 Senzene-n--he*ane 

13 H NO2 CE3 CM CM 181-183 Ethanol 

S ! _! Z_CH CE211312 

- 15 0 1102 0113 N CX 156-158 Ethanol 

16 H NH2 en3 N CE 201-202 Benzene-n-hexane 

* Al]. the compounds were characterized by sharp 

salting points and elemental analyses (Cj H, & N within 

–0.5%).  

** In this compound, the ring at position 3 is 

saturated (cyclohexyl). 
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- eMhy1 -3- (2’- diJotQpyl) -6- 
3fl.4  .jfl_ IL 

2 - methyl 
- 3 - (4’ - bfomophenyl) 

- 

umaoloue,WIS’
 - 

dimethokcnym.$ns2a4Kt,2fl-dneib,piw)6-

ENEumaz*ae,
 (2’ - bromophe  

-uiazo!onc, (in which one of the SUbStitLitS W, W, W 
15 2-hyl-3-(4’-hmio_2mtthl- adRathttgrouporanir,ecogrnic 

p 

vi) mino 311-4-4 II ’ad the r 4 of the 9tlnwnsue as 
-(2’ - dimethy!amftep?KnyJ- huan&!QVe vflned with mferanc. to mu. 35 

5-amluo-3R qutharoIone 1), with an azometk amine of the formula 
2 - methyl - 3 - fZ’ - dimathylaminopheny-

30 6mina-3fl-4.thuaoIone, 
2 - methyl - 3 - (4’ - dilrtIIyIauhinopbaiyl)-

3I{-4-qaSzoloue 
’’E 2 - � - - - x 

25 2- methyl -3-(3 dimethylaminoplknyl)-,* Ill 
7-

2 - .acth5l 3 <4’- dir amimwlwny!),j çw wlfith It and x ate a, bccein&cfore dencd) 
7mino3ll4-qeinaz&on m the presence of a dehydrang agent, 

2 - methyl - 3 - (2’ - dnethj,laminopheziyl)-)l The clp0I2Thds of format I may - be 60 
31} S-amiuo-3I{-4-quimxoona as follows - 

a) Rco’ont of nt lKtlthig geoup of the 
and noa4otc add aMitka � thereof, revnNy proreaed amiug poop of a 2-

The cnpouuda of fonuLa I hers,before methyI4-phto4-3I141uinam. of the 
dtaed o,ay be prepoted by any convealent fo=J10 55 
method. Agcordiug no a mm,feetwt of the 

M mcaitm �t pewue a rmmi for the we-- 
poatæoa do o,poiuld of foomala I R3I Q 
aimpitas iludng a 2mthyl-3-phe4-3H-
Iuonrofthcgenw1formiih 

40 ( which 01w of the aobaiments W, IF  Xi 
and it’ is a � gxotp or a thtoao group, 
R, e, the rejankde. ol the thiaatans W, 
R’ and R bring as hereinhefore defined)rn, - 
Thc ,adi,cdon may be effccl4 for example. 

45 by moans of k& m a tet fwtsee, d a 
or nst hydrog 

The 2-myl3&eØ-3H-4-
qninazoloee of the formth P luay he pre-- 
pared, for example. by condemation of eli 

50 eceiyl-anthmnilic ecidaf the formula 

40 
70 

75 



pcM, for ex’mpk, by c’todeai*m of an 
’autanilic acid of the formula 

0 

on 
II 

nl 

II, 

(S wfM GEe of the auhstthatnra R, RI, R 
¶ and

 
III a a revenibly piotccted amino gloup 

aad R and n and The wojnder of - sitS 
stiwejits It’, R1, IV and R are as herefnbtfort 
Inlandwith rdenoe to formal) *4th an 
aranc amine of the fomwla 

� 

16 

HI 
çwhere R and a art as lninbefote de4lnad) 
inth,I’rCSC&t GE a deiwdzsung agent 

b) C udeosa t of an atewlantaflic add 
of the formula 

I! 

R 

The dosc for The "caeUaou of the � 
wherth R’, R’, rn and R are Ia heveAtfore to*n atOn" (BD, aid the - fat S 45 
ddzed with reaid to fat I, � an ThIhfoftO of elesjc-thcck itd omtp," S anaadc amine of foiuls Ill (as beta- (MA � an &tami’ed for aGEJe of the 
befOft &tth) S paee of a dehydrating cctviot]ndt. 

20 atnI. In the vans - compoimd were adtuh-- 
The co.n,00nds of formula I may bc n- tered orally to mice in the form of an eU- 70 

vetted into thdr nc-wxic acid addaSa alib watcr cmulsjnn 
M any caKvuitnL mam � atit.bac an- mc itlts of - pamnadogkaI expe 
mnic aud a* dda; for aa’rpk: txgs art Eimmnhse1 In tat Conti 
hydrochloric add, h*obromk avid, pilot- nd)le;�



AL), PD,6 B01 Lfl, CD,6 T 
Tat thmpqta mot/k as/kg4 m&/l sn/b n,Ik& 

Mcthqq,nlonc (known compound) 145 50 590 2100 70 5,1 

2-Mtthy13e-ccI-6-anilno-3fl-4-
quin2z*ee (dathed it B.P. 
Spdficgdoo NIL 9lI39) ’15 400 2050 7.9 

69 375 >2a85 >108 
mo-3H.4noIope 

130 IN Iteo 10 
łO-SH-4-auLnaz*nc 

. 

30 430 500 >2700 100 >10 

2-MahyI3_(2cethy1-3-chltopbeayI)- 74 £10 155W 16.8 
&aRo3H1-çtuoo2obne 

2-MeTh_3.(2ChI000VJIa)YI)_6_anIinO- % 105 136 640 16 9 

2-Melbyb3.(4 bromophenyl}.6-anino- 25 92 90 420 36 7 

115 175 lBS 720 >100 5 

2-Methyl_3(2,6-dhntb,iphenyl)-6- 52 86 900 13 
m3 o -3114- qw uzolone 

2-MeI3t2’bro,nfl$.00 50 110 600 7.5 

3-Me*ls.(4cbctmo2cmethylpItnyl) SG 115 590 7’ 
64tJflt-3H_4_qItnolcne 

[a 
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kmdm Ainbu ptôvides puma- Fr the better understathieg of the Thven- - 
c0a Eomposbiots cipiii& w attve tim, the fdJowfrzT arc given way 

,Skr at � at of the ccj.,vamda of ilbn2tien only: 

I. 40 

tolyl - 7-
are dc-

remrn � 
1 

the an-
i �o 

behind 
andt.tht 50 

by rctcu g –c free se th cctc. mato-
chiork acid. 55 

The ant compowid is ob4alaed iZ the nitty 
conipomad k atluced with stewaia thlondt 
and bydxccblork adn and the S � ptndpi-- 
tated out by ptg In hyd.

 
drogt eiIpIiida 

The smring com?ounZ-methyl-3-4o]$- 0 
7-ntuo-3H-4quivazolone. of pt. 182� 
184°C. is ebaiond in the ual flue! from 
o-whuJLm and thufim  o  � 
tolthdthe and 4-th rnilic

 
acId in 

the presence of dohydrnthi agen. fcc cx- 65 
oKychionde or pboaphotm 

The following cc.npound, of the gain.1 
fonmila ba,n abcI= prepared: - 

(it)11 

t 

Setini 
NM IU R M4t(t) 

�Nh �H �n �n -’i-CU, 255-57 

2 ,, -e4i3, --IZH flS-25 

3 -.-cH tcI 
� 

18l�s 

.c-CaHa 196�ce 



Na 11’ R2 RI It M.pt(t) 

5 -NH1 -fl -ii -H �OCHa 270-71 

6 -o-OClln, *OQH. 233-34 

7

-o-odH -p-UI1 257-59 

I, 
s -U oS-2V7 

10 -p-Br 217-19 

II -o-C1t, -mCi 211-54 

12 I, -i2-CH1-p-Cl 222-24 

1314
 I, p-Br Y7-2O9 

is i-12 224-24 

*6 
-o-odu,.rc 244-16 

17 .-Q1 ,nOUI1 258-60 

ISIm .. - 

.-. CU,tM.CHa 3 254-56 

22 -o-CIL,p-CH, 180-42 - 

zlc-31 

s -Cif CHI 2171I9 

24 a a II C}11. s,-clln. l58-0 

1 lS7-S 

28 a a o-U1tcS)2 108-30 

( 

molecule of wa ofyswll$seIon) 

-1 OM I8-87 

30 m-OG1 106-W6 

31 13 
- II P_OCH 234-35 



Nb. 0 K 

57 H �NH �H �H o-OCHa. rC 131-133 
mOCH 

58 rccHp-Cl, 

o-OCzH 2I&-4 

pCOOCH, 

61 oN(GH,)2 198-300 

m-*CDj: 1B7-89 

tha) 

63 . rN(CH)2 22-2 

64 o-NncOo1 240-63 

(4 ntiloofohlyIkrIfl& 
of ryflalldon) 

5 - o-dH,M’-O, 

67 

. 

I8?44 

173-75 
- 

.-UJ P-P 

69 o-dH,, i,’F 199�Zfl 

70 H o -ca ,ncH 27-1O9 

11 o.fl p-cH 

72 rfl 41Di 

73 

74 

1p  o-cH, o-GH 247-49 

o-C211j 152-54 

75 1* e-OCH* 236-37

 M1Ht. tOtha -3O 

77 31c-OcR., rn-OUt. 234-35 

78 , ,, c-CH p-0C14, 175-76 

79 ,, -4JCEpCH. 111�fl 

rn�so 

81 o-CHm o’-CH* 274.76 
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No.k. R V R MptCC.) 

52 �H �NRa �ft �H o-OCH pOCH 245-46 

33 ,. o-OCH rn-OOl. 256-57 

34 ,, ü-OCaH,, rn’-OCH1 267-68 

(bdroddorlde) 

162-65 

16 o-OCf{ rCH l&3�Z 

37   .-OCH m’-UI1 257-59 

38   ,. rn-OCH1,p-CI{, 230-31 

p-CF, 233-25 

u-C 258-20 - 

41 I . 15? 

i. 43  
. ... 

45   u-Br 233-35i 

- rn-Br 13S-37 - 

p-Br 21g-21 

6 ,, o-Q p-U l55231-32\ 

(I nmlenilc dbochy1formamidc 
of 

,-crn. rn-C - 233-35 -’ 

48 1 o-Glh p-Cl 222-23 

-1H1, mGl MS�Il 

. ydrnchlorlde) 

196-98 

151  o-CHp-& fl5-27 

c-Br, -p-M, 215-17 

m-CH, p-Br 107�ifi 

molenile of methanol of 

54 .d-OCHI, p0 21S-30 

55 o-OCIT. rn-U 6-8 

56 o-OCH p-CCH1 241-42 
rn -ci 

Ii 



No, K’ R, V K’ R M.pt(t.) 

H H �N1j H m-0U3 148-150 

31 ,, rnOC.fl,,?-OC}J, 133-36 

- (molemecfwtrof 
a. 

84 ,, u-U 213-35 

85 n.0 210�l2 

37 -flr 239-41 

88 , , rn-Br fl3-23 

39 - p-Br 209�It 

90  ,, .1 oCH rn-Cl 219�Zr 

91  

92 I a-Of, z -Q 

93 a-G ’-CL 271-44 

94 a-cl, p-CL 213-14 

p-Cll 199-201 

96 o-Om, m-0 256-47 

97  o-OCH p_U 200-202 

98 o-OCH,.p-U, 221-23 
M’-CC H, 

99 ,, o-OClL p-0C11 223-25 
’v-Cl 

t 
+ 

nioletule cthyl a,cmtc of 
cwtaflindon) 

’00 o-ocH p-cl, 218-30 
""-Cu’ 

tel .CF 226-28 

102p-P 195-97 

103 0 0 rn-Cll p-Br 181-02 

104 0 0 o-COOC,H, ’57-59 

(monohydrait) 

15 3 0 0 COQC,H,

 

1769 

(be 
y 

a 
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Setisi 
No.RX 

w 

As K’ R Mpt(tT 

l0 H B -NJ!, H o-N(OL)u 153; 191 

- � 

--

tOO ,, rOCHa 

109 .CHp-dH1 172-fl 

rn-OCR,. p-UI, 215-16 

112 
- U 9-CU, 189-91 

113 ,,  - o-dHp-CH; 166-168 ., 

114 -  170-41 

mcnłbydn,) 

115 ,. -- ,, ,n-OCB P1, 196-M8 

116 ,, Cli. - ,, ,. o-CH, 1947 

II’ II NH, CE rn-U 256-257 

III ,, ..o-CF, 244-246 

119 ,, .. - ,. 9-F 

120  - o-dflp-F 164-166 

III ..., o-CH ,-

�122 ,, B NH, o-CH, 168-70 

in 

-.�� �... ,, -. 
, odHp-CU, 14S-45 

124 - .,  o(E.,pCH 125-37 

ism*aneo!àm*34foIm,1thªt 
of a,sffilthaæofl) 

125 ,, ,, , -. -� oC,H, 148-ISO 

cOn1, 155-5I 

127 -� ,, ,, c-00L,1-0CI{, 182-84 

pOCl{ 161-2 

p-Cl!, u98-

110 - ,. ,. � ,, .OU3,MUI, 166-48 

p-Ct 253-54 

132 .- � tBr 26I-2 
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NH, o-Cl,p-Cl 212-44 

o-CR_, as-CL 

p-GI 174-46 

(hen,Thydnze) 

136   p-cF1 314-416 

137  m-GH,p-flr 216�I 

138 I, 

139  a o-OCIip-O Z)I-303 

Nil5 H o-dHp-Br l9G-$2 

flaUdPla3 sad R’ is an unibstined amino g!oup, and This Exsmp]e hiusentes pharnlaceuticsl the remsic’da of the snbstiujan  It, K, K 
0 tha rnvcnfis. and R’, which ma be the wn or differen 5 Auoth& state ..jbnnce sccordia to thc am hydroa or ha1on Sama, an alkyl 30 in.uor% or a k thareof, ny be sitttm& gro 

fordwtthaolod. naawholeoumber&cqttto5, 
and thu s,jbstitljcnr5 R. which ay be dt Frepłtw,o/ Tabid,: same or differezir wn a is a whola ourlbd 

Esth tabkfa]otaiis: frt%2%G5 at1laçt acorns orslk,tsmoxy, 35 10 2-thyl-3-V-rncthj4 rr*aæi,o dialklsmiu cthsoxy or hal 4 -cUurwfla’yv-7.a,,o,s ,hat. ,&,, w -. 
-----

 3J-4-qu4’sn* 00(1ne 1 os H, W 

- 

N%, oval,i1, t& ttpiam Unto,e podeird) 1300 mg o oacJ’yj group; a,id non-to sec � theiof. Malza 4acth a OnFaunds as claimed in miall 1 In 40 IS Sftka (liljffiy dipn.ed) tO nmijkla P al to 5, at kist qe 
o ef the suhsdnierns 1, is an allarl a, allummy Mawseaitjifl starats 2.0 cog. group eootaiSg froni I to 3 carbon insists, 

’Anz3. Compounds as claimed in claim 2 in 
�fl. wlaicb din nil alkifi or a&o*y grow is a 

it-thyl, ethyl isopfo9yi, n,cthoay, at ethony 
Th � sit prcva,ad by tajidard pro 

20 cedereL On adDinistration pit as, they dis- as clsirnnd Is claim I it imegrate in about 20 ecotith. whjth It, or where 10 is 2 to 51 at kist 
of S .ththatni, P, is a bskmcthyl poop. 5) WIIATWECLAIMIS:� 51 a x dam 4 i L2-MyI-3l-m4,t wbiththe saw ub  group kauIfluote o!oofthcgenem foimole mice group. 

6. Cooipoutsds as claimed in ctiM I an 
whiehR,orwhatnis2te5,at IV: oaeol 55 
r sibstitoags It, is a cbjcóe or biomijat 

413 V71 
IN Asian 

7, 7. Compounds as classicalf dons I in 
iR) whichR.orwhers#,3w5,atics,to7ae 

of the substiments It, Is a diaucylnn,ino wow eo 
.tthaic akI groa’f. ceqesin An 4 c*eo 

sji. 
I & Ca,,poqn,ds is claimed in daiju 7 i 

which tM � N -o g s a - 
In which any of tht tituesa, It5, R B’ methyno group. 0 
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IS 
£110! 
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prIeR: 

24 
Plan 
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26 
math 

27 
55�. 

28 

29. 
phdl: 

60 3i1 

It 
Sn: 

31 
65 

as dsiied It cliim I in 33. 2 - MeEllyl 
- 3 - 7’ - dimtthylamit 

a a a2 to 5, at least one of phe’iy)-S-an*ic3If4-qoInfloIone. 
5 20 xyjamu rOVP Coil- 54. CIopcjnds 2d dthlatd in "i of dainla 
srboo atoms 18 m33 it the form of uofloxic acid additic 
an Clainid Ia claim 9 In 52(12 thctof 70 

.ylaioino group is an acetyl. 35. Compeunds at daimed in any of olsia 
I to 17, 21 and 34 in the fon,a of their nnn_ 

as dainJ M thin’ I in � also uth lyziaellric add. IWdrt*fnIDic 
o 6 2 to 5. 0 least (son, acid, phocliwic a4 rphtthc add, acetic 

aR is a cathalkoty glwp acid, lactic said, salicflc acid, mastic acid, 75 
Of w?rkh on ;Zs trot’ I metjjane sWphoo{c acid, and benzok acid. 

as daimcd in claim 11 a 
36 Aprcca for *e promotion of a com-- 

ducal ci formic’s I (as dcned in claim 
$,telh1v gTOIaP is acull;- wloth colilprIw, scanning  Zcthy-3-phyl-

-3H-4-aovc( ax: Kntnila 

one of 1<\ B’, W and !&’ 
h$t0 

a 
the ret’ain&r bem8 

sdsirnedinanyocJ2ima I 
at most oot of - gflnpa 
is an alkyl soup containing cl 

jaLintd in eJaim 14 in 
S- 

t of the R’  Rs, lV F 
rgroup. 
as daimed in any of claim, wherein out of the nthtituents B, RI, Le 
at least one of ma symbols 

repir.tnts fret salIne 
and W is aSri group or a alathse immios 
R a, and due remaincr of he suhsome 

nnthdet ,aprent bt R K1, r aM R bung a, defined M dat 1. 85 
RSadinidkthiogrGlip. 37. A pLm,aa s thlmed in cu,2 36 in 

- (2’ - methyJpheflyl_ which The tedwticn is ffecaed with Iuythogvn 
iazoloae and die non-toxic in the p’nce of a cstuIyst 
thcroi! 3K A pcct,s as claimed iii claim 36 in 

- 3 - (24’ - dimtthyl- which Can isductIan is affected wfr  wmam 90 
U-4-pnaaolnna. hflrogen. 

3(2’-meclwl-4’- 39.Aprecetsaa actions! insnyofalmost; 
L3H4quicawlone. 36th 38’a which the coil’pound of formula I’ 
..3-(3’_ cattail _3’- (as defintdinclaim36)rapaeparedhycoc_ 
in 3H4-innalacc. 

� of an acetylaathathlk acid of the 95 
.3-C2’ddoawften31)6- fau,n4s 
robot and the ova-toxic 
thereof. 

3 (41- 

’ 

-, 3 - (2’,? - dimethoir 

- 3 - (26’ - diniethyl- us2T.co.o% 
a-4-quioazolont. I 
.3.(Z’.h,2IarçbenyI)_6- 11 
Ali 

_3-(4’-bsomo_2’- Xl 
aion-3fl-4-quinnolene. 

3 -(2’ dinuethylaiolno-(itriin one of the subariwen,s fl1, B’, r 
i-4lnnoloue. and B’ a tft,o or cuuae group mid are 

remainder 4 lie smammorms B’, E R. - 100 
Ru air 25 defined th daThi 1) solids an rotnhlIc 

-3 -(4- dtmetlanino- amine of tM firoiola 
-4-qnthajolont, 
-,7 - sliomnhyiaanbo-- 

a 
i-4-quinazoloaai 
- 3 -(4’ - dtethyluniao-- 
T-4-qiazolone. lit 
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(wlnÆi R and n alt IS an1 in claim I) 46 A c.m1ecIdon as claims iii sadism 45 
in the pLeIIce of dehydeath’g arnr. in the form of dcaw units. 

Ia A pxtcs as claimed Many of claims 47 A composihon as claimed in claim 41 
36 an 39 in which fias compound of tommie coaatainthg Iron’ 20 to 500 aw of active 

S I (Is &nitd in deim 1)iI thneaftn con,&tad ioa4iaat 
p 

doasge uniL 31 
W a rtowxio add atdhian asia thereof with 48, K annpcatiiou as claimed K dan 47 
an approptiatt add. containing front IDD to 150 M& of actii 

41. A pcocess as claimed in claim 40 in MTedieat per dosage mit 
V,thith ma add is hydromiotic acà hydro- 49. A com,oaidoa as claimed in any of 

It &e’ic "Id.phowaocic add, aulpiusric ACH4 claims 46w 41 in the fOLIO of talilea,coated M 
acetc aoA imuc ao licyc add, lane oblcz CIT’i ampoulea or stpp.isithrn 
acid, m&l’ane sulphoolc acid and beistoic add. 50. A composition as claimed in any of 

42. A proce,s as clsioied in any of claims claims 45O in wbidi elm aciM hswodimt 
36 to 41 Kimmosoa4y as he,ein dcrl is a compound as claimed in claim IT or claim 

15 43.Aprtxasascbinrdlnof claims 21. 40 
36 an 41 StibEanlially S. liere,ntthl,ed In SI. A cwuposition as _clammad in dan 45 
Enmpk I. as mcim dtt’. 

44. fl,mpxmds as claimed In claim 1 52. A composition as claimed in claIm 45 
ythatever prepared by a proos as claimed in subemntially an herein described in Einwlt 2. 

20 snyo4datn’36to43. 
45. A phanaauciai anposidon cempsis- For the AppUceni 

. ing La att thvedks a compound as 
claLsed Ii any of I 35 44 

FIWJK DEW & CU, 
Patent Agents, claims to and Umarcered 

together with a phsrmautical caroler or Imperial Ht, 
25 e*ient 15-19, Kingway, Lonth Wi 

tamln con Pthnad for Ha Ms1I SIa&, OaIcA, hy the Ceo Sr nsa 
y 

The flotrn IS S s,00s Bantr, Leoâca, WA. 
from ,4*L ompic, slay be tttajis,d. 
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nUNDESIIEPURLIg DEUTSCELANO 

DBUTSCUES PATZNTAMT 

AUSLEGESCHRIFT 
1232152 

I 
Die Eriindu briffl - vecfahr nr Here Id! cing 

von 3-Pheaylchizagolinoa4J4thvaten dor afign-- 
me,JIefl 

� 

Ra 

Be 

in dker Formd Fedeutet H1 na Wa.mtc4rawm 
oder elnon nicdcrmokktiIarec AlkyImt, Bemid R 
Wassaatotr. Halognatome oder niedetniolnku]grn 
AffiYhie 

Die Heistelluag doer Vnbinduagen edolgi nach 
- an - bckam,er Mbtts,eis iidam Ran in VerbM-

iin ott nligntotbtu FoN.1 U 

as 

in der X elne Nero - odor M7lrnUinogrvppe edeutt, 
die Niogruppt duicli Ilydrirruag, beeonders mit 
nla1ytisoh erregtem Wasseno � die Aclamiao-se 

as 

I. 

Urn die tTherlegenh&t der Vcrfahenspruduktn 
geHenUbtt bekanutci, VerC,iedijggn wit ho]ithr 46 
SI!�! - �teat lhdiefia tflfl 
nachzicwclsen, snjrden Verleichsvenuche angestellt; 

Ion Ecispiet .tiarn die erfiai]unsIna erhelt- - 
Ilohen Verbthdnngexi 2MehyI.3.001fr6-anlftIocbiui-

lln44) (1) 2-MethyI3-p-t4tSniflecbInnzO se 
ioc-(4) (IA 2IIyI3OIT*cflylÆQQc&Lct-

azolinon-(4) (III), 1.Methyl-3.(2-mathyi.chIorphe-

1nt.Ct C07d 

OoucbeKL, Lip Vol 

Nonner: 1232152 
Aktedcbe: 027325W4’12p 
A,,,ddiIe,K V. Yiira 1962 
AIISI*getag, 15. Jan ci ar 1967 

Verfahiti mr Hererelirnig von 
3-PhenyldjinnthIncii4).aeiivtlo1I 

Anontirler: 
C.htMstt F*XI… MI Htd .tntrnqeaait, 
)4iinchrn 23, lopr’Jdstr. 4 

Ale Ethnder ,enaniit: 
thpL-dwnzDLHsman&eoec 
DI -them. flr, Hans Hdim, 
Dr. Egon RZ04h, VngeiSurg - 
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jde,ta � Da know - Pratuaboandi .osrekhendc In der folgirndoo Thble siod die mit dksen Vet-
Wrloslicbkeit &sitzn wurdoli aI]c Pr&perste als sucften gewonhieuea grgeOnlsss nisammeaeseIk so-
Suspension verabreicht, und zwar in 0,lsifoiger Agar- "lo die darsuis errechneten Quotienttn Con,eali%flexj 
1bsunt beT Midtown iiitsaperitoneal und it $jgur 

tatien ’1 de sm Giafkraft 
(.) - ToxitAtIGtdIknftj, die Au!-- 

aonde Die Toxithtt Be Rsfle wurde each 14&gn s’*IoB Was 4ie thapcutisthe Ereita der Vetfohauns-
Beobathtungnit ersittek, produkie goben. 

� _I-_ F � vet 
Praaaat 3jthSt Qmnt 

41 >70 ’>1,7 

- 

40 2,6 
II 30 

r 

87 29 24 221 5,1 
III 10 

[ 

las 3,4 47 110 2.3 
fv 28 73 Al 18 60 313 

V 24 105 44 16 68 I 
29 84 2.9 52 220 0 

VII 27 
> 80 >3,0 15 72 4, 

VII! 44 130 3,0 42 355 8.5 
IX 50 in 2,4 47 120 4.7 

120 >100 L 

>"’"I

335 
V ISO 310 2,1W 1420 24 

t90 310 1,6 330 900 214 
A 59 200 1,7 80 145 1$ 

Aids der ZusernmemteIuug dnr Ergdaisse in on ewn 4er der Verg1ekrpr3paaja; dies wood thjmb doe 
sohthcILdkBdieVerfalaensazeiagisseimailgeatnee 30u30&kL Pannonia,nrkezeMinkezdnathjen ud aJs di Vet- 

’nand
 

gleicbssiibManzen Carisoprodol iitud ChIrmcganon. Die VerbliuduugeR I mid X un ersehuiden sick vor-
FOr die therapeutisohe Verwecidung ala MuecLe!- leillialt von deja m"akdrebxiarenden VesBiciohe-
reIsans in m,iInxbI dal! cine anuskelrelaxkrcndo I,rhparalen CarisoDrodol � Cblormennon inclit wit 
wirksame Oasis des Ptirdellus n1j0flth8t keina now es durc ihre bezliJica der tiforderlichen Dozen starkexe 
our elee at ginge dadatha AkUvitAt au(weiat WIe Wirknmkeit student auc dwdi � spczi6sehere 
die relativ schwach heimnende Wirkung etaf dcci rcfiexhewmend: Aktivitt tow. dutch ilve bessere 
Corneah*K her MBuyen bewci* we in dent QoSo- ResowTon voni t4men-Dum-JUM euL 
ciIn denboleustehenden we, Autilmok )WHOMIL stud an mcten er- Tabelle sind die W MotionIn 

fabreaueauchindierHSiehtdenbekann aa beobacht,den Heanmunaan des Ceqiie.l’ and 
Pin Vtrbindirngen CaSoprridol und Chlom,ezanoi, dee Pbrnnrefleicti sowie die die Ori!knft bei 
deutlich flberlegen. the Toxizitt der Verrabreneer- Mausec, nut 50 g verrirsgemdeu Down inch ocaler 
ougnisse bel Ratten catsprirtL wene two sic It und usel, IIiISOpe,iIOtICeIer Verubfolgon8 gegeouber-

Refn*ton zzjr mizkoCreiazierenden Wkha,obü se 45 

ED iii ci&kI
 

E&ci 

Moll 

Qua_a 
Privaisi Canrahthax Pie rer&Ic I C ted b

 

elt 
( 

C) j ’- I serccal f&oa’ejr 

K >301 242 J ] 2.0 
>7061 >1,0 41 41 1.0 

V 310 380 j 0.8 M .110 47 
310 

, 415 07 I 300 190 L 1,6 

Die Hemmunl  die Pin narwoof in neck Go o d 
s all und itaxbeitern Onto Journal of Pharmacology 

Bentung ass die Hahedej Quotientea Die Waite 
and apeiiei,ental TherapaJIks, N. 110. 1954. S. 25t) Dow an Quotientc,i 
cbnklecinjcch Oh Pr4erate mit ’’b,lrnuskel- 6, 
relaxicrecuter Wirkwin Sowohi the loobund,dw I and jrci 
auch die Vcrbindungx hemnien den Pionarefiex mit GX1 
Down, die den Cotne&Ireflex 120th thcht ai,Thfrben; In 
and beidoea Vagl*iispcdperaten Itewn die Verhalt-

- dan gtnan un,&kehrL Die TaL,acbe, daB 
- 

Bs leaien erkthnee daB votn Megen-Om-Kanai dieVe> 
Qttotieot bei den von flea beaam,ruohten Verbiui- bindiingXbcuserahcarisoprodo!unddieve,bssdungz 

hisser sic Chtormeranon md Carisaprodol resorbiert 
dunem, new 1,0 IiP, id abet von gr8erer praktisc&r werdec,. 

S 

E 
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rIme t3blehtht genllba beidco VergJeici,s-
praparMen ot sick sonic besonden aoorä3iig for  

VcitindungXa,iHand desQuoütettn- und fftr die 
Vabindimfl an mnd des Qnoticnten 

G peroral 
Gintrapedloneai 

Beispial I 

S–nelzp,mkt 234 his 236’G. 

6 
Es wurden 4,69 3-o-Tolyl.6nmiochivazoliuon-(), 
wdehes oach deni thnkdstaJliereo ails Athnool eften 
&hmelzpunlct von 207 bis 

lore 

zeigle, erbaltcn. 

a Bsispiel 4 

I g i-MdhI-X2-nI0iyl4aJorphenyl)aCdyI 
anazoJinotØ) [S4unszp*t 255 an 

drstelIhnrausZ5Diaoatylamiaobezoeanre, Scbnielz-
so Punk 248 bis 2re. md 2-mekl.4caor,nThal 

wuMe 15 MinuLen mit S ml 7O°I0jr SthW Xrc auE 
1SrC enrmt. Nacb dem Ab&lThIen wurdc ant 
Waer vsrdiinnt and , Naironlauge neunhijeit 
Es kristallisicrtcn 0,7 g 2-Methy!_-(2-methyl-4-eb]or_ 

a hcn,ik4amInohbaolinon.<4 sila. Ocr chme!z- - 
prn’kL la nach � UmhitlLiernn ans Athnol Fà 
195 Ni 196’C 

eispiet 
Etispicl 3 6o 

19.5 g 2n4uLyi-3O-tOIyl-4nittochinazoIrnOn-f4) 
.1 g 3-o-ToIyI4thtroc azoiaon.{4) [ScAmelz- wurdea in 420 cm’ FssigsAurethyImter gelos; and 

puu]cL 160 bis I6C. drsteITh& a. Ii derek Urn- nach Zugbe von Raney-Nickel mit Wasierstoff Isy-
fl f-Wit rotaze< - TthsiSn driect Nadt dern rtcen va,h da Lontsiittt 

ulster &wInn.a] wlmlen in 0 an’ 2surthyl- 65 abdemiflieat Du Rtickstand, 3-n-BuI--&toIyI-
gtloet uS in Os?snwsd von R*eey-Nkd bei 6.amIno.–inazCIinoM4 binrWIbiett md w’irde alJ$ 

Nor,00ldruck and Ra,mitentperatur hydiiert. Die Isopropanolunksnhusiert. Ausbeule 10,8 g.Schmelz-- 
Waerstcauhiahme wee u,ch 70 Minuton beendeL pudt 132 his 133t 
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7 8 

-toIyI-6-oitroohiolinn-(4)kaRo versetzt. }s ,I,Lsl&t bald anc flay, L01img. all, - 
ruchier Wchc wie folgt dargtelIt rmth und nath dn Hydroclilorid des 2-n.Thd3R-

NachSiahen 
nsthranibAin-o-thIthdid vj,rdtn in Ob Nae6t wird abgesaugt dasfeuchte Produkt dutch 

On 11imethyffonn,md gelo,t, unlay S Venelbea mit Nalduosrnearbonatmaung ncutnhisiert. 
Valeroylchtorid zugetropft ’mU itch erndut abgesangt, Mid Wasser gcwaschen uM go-- 
rgauhrL Dwiu wfrd nIt KOhluag irochneL Ds Rbprodtskt with nus AthaiiO4 urn 
� binngeSjeu, b, dm 5Niho- kIIeIaIUSkIt Ausbe 19.5 g. Sdundzpmilct 94 bie 
anilsaa,re-o-toltd&d vofislIndig a31s- 95C. 
;kd thesat ud getrockain. On Die in day !o]gendll tThercht zuaarnnaengtsleflten 
Uuktwirdrntsooin’tetrahydrofunn Verbiadongen sipid geniAB den Bspic!eo 1 bis 6 cc-
- nut 15.3 g Phospliorosthlcrid hAIthelt 

ISIclluns 
a 

AmIndv,JppcIn 

Sthmdwuntl 
drVoritiji 

in -c 
 XNO, 

U H H 6 189/290 114)225 
H c-CH’ 

[ 

H 6 207/101 1501161 
N rn-CH, H 6 236)137 206/07 
H 0-CH, p-CU, 6 b9f160 168(169 
H c-cHO p 6 1511152 219)220 
H p-CH’ H 6 163/In 229/230 

CU, o-CH, H I 5 1731114 201/202 

CU1 H H 6 244)243 223(124 
CII, o-CH, H I 6 223/224 1221183 
CH, nt-CH, H 6 2337256 154/155 

P‘CHI H 6 1791190 222/223 
CU, c-Cl H I 6 2341136 218/220 
CU. rn-Cl II 6 214/113 201(202 
cli, 

p-Cl 13 6 102/201 2641265 
CM, 0CH0 p-CN, 6 161/162 1691IO 
Cli; oH mCI 6 225/226 193/194 
CHs o-CH, p-Cl 6 195/196 210/211 
CH, ------o-0i........-Er. 6 182(183 233/124 

a- 

--------- H 7 246/247 204/210 
I o-CHi  7 106/101 183(186 

Cli,-’ I niCH, II7 231)232 175/176 
CH"I t -CH, II7 219/220 112/229 
CH I rn-Cl H 7 I 195/186 201)202 
CU,/ I p-Cl H 7 212/223 282/ZSR 

CHil I o-CH1 ni-Cl 7 I 131)232 176/177 
0-CU, 219/220 222/224 

Cit o-CIL g 3 255 207/lW 

Patentanpruch, rcte Fcdeutet. dadurch gekennzeieh-
Verfalun air Hnstelluna wa 3.Phenylcbinazo- net daBm,ninuiuerverhindungderaltgemeisiei, 

inon4)-dthvaten dcc a]lgeoieineu Fotmel I Formel II 
C N  

�r - . 

H,N_L 
X I II 

sy 
N 

s in det X ohio Nitro- odor Aeylamlnognipçe he -
In du It, cia Wa,serstofttom odor ejucu cieder- deutet. den Rest X in an sicli bckanjiter Waist 
molebtien AJkylrest 1t end R, Waacaerstoff- dutch Reduktion l,zw. Hydr&yse in die Aino-
atome, Haloaaatorne odet niedeimolekolnoc Alkyl- gruppa O&rfalut 

6%7flIit tI? e !e.sd&dLi 

a 

S 
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UgssMca&n ternL . � c oi 
J a PROPRIEfl INDUflEflLZX 

PseidØ de pnpgrgdon des midwitiOnt par - $rotwA amino 
et Se km,s dØrivØs. 

Soczhii dite OLIN MATREZ&IN CHEUCAL CORPORATION raium an ttsts-tuis 
i’AnaØriqie. 

Oe,am1Œe pais. 

wliwii On gmgv do IS ala 196& 
(B ullean ofliciel A La ProprS Mdr, n BO di, 19M) 

Demame de hrele! p0* on Republique FLdŒreIe d’A&n,,ipn La 27 juin 1962 o!Lj In 
,r C2732 wa mm ,k Sia; d;ie C,.n.cn Finatr vow }frnis Arncttxsccirc 
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tIndY ,epte�.fla sb opujoball 
y 

ahQitnd seyI, cydoulky!, NeDoocyclyl, toyl, cydoa Ikylal kyi, k’e],ccyoiythi tyler a,aIky] gina p. 
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Specification 

Fused-Ring Pyrimidin-4(311)-one Derivatives, Processes 

for the Preparation and Uses Thereof 

[Technical field of On invenhion 

The present invention relates to novel rusedring pyriiniditi-4(3H)-one derivatives or 

pharmacologicfly occeptablc salts or eaten thereof that exhibit excellent anti-- 

arteriosclerotic and anti-inflammatory aotFvity. This is due to the ability of said 

derivatives to improve lipid metabolism disorders aud/or through their regulation o� the 

production of inflammatory mthiutors, both being based on the ability of these 

derivatives to regulate liver X receptors (LXR). 

The present invention further relates to pharmaceutical compositions Comprising 

fired-ring pytiwidth-4(3H)-one derival$ves or phan,acologicaIly acceptable salts or 

esters thereof as an active ingredient, preferably phannaceutical compositions for the 

treatment andAar prevention of artcriosclemsis including that derived from the diseases 

described below, afireroscierosis, arteriosclerosis derived from diabetes mellitus, 

hyer1ipidemia, lipid-related diseases, ithlantRuatOiy diseases mediated by iuflammatory 

oytckines such as chronic rheumatoid arthritis, osterarthritis, allergic diseases, asthma, 

septicaemia, psoriasis and osteoporosis, autoimmune diseases such as systemic lapus 

erythomatosun ulcerative colits, and Crohns disease, cardiovascular diseases such as 

isehenlic heart diseases and cardiac failure, cerebrovasculai diseases, renal diseases, 

diabetes mellitus, diabetic complications such as retinopathy, nephropathy, neuropathy 

and corouary diseases, obesity, nepMtia, hepatitis, cancer and Mzheithers disease more 

preferably pharmaceutical compositions for the treatment and/or prevention of 

arteriosclerosis, atherosclerosis, arteriosclerosis derived from diabetes mellitus, 

hyperlipldemia, lipid -related diseases, inflammatory diseases mediated by inflamlnatoly, 

cytokines, and diabetes mellitus; and most preferably pban,,aceucal comparidom for 
the treatment ]nd/orprevention ofartetioscierosis-

The present invention further relates to the use of fused-ring pyrimidin-4(311)-one 

dcflvalives orpbanEsco]oically acceptable salts or esters thereof in the preparation of 

pharmaceutical compositions, preferably phannaceutical compositions for the treatment 
andor prevention of the diseases descrsbtd above. 

The present invention further relates to a method for the treatment and/or 

prevention of diseases, preferably the diseases described above athicim method comprises 

administering a pharmaceutically, effective amount of a ssed-riug pyrimidin-4(31)-one 

derivative or a pharmacologically acceptable salt or ester thereof to a warm-blooded 

animal, prefembly a hxmwn, 
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2,2,3,3-tetTaMe-OP1 represents a 2,2,3,3-tetramathylcyclopropyl group. 

Inn represents a tritmorometbyl group, 

ml represents a 2-thienyl group, 

Thiz-2 represents a 1,3-thiazol-2-yJ gloup. 

Thiz-4 represents a 1.3-thit,zol-4-y1 group, 

Thiz-s represents a I,3-thiszol-5-y’ group, 

I4xernp. Clomp. No. represents exemplification compound number. and 

Sub. Poe, represents substitution position. 

. 
rabbi 

r 

R34 

Txemp. 

Comp. No. 

1-I H H H OH Me 

1-2 
S 

11 pi II OH 1J 
1-3 14 H 

u on 

pf 

14 B H H OH 

I -S H H H OH BU 

14 H 11 H OH mu 

1-7 II H H 013 patyl 

U H 11 OH -(CU,)-tBu 

1-9 H H H OH ?1x 

1-10 H H H OH ’FUn 

1-I1 H H H OH finoromethyl 

1-12 B H H OH dithiorootethyl 

-13 H H H 011 chlorometbyl 

144 H K H OH dickloromethyl 

1-I5 H 13 H OH bromomethyi 

1-16 II II H OH dibromoinethyl 



WO 03Illk435 PCt1JP03/Ip7617 

37 

-91 2-F H H OR Pr 

-92 2-F H H OR tpr 

-93 2-F H H OR Ha 

1-94 2-? H H Oil tBu 

1-95 2-F H H OR peuty$ 

1-% 2-F H U OR -(0H2)-tau 

]97 2-F H 1-I OR lix 

1-98 2-F 1-i H OR Tim 

1-99 2-F H H OH Thromeo,1 

1-100 24 H H OR difluoromethyt 

1-101 2-F H H OH ebloronethyl 

1-102 2-F H ft OH dicbloromethyt 

1-103 2-F H El OH brononelbyl 

1-104 2-F H H OR dibromornethyl 

1-105 2-F H H OR l-bro,noethyl 

1-106 2-F H H OR l-tblOToCthyl 

-107 2-F H H OR pentafluoroethyl 

1-108 2-P H H OR ,iometbyI 

1-109 2-F H H OR NN-dimtthylaninomethyl 
1-110 2-F H H OR NNdie4vlaminon1eIhyl 
1111 2-011 H H OH Me 

1-112 2-011 H H 011 Ft 

3-113 2 O H II OR Pr 

1-114 2-011 H H OR 

1-115 2-OH H H OH Bu 

1116 2-011 H H OR tHu 

1-117 2-011 H H OR penl 

1-113 2-011 H H OH -(CH,-tBu 
1419 2-OH H H OR lix 

1-120 2-OH H H OR Thn 

1-121 2-011 H H OR fluoronethyl 
1-122 2-OH H H OH difluoronjothyl 

1-123 2-011 H U OR chloromethyi 
1-124 2-Oft H 11 OR deh1oTomethyI 

2-125 2-OH H H OR bromomethyl 

1-126 2-OH H H OR dbromomethyl 

1-127 2-OR H H OR I-bromoethyl 

40 

40 
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1128 2-OH H H OH l-chloroet]iyj 

1-129 2-OH H H OH pontafiuoroer)11 
1-130 2-OH H H OH aminoniethyl 
1-131 2-OH H H OH N,Nmhyomtth, 
1132 2-011 H H OH NN-diethylaminonsthyl 
1-133 2-0Me H H OH Me 
1-234 2-0M H H OH Ft 
1-135 2 -OW H H Cli Pr 
1-136 2-OMe H H OH ipt 
1-137 2-0Me 14 H OH Bu 
1438 2-OW H H Oil tBu 
1439 2-0W H H OH pentyl 
1-140 2-OMo H II OH KCH2}41Ms 
1-141 2-OMe H H OH lix 
1-142 2 0M H 11 OR Tthi 
1-143 2-0M H H OR fluoromethyS 
1-144 2-0Ms 

- H H OH drnuorometbyl 
1-145 2-0Mg H H OH cbloromethyl 
1-146 2-OMe H H OH diohioromethyl 
1-147 2-0Me H H OH bromornethyl 
1-149 2-0Me H H OH dibromomethyl 
1-149 2-ome H H on LktonsottbyI 
1450 2-OMe H H OR 1-chloroethyt 
1-151 2-OMe Ii H ON pent2uoioethyl 
1-152 2-OMe H H 011 aninoinethyl 
1-253 2-0W H H ON NN-dimethylaminomethyl 
1-154 - 2-OMc H Ii OH NN-diethylaminomcthyl 
1-155 2-ACNH H H OH Me 
1-156 2-AdNH 14 fl 013 Ft 
I -IS? 2-ACNI{ H H OH Pr 
1-159 2-AONII U H OR iP 
1-159 2-ACNE H H OH Bu 
1-160 2-ACNH H Ft OH Mu 
1-161 2-ACNH H H OH pentyl 
1-162 2-AcNH H H ON 4C82)-tBu 
1463 2-AcNH Ii ii OR Hx 
1-164 2-AcNH H 11 014 Tfrn 
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ofothytacele and n,eilitlnol as the &uant to yield the We confound as a coloilesssoIia 

(41,4m& Yield: 66%), This product was recrysta]flzed born a mixed solvent of bexane nd 

ethyl acotaie to yield co)orlcss cflstalline powder, 

up 215-217t. 

ll (JC1r): v 3298, 1672, 1592, 1485, 1270, 1221, 1215,1192,9% 934 cm’. 

1I.NMR (4001AHz, DMSO-de): 69.79 (111, 5), 8.91 (114, 5), 7.65 (2W, d, I = 8.1 1k). 7.53 

(114, ti J = 7.3 Hz) 7.38 (l}1, t, J 7.1 Hz). 7.28 (111, O. 7.24 (2[I, d, 1 8.8 Hz), 7.14 (111, a, 

= 7.2 Hz), 7.08(2K, I, 7,3 Hz), 6,70 (211, d, I = 7,3 Hz’), 3.90 (2H, 5). 

FABMS (mlz): 533 ([M+KD, 495 ([MI-HI’). 

� FABHRMS (mfr): calcd. for Cz4I16F�N203 ([M+")+): 494.3859; found, 4951148. 

Anal. caIcd. for C241(ePeN2U3: C, 58.31 11,116; N. 5.67; found; C, 57.66; H, 3.03; N. 5.51. 

(Exampie 60) 

2-Bozyl-5-hydrozy-3’(4-[2,2,2-tfluoio-1-hydtoxy-I 4trifiuoromethyl)othyflphtnyll-4(3H)-
quinazolinoae (Exemplification compound number 3-225) 

The title cnnpo’md was obtained as a colodes soIM (1 70 mg ytM 89 ’%) from 2-

benzyl-5-methoxy-3-4-2,2,2.tiifluom-1-hydr0xy-1-(Ixifluoromethyl)ethylpheny1-4(3R)-

qnivazali,one (2(X  mg, 0.405 mrnol) prepared as dscjibed in Example 49 above in a sir.,ilar 

maimer to that described in Examplc 59 above. This product was recrystallized from a 

mixed solvent of hexae and ethyl acetate to yield a colorless crystalline powder 

mp 175-17SC. 

lit (KBr): v,. 3283, 1658, 1590, 1474, 1270, 1214, 1192. 935 car’. 

’U-NMR (400MW, cDcl3) 11.31 (1W, 5), 7.69 (111, t, j = 7.8 Hz). 7,43 (ZH, d, j 7.8 Hz), 

7.27 (IH, U, 1 = 7.8 Hz), 7.11-7.17 30. in), 7.05 (20, d, J = 8.8 Hz), 6.74 (211, d, j 7,8 114, 
390 (2H, a). 

FABMS lnIz: 533 [M+K3). 495 (IMtHfl. 
MmL caJca for CH,sFOc C 5&31: g 3.24 N. S 67 fcAit C 5%20 It ZSS N. S81. 

(faxample 61) 

2-Benzyl-7aydmxy-3-(4_2,2,2.trifluoro-1-hydroxy-14rtfluoromethyI)ethyl]pkcnyl]-4(3H). 

quinazolinone (Exemplification compound number 3-659) 

The title conpowd was obtained as a wiorlcs solid (114 m& yield: 52 %) from 2-

benzy1-7methoxy-3-[4-t2,2.2-trrnuoxo_1-bydroxy-1-(thfluoromctbyOethylJpheay1I.4(3H) 

quinazohluonc (228 mg, 0.448 mmol) prepared as described in Jlxample Si above in a similar 

manner to that dcæbe4 in Example 59. ThIs prodisd was recrystailizad from a mixed 

aolvnt of hexaae ad ethyl acetate to yield a colorless Crystalline powder. 

nip 242-244CC. 
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faamol 

1. A compound of the following formula M or a pharmacologically acceptable salt or 

tster thexoot; 
F 

H2 
A

 

F 

F 

wherein: 

A represents a CrC14 anti group or a 5- to 7-membored heteroaryl group; 

R,K3 and It3 are the same or different and each represents a hydrogen aunin, a hydroxyl 

group, a o itro group, a cyano group, an aratho a ogen a a cathay group, a 

caibamoyl group, a mercaplo group, a alic I on , a C1-C aI]cyl group suwtituted With 

from I to 7 ]’a!ogen atoms, a C2 -C7 alkylcnrhonyloxy group, a C1-C6 alkoxy group, a 

alIcyithia group, a CrC5 alklsulfiayI group, a C.-C. alkylsutfca,t group, a C1-C alkylasnism 

group, a dCi-C. dkyl)antiTho gloop (wherein the alkyl groups am the same or different), a 

CrC7 a]kylcarbony]arntho group, an N-(C1-Ci alkyIcarbo2tyl)-N-Cl-Ca alkyi)muiao group, a 

Qa’Cz aikoxyeaihonylamizlo group, an N-(Ca-C7 alkoxycarbonyO-N-(Cs-C. alkyl)amino 

group, a Cr-Q alkylsulthnylamino group, an N-(CrC a ysulfonyI)-N-(Ci- alkyl)arni,’o 

group, a Cj-C hoa)Xy%suIfonyla,nino group (wherein said Cr(Zn haoaIk$suWouyThmmo 

group is a C, Cs alkylsulfonylamino group which is substituted with from I  7 halogen 

atoms), an N-(Ci-C. haloaikylsulfonyl)-N-(Cr-C. alkyl)aiuino group (whereirt said CrC. 

haloaikylsvlfonyl group is a CrC. alkylsulfonyl group which is substituted with from I to 7 

halogen atoms), a C2-C7 ailcylcarhonyl group, a CrC7 alkoxycaitonyl group, a 

alkytnminocarboayl group or. di(Ci-C. alkyflaminooarbonyl group (wherein the alkyl &oIP 

are the same or different), or K1 and R2 may be taken together to form a CrC4 alkylenedioxy 

group; 

R4 and It5 arc the same or different and each represents a hydrogen atom, a nydroxyl 

group, an amino group, & halogen atom, a merpto group, a Ct-Ca alkyl group, a Ci-C alkyl 

group substituted with from t to 7 halogen atoms, a C1C5 aikoxy group, a CrC7 

alkoxycarbouyl group or a Cy -C alkylthio group; 

a hydroxyl group, a halogeu atom, a Ca-Cs alkoxy group 

ors Cr-Ca alkoxy group substituted with from 1 to 7 halogen atoms; 

V scincorms a Ca-Cs alkyt gro’p,a CacaalkYlgsOX2!ObMitaith front St07 
subslitueaw (said siibsdiiients are the same or different and are selected from substituent 
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group a defined below), 

with boom Ito 7sub�tituentsjsid substitisents are the same or different and ate selected Iron, 

substiluent group a definad below), a 5- to 9-membered heterocyclyl group, a 5- to 9-

membered heterocyclyl group sctbstiMe4 with from Ito 7sabsdtvcnts (said substhuients are 

the same or different and alt selctted harser sutfituent group a defined below), a C.-C10 anl 

group, a C4-CID aryl group substituted with from 1 to 4 substituents (said uubstituants we the 

same or different and are selected from slibsIthieni group 0 defined below), a 

cycloalkylalkyl g1ohJp4 a C4C4 cycloalkylalkyl group substituted with born 1 to 7 

substituej’ts (said substituents axe the same or different and arc selected from subttifuent 

group a defined below), a (5- to 9-memb&ed hcterocyclyi)-(Ci-04 allay’) group, a (5- to 9-
abandoned hcie.ocyclV(CQ aikyl) group subetitnied with from 1 to 7 substihients (said 

substituents are the same or different and are selected from substituent group a dthned 

below), a C,-C14 aralkyl group or a C7C14 aralkyl group substituted with been 1 1o5 

substituents (said substituents are the same or different will are seleded from suhnitueut 

group 0 defined below); 
substituent group U ropreselits a group consisting of a halogen atom, a l,ydroxyl gltap, a 

cyano group, an amino group, a CrC, alkylcartronyloxy group, a CrC alkyl group, a CrC5 

sllcory gmlp, a CI -Q aJJcyJthio group, a C -Ce allylsuiflayl group, a Cy-C aikylsulfon3ll 

group, a phenyl group, a CI-Cs a]kylamino group, a di(Ct-Cs alkyl)arnino group (wherein the 

alkyl groups are the saint or different). a CrC1 alkylcathonylamino group, aCi-Ce 

alkylsulfonylamino groups and a CI-Ce bthosikylnulfonylamino group (wherein said Ci-Cs 

haloalkylsulfonylamino group Is a CI-C6 aikylsulfonylamtho group which is substitutcd with 

from I fli7 halogen atoms); and 
subsistent group 0 reprenfs a group consisting of a halogen atom, a hydroxyl group, a 

oltro group, a cyajic group, an amino group, a Cr-Cr alkyl group, a CI -Ca alkyl group 

substituted with from I to 7 Italogen atoms, a CrC, alkylcarbonyloxy group, a C,-C6 alkoxy 

group, a C1-C4 alkytthio group, a Cs-Ce alkylsulfinyl group, a Cj-C6 alkylsuifonyl group, a 

01_Ca alkylaminc, group, a di(Ct-Cs alkyl)amino group (wherein the aIJcyi groups are the same 

or diticrent), a C2 C, a2kylcaibony1ami,o group, an N4C2-C, a]kylcarbonyl)-N-(Cr-Ca 

alkyi)amino group, a Cr C, aIkox}rbonyIamino giouTh an N(0rC, alkoxyoathony9-1’(-(C2-

C alkyl)amino group, a C1-C6 alkylsulfony]amino group, an N-(C,-Ce alkylsulfonyfl-N-(Ci-

C atkyl)amino group, a CI-C haloalkylsulfonylamino group (wherein said 

haloalkylsulfonylamloo group is   CI-Qt alkylsalfonylamino group which is subteituted with 

from 1 to 7 halogen atoms), an N-(CrCe haoalkylsulfooyl)-N-(Ci-C4 alkyl)amilio group 

(wherein said haloalkylsulfonyl group is a CI-C6 alkylsulfonyl group which is substituted with 

born 1 to 7 halogen atoms), a Ca-Cso aryl group, a C,-Ci4 aralkyloxy group. Ca-C4 

allcy)anedioxy g’oop, a CrC, alkyjeatboDyl group, a CrC, alkoxycarbouyl group, a CrC, 
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Studies on the Reduction Rate of Aromatic Nit rocompounds by Bechamps 
Method 

By Si’kae YAW, Terukatsu MryAUCHl and Chin You Yri’ 

(Received AugLiat 2 1055} 

L lptro4uctioia 

Since 1854 the year in which Bechamp 
reduced aromatic nitrocomponnds to corres 
ponding primary andflocompoOndS ,are iron 
particles and acetic aced. many investigations 
into Bechantpa reduction have been carried 
out by various authors!) Irons the scienrific 
and technical standpoints. The curious 
catalytic action of hydrochloric acid which 
ease into ase Later was iev,esttgated by 
Witt’, WhoP. Rlikowe and others 

Effective catalysts for the reaction were 
greatly extended in their saspe by Lyons 
and Snhitha), and recently the reaction 
nechatm has been 4cxasG by L4,t on4 
Zuffaoti’ from the electronic point of view. 

Technical preparations of primary amines 
by this method are now generally perforied 
by batcbwise operation. 

Souse investtgatioiis" into a continuous 
process have been reported in the literature, 
but their industrial success is yet uncertain. 
With the SaDie pnrpose as metttiooed above, 
we have studied the technical reaction rate 
of this reduction as a fundamental approach 
to an industrially feasible calls uous opera 
tion. No systematic data on the reaction 
rate scent to have been published yet. 

First, we investigated a botchwise process 
using an agitated vessel and later a coutinu 
one process by means of a fluidised bed 
reactor proposed by one of the authors° 
Studlea reported here only cover the Intoner. 

ii. Eperlua.ent.i Proeedue. 

Fig, I Illojairo tea the assembly of the reacror. 
The reaction ’easel 1. composed at unable ylid 
ricst tanks, both gate or mild steel. The dimun- - 
alone of the inner part are rOD mtm eta. x 114 Mr. 
beiht shout one liter In vol nno The en’ Ear 
sce hetween the tanka is filled with a boiling 

I) Pit Qea.ee._ V.I. was. teMeeci. 57.-
thseI� M�O ---liii! Po C. 4k ad., (I oats. 

0. N. win C4si*Oe fd l. nO (1oe?). 
at e.. eM. 50. 21. t52. &fla 1x554) 
4) F. N. at.o. Z�. as, 1.10,e CO..,.. Se � lad 

2)5 (tale). 
a) a. a. -7�_I sea L. r. 5adk SO. "a1921.). 
6) N. r "gar.ed a. rne.no. sr., 5 a). p. 80. 
7) we. Saul. real lead £._ C- 4 2e24 

(104�) 11k�5  ,,w Mkh’e des. Node a, ..... 
taaal). 

5) 1.k.s Yssi. Isa.,e.e no. ate, 53$ (551db 

U 
Fl5. i. Experimental apparatas. 

I. Three. blades harridan. 
2. Ecaux co.,denaer. 
S Sonlarg tube far condensate. 
4. Coastaat.temperattsre bath 
5. TbermocO,iPle. 
& Electric hoatee, 

liquid as a haltt-traitsfer medium, choice being 
made aunns water, wc–hadol, etliasol and a 
mixtore of flier ad ethanot each for its own 
reaction temperature. 

Two reaux coodenoers at the upper part of 
the reactor and a sampling true to obtain samples 
of refitlaing condenaste for allysia, are au-ragged 
as shown in the figere. 

An impeller coaipoeed of three brass blades 
one a mild steel shaft (blade leagth Semrn-. blade 

of known concentration and weighed iron particles 
are introduced into the reaction vessel and agi-- 
listed. When evolution or hydrogen gas ceases 
about three or four minutes later, the waited 
nitrocon,poond pfeheated to the reaction em-- 
perat Ire is I otroduced es fast as posal ble with 
ahotat good The lapse of time from the com-- 
pletion of the latroduction to the eampUng is 
regacd as the reaction no,. Friar to the runs, 
the iron partirlea are pretresfed as follows To 
csuotc oiLy matter the particlet ant kept tn a 
loosely closed glass flask and exposed to the 

… 
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temperature of 15O’C for ninety minutes. they nitrite solution isadded. The reduction method") 
are cooled and then etched with dilute hydro- with TiCh is eti,ployefl to determine the content 
chloric acid. Nicrobaneene and avocados acid of fit,compo!tnd. 
are respectively of . estra-pore grade’ and the 
other nitroeompomnds are of chemically -pure 
grade. 

TO. Analytical Method. 
Liquid mixtures such as flNO5-PhNBr-H.O or 

o.nitrotolnene.e-toluidin&water are aoalysed under 
Ordinary temperature as rollows I 

Provided the value of 9, the siofat ratio of the 
residual ultroton’ pound to its at,11 quantity. is 
higher than about 0,’, a fairly good littearlity 
holds between amine mole frsetioa, in an etpeili-- 
brium mixture of three components, and its 
rcfracdve Indes a1 shop., a. Fig 2 Thea with 

red r2? 
Amine (tool. all 

Fig. a Refractive codes vs. 
lou Ph. NOt-Ph. NK5-fbO grain. at 

42. S.0 
b) ortho dH,ttT,NO. -eI’tho. 

CB,CelLNflrllsO at ZZ3C, 

a small quantity of refluain condensate taken at 
iM111111, its refractive index is measured with 
an Abbe Refractometer arter separating the 
sample into two liquid layers by a ceetrifage. 
The true value of � can theco be determIned 
from the equilibri tin, relationship between com 
position of the reduoshig condensate and that of 
the bulk. 

A polarognphk determloatioe5) is made when 
of Is smalLer thn 0.05 because the liearllty does 
not held in this esafe. Sempias are taken (rots 
liquid bulk it  this eas, 

p-oilrotolueloc and e-cuitronaphthalene are doter-- 
aimed by vphemelric analysis since their rtaetion 
inistures remain in solid state under ordittan 
tsperaenrca 

During reduction, 4 few ml. of the oil layer is 
then from the  iquil  bulk, neutralised with a 
,at itratea aqueous eolutioe of sod iutn carbonate 
apd diluted with a known quaatlty of ethanol. 

Analysing this filtrate total amine and nitro-- 
co.npounl are determined reepeotivel;. The 
farmer is back-ti I rat Ste with 0.1 N original 
etid solution after an excess of 0.1 If sodium 

5) 7. t.t.ssbt �sd U- Ka.aI. /. S... Ch.. IS. 
fstss 55. 09 t944). 

tSl 3. Paul’,. . A IS. a.5. c-._ Assh 
14., 5 551 losT). 

IV. Epreaslon of the Izoaetieat Rat. 

As will ad later desctjbed, it is armed-
Mentally found out that the reaction rate is 
proportional to the surface area of icon, 
Provided the Iron particle, are fully fluidized 
into the reaction mixture. 

The overall reaction rate, F is expressed 
as the rate of art roccommand cautomation 
For unit surface area of active iron, as 

1 dNjr__. I dO 
Cr do 

I dO (1) 
a.+a, dO 

where ROverall reaction ratsxiiol.J 
tm’min.) 

8keactiou time (mm.). 
A ,(A,+A5). the total surface 

area an reacting trust after the 
apse of time P 

A9surface area of iron particles 
after a (am’), 

A. = Inside wall area of the reaction 
vessel plus the surface area of 
mrfd steel shaft ooffr of which 
keep contact with the reaction 
mixture (cm), 

NE.mlnitiai molal quantity of ratio-
nonprofit (am].). 
Residual mold quantity 01 9 
nitrocompoilod after 9 (oiol,). 

0.NSNs, Cr 
a.AdNa. msAJNxs 

From the material balance between react-- 
antt. Np, the residual atomic quantity of 
iron particles after 9, is given by Eq. (2), 
with an assumption that the overall tougher-
metric chemical equation is as follows since 
bydtochloric acid behaves ultimately as a 
catalyst 

R.NO.+H2O+  bewail .NH,+ Fe,O. 

NrmNFo_{(Ne4sRd9} (2) 

where Also is the initial atomic quantity of 
Oscar particles (atms)c 

On the other hand, F, the weight of iron 
particles after 9. and A, are assumed to he 
expressed by Eqs. (3) and (4) respectively 

3) 

FL. £,atd.b. as  Leg, c., Is. 904 lest). 

I. 
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Derivados de 7 bidroxi a amino - 3-fenir-,Qunazojinona. 
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Reivindicaciones 3 Un rnØtodo de tratamiento. 
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ReivrndjcaciOn 4. On compuesto de QLJ,rlazolinona de Formula a 
Reivindfcacion 5: tins cornposiciónfarrnacØutica que comprende un 

compuesto do rivndcacion 4 
ReivinthcaciOn 6 On proceso pare (a prep&aciOn de un compuesto de 

formula Is de (a relvindicacion 4. 

El problems planteado an est.gAlcitud qs!4nØcesda proporcionar cotiipuostos 
caractehzados exhibir una actividad antagonists vanU&de humans, mÆs 
partrcularmente que Sean activos an al receptor TRPVI, itipes como agentos 
antEinflamatorios coma an enfermedados is osteoartr(ts, respuestas altrgicas 
anferniedad do crohri colitis ulcerative, psoriasis entre otras 

Para solucronar este problems tecnco Ia solicitud an estudio proporciona 
erivsdos de Quinazolinona, oomposic(ones farmacØuticas que (OS contiene y un 

proceso pare elaborarlos. 

El objeto S Ia r]vencin definido anteriorniente Se clasifico de awards con 
� Is Clasificacian Internacional do Patentes ((PC): C070239(88 A611<311506 

A61P11106. 

DolasolicituddePatente .. 
���� 

Reiviridicaciones (articulo 300 486) �:): �!L .. 

Concision . 
....... 

. Las reiviridicaciones ,l.%, bno ion pnoisas.cuando so refiere a un grupo 
hidroxilo esterftcado �o hidroxito ateriiado, ye que no as definen 
ineqUIvocameilte ninguna estructura 

Para este punto as sugiere introducir deritro de Is rervindicacion Is definicrorl de 
hidroxilo esterificado a bidroxilo eteriticado dada an to descdpciOr (folio 60, Ilpeas 
21-25). 

Glaridad. 

� Pars Is reivindicacion 1 se sugiere elirninar Is frase pans utilizarse coma un 
producto flarmac6utioa pace el tretsmentoo is prevention de una enfermedad 
a condictn an nonce fangs un papal � este impJicada Is acuvacion del 
receptor vanitloide yaque no aporta ringuna oaracIeristceIeonica adiconaI. 

Excepcion a is patentabilid I fatWO 20 0486 literal a)-d)) 

Se actara que, de acuerdo at Art 20 literal d) at moloda de tratarniento de Is 
reiv,ndicacion 3 noes patentable 

?:: �y.�.,  ...... 

Reivindicaciones relativas a un uso 0  un.sógundo uso (wticuIos 14 y 21 D 
486) 

Se aclara que, de acuerdo con Ø P,it 14 iei vso de Is reivindicaoian 2 no as 
ptentabIe . . �� 
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Determinacion del Estado deja tØcnica 

................... Considerarido que Ia fecha do presentaciOn do ia;primera soJicitud de patente de a 
cual Se reivindica prioridad as O8 -Q6-20b4; :bQflsUftarofl las bases de datos y Los 
archvns con qua ouen%a 1a..tflida.d . qn.-fecha . de publicaclon anterior y Se 
encontraron los srguientes documeritos quo anticipan el objeto de esta sohoitud: 

Fecha de 
Documents Titulo 

Pub licac 6 n 

Dl W092/13535 ANTICONVUL$FVANYSUBSTITUTED 20-08-92 QUINAZO(OMES 

Ericsson otIII 
/ 

ft 
Acts MEVHPOUALONE ETABOLVTES. 

I D2 I Pharmaceulicaca SYNTHESIS OF EIGHT PHENOLIC I 1973 
Suecca 10(4). 24 MONOHYDROXY DERIVATIVES OF I 

262 hETW’OUALONE 

1907197 SS7IJQUINAZOLONESD3 Ed 

D1232152 
/ 

�fæ LJ Herstellnn,necormompritung vOfl 3 12-01-1967 

:: I Prooed& *rWa iOs 3-
FIkl3SlflS / 

.... . Far des 24-07-1967 

.grupes amino et d*.Ieurs dnves 

WQ03106435y 
FUSEDRING PYRJMI3H)-ONE 24-12-2003 DERIVATIVES, PROCESSES FOR THE 

PREPARAJION AND USES THEREOF.  
Sakes Ysgi 

ruktsu Miauchi 
and Chia You Yeh 

07 BI mine studies on the Reduthon Rate of Aromatic 1956 
Chemical Society of Nitrocompounds by Bechamps Method 

Japan  
Vol 29 ,No.lpp.194- I 200  

I Mcrrinsonl Boyd 
Cuimica OrgÆnica . . . 1976 

I Capitulo 23  .Jose If  Reacorones I 

Analisis de patentabilidad (articulo 14 .............................. 
vo  ...i�t1ni!.3_7!.! :--

Noveciad (articuio 16 D4$): . 

La reMndicaciOri 1 diCe": Conipuesto de Is fOmlLIla (I) 

La reivindicaciOn 4 dice Un compuesto de Quinazorinona do Formula is 

- Al conhparar eemeno por &emenlo el objeto de la presente solicitud con el 
estado do Is tecnica, esta oficina encuentra: 
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D4 ( Folios 152 a 154) enserni oor4OØetdzderIvados qunazoVnona 
conlposiciones farrnaceutiae .!ós.:.4ohtieS caracteri,ados pot Ser 
antIcor1vulsvantos. . .. 

I I £’’ 

I C1-6acmosde . . . I R5, RGyRZson 
I hrogeno. eqC C ry�

oW H1 C 
3 so NS 

/( CH3 
CH I aIomos de carbono. I CHa 

rdgeno1 RI es91 

rNH Ejemplo 4 Compueslo 14. 

02 (Folio 155) ensena compuestosderivados.quinazolinona caracterizados par 
ser rnetabolitos cM is rnetacualona. . 

. -------------..... ..’ 

>1’ ° 
Carboflo. HO 

10 Cl] rNZ/Lr hAtOOSmda–ono. Compuesto Pagina 260, Table 2, No 31 

- C H 

C H 

HO R4eS-OH. 
- 

D3 (Folios 456 a 162) ensena compuesons derIvados quinazolinanacaracterizados 
por posoer actividad anticonvulsiva, tranquilizante sedativa y de relalacion muscutar 

y composiciones farrnacOuticas que log contienen. 

q 
I halogsno, aiquilo 0 I CN(0H3)2, Cl. Br, F, 
I 016 suslituido por 

. 
7 I CFS 

s1c2. . ) ... I [1O2. 

halogerto 

. I RI, R3 y R4 son I hidroeno.. hidreno norns 

linens 76-77 arni 
Ri �8 alqt’JIo Cl B Ultinlo conipuesto folio 156, 

04 Folios 163 a 164) ensena oornpuestos derivados quinazolinona caracterizados 
For poseer actividad anticonvulsiva, tranquitizante sedative y vie reIaaci6n rnuscutar 
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nesi o2 C 
he en’O 

R3 as hldragenop. 
0H3, rn-Cl. Cl-

rid6gRe?
 Ou 

fiiiquiJoCiS Corpuesto 25, folio 164A 

D5 ( Folios 165 a 167) ensona Un proceed para preprar compuestos derivados 
quinazoliriona 

C- ,, flc 

nlogeno, 

I p-- 

_ 

CI. 
I R3 as hi4rOgsno, p flesla 

Cl.Cl. 
R3 son RIeS CH3 - 

idrRl
 

O9en 

.esai:iociJ. 
Compueso 33 folio 166  

Que Dl (folio 153A ,pgna-1-S; ejernplo.4..y.Folio .154.:tabla 2 compuesto 14) D2 
(folio 15S, compuesto 31), D3 (Folio 156, pØginal; cojumnadela derecha lineas 74 
a77, Folio 156A tlneas 12 Folio 1S7Atreprirneros compuestos, Foo ISBA 
compuestos 19-26y27-28, Folio 159 , corilpuestos 65-69, Folio 159A. compuestos 
39-53) , D4 (Folios 164A, compuestos20-27) y 05 (folio 166, compuestos 29-36) 

� ya dvulga rmula citud, n compuestos reclamados bajo a fo de Is sol tal coma Se 
expone en or cuadro comparativo. En conseouenoia, los compuestos reclamados y 
ya divulgados, asi como las composiciones farmaceuticas que as contienen no son 
nuevos. 

Nivel irwentiMo 

IY 

La relv,ndlcaclOn 1 dice ". Compuesto de Is formula (I) 

(\ ....................

 .. 

La reivind,cacian 4 dice Un compuesto de Quinazolinona de Formula Is 

Er documento del estado de Is tecnLca n16Ł,cerdano.esD6 (Folios 168 a 171) . el 
cual divulge cornpuestos d&1Va&8 de oblingio[ihdoe 6a1cterlzados par ser utiles 

th 
coma agentes antiinflamatorios entre ellos el  compuesto Ver 
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170 

foliol70A pâgna 302 ejemplo 61). 

La socitud as diferencia de D6 an qua a poici4n .Se encuentra sustituida Por tin 
grupo bencito y of is posición S ate o.teS1U&n%ra su%ituido pot un 
C(OH)(CF3)2 

U!� 

Eats diferencia no parede codth1t in efOtbØcnidb; inesperado o una ventaja a los 
compuestos reclamados an esta solicitud ya qua siguen &endo iti!es como 
agentes antiharnatonos conlo los cornpuestOs del estado do is tecnica mas 
cercana. 

EF problems Tecnico Objotivo de esta soricitud as a necesidad de compuestos 
derivados de quinazoliria Miles conic agentes antjinffamatoæos altemativos a Fosya 
conocidos an al estado del arte. 

CS tamblØn sugJere an Is reiviridicaciOn 1 ( Var folios 171 y 171 A) qua Is posicion 2 
do Is estructura quinazolinona puede estar sustituida por radical V ( & cual puSs sor 
equip Cl -6, un cccalquilo 10) y qua equivate a RI an is actual so!Jcitud qua 
el fenilo de Is posicOn 3 puede ester sustiturdo par un grupo alquilo sustituido par 
hatogeno (en e(cial X puede seT hidrogenca-410F3)2) el cual equivaFe a R2 on Is 
actual soljoitud y qua el anillo bencona de Is estructura de Is quinazolinona puede 
safe  sustituida par un grupo amino an Is posicion 7. 

El Experto an Is Materia, enfrentado at FrObrentàtetriico Ob!etivo y conociendo el 
Estado de Is Tom ioa (06) bubiera.sugeridpsn;r1qthQesfuerzode su parte variarla 
naturaleza S los susttuyent$4obre lapQsiciôhj2 sobre el anillo fonilo de Is 
posicion 3 y sustitLr at grupo hidroxIloporØl grupo .amino an a posicion 7 an el 
anillo de Is quinazolinona para obtener Was cornpuestas LtNes corno agentes 
antiinflamatorios. 

De manera pus lasotuciOr’ propuestapor.estasolictuden asre ndcacione I y 4-
5 as obvia y no tierie Nivel Inventivo 

La reivindicacion 6 dice: Un prooedimento pars preparar tin compuesto de formula 
Is qua consists an 

* 
+ (i 

Ci3 

ro 

. . 
. H44 - it 

Dunce enoj compuesto deformula 1i.es.alqUilo.Ci-6, R2 esalquiloCl-6, R3 as 
hidrOgeno y R4 as amino 

.. . . 

El docurnento det estado do is t icj aVdesD4 ( folio 164, ejemplo 5, 
lineas 21-57) qua divulga unØdihiieflt ra:eparatun compuestoderivadode 
quivazoima I 

Herb a 
CN%QJ: 

Yj 
HN’ x5a ! 

HI
 

La solicitud Se diferencia do 04 an qua as utiIza Acido acØtico an at peso do 
hicrogerecion. 
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Este drferenc’a no parece oorIcedn on e1ºctó$cncoinesperado o one ventaja al 
proceso reolarnado ye quo obtØ tanbØæ.cbhipuestos dermdos de 3-
fen N-7 �am ino-qunazolinonas a partrrde Is reduccjon del derivado nitro porel paso 
de bidrogenaciar con polio do hierro. 

El Problems Tecnico Objetivo de.esta solicitqd as or use do or Æcido alternativo an el 
peso de hidrogenacion con p0110 de hierro’ ,durthite el proceso do reduccion del 
derivado nftro. 

07 (folio 172,4 pnimoras lineas do Is infroduocion) ensena quo los compuestos nitro 
aromaticos pueden ser reducdos a animas an preserves de hierro y Æcido acetico. 

El Experto en Is Material, enfrentado at Problems Tecnico Objetivo y conociendo el 
Estado do Is Tecnica ( 04 y 07 ) hubiera sugerido sin niucho esuerro crnnbiar el 
acido clorhidnico divulgado en D4 per el Æcido acetico divulgado en 07 en @1 paso de 
hidrogenaciOn con polio do hierro durante Is reducciOn del derivado nitro ,pace 
obtener los compuestos 3- Will�amino-.quinzolinonas reclarnados an Is actual 
soricitud. . 

. 

� El paso b) de Is  reaccian qeoo.s*Yctt1eIb0fl1puest) 
H2SO  

- NNO2  
’. 

AN 10 

Cerece de niver inventWo a Is luz:de GB Folio 17S, numeral (d) ya quo Is reaocian 
he obtencibn its alcoboles a partir do arninas ba)o ostas condiciones son del 
conocimiento general pars el experto an Is materia 

De rranera qua Is soluciOn propuesta per esta solicitud en Is reiviridicación 6 as 
obva y noliene Mliel Iriventivo. 

Conclusion: . . 

Los requisitos de patentabi!idadde.Iwprosentesolicitud seencuentran afectadosasi: 

Reiviridiciciones I Requisite quo 
N Documents N 

. ’ aldctÆdas  afeota 
Dl  W09211 3535 i-4 .. . Novedad 

Ericsson eta’ I 

I D2 i Acta Pharmaceuticaca stiecict 14y5 Novedad 

I 10(4), 254262 

03 l Ga1076747 . 14,5 Moveaaa 

Do 
D74E2

 0 123215 . l4.Y5 Novedad 
. 

. Nivelinventivo 
D5  . FR1367738 

W003106435 
l  5 _____ Novedad 

P64 . i–iy..5 Nivel inventivo. . 

Sakee Yagi, Teruketsu Miyaucht 

D7 and Chia You You 6 Nive in entivo 
I Bulletin of the Chemical Society or 

op anV? 29 No 1 op_r94 200 

. 

Morrinsoril Boyd 
D8 Qulmica Orgnioa Gapitulo 23 . ’ 6 . NJive inventivo. 

pagIna  
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En curripimien10 del ert’culo 45 dela DecisiOn 466 de Is Comis’On do a Comunidad 
Andina, Se le iridica qua debe, dar respuesta dentrodel termino de assents disc 
contados a partir do Is feclia de notificao6n dee presents comunicacian. En eeoc 
de no der respuesta al presents requeriniiento, 0 s a poser do Is respuesta 
subsistieran los impedimontos Para Is concesian, Se denegarØ la patents. 

Notitiquese el presente oficio conforms a lo dispuestô an all nurnera! 5.2 literal e), del 
capitulo quinto del titulo primero do Is Circular Unica N 10 do 2001. 

JOSE LUIS A -6PEz 
Director do Nuevas Creaciones (E), 

Et anterior requerfrniento.fue notilicado per lijaciOn an lista, do fecha 

t coHcETEcwco.iJ..i*: cc 
txM)NAnoRTEcMco 
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