EXAMPLE F. Preparati on of 4-Brono-5-Sul fanylanthranilic
Aci d. - [err] The procedure of Exanple Ais repeated
repl aci ng the N-acetyl -5-chl orotol uidine 5 "with a stoichionetrical

equi val ent of N-acetyl-5-bronotol uidine prepared by reacting 5

5- brono-o-toluidine with acetic anhydride. ' :

5- Brono-4-sul fanyl -N-acetyltoluidine is_3g_. obtained and is used in the
_process of Exanple B in the place of the corresponding chloro
"conpound. However, instead oABSTRAGT ©F fAEcDIBCROsUREAr e used.:

The acetyl product is then hydrolyzed as described in Exanple C to produce
the 10 4- AN ) e 1N the gaem-of—whitercryst al s.
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‘Preparation of 4-Fluoro-5-Sul fanylanthranilic Acid. =
The procedure of Exanple A is repeated replacing th

N-acetyl - 5- chl or otlfiiilémeptic coublér cofttlie tiypebiheealinegiiyal g of

3l uoro ot FIAh S nBaEr BbEfest { e "dack having a core anaa
5- Fl uor o- 4- sut¥agdjinay- aget fusedutdgerhés along aopbatied efidthe Lemgklish t he
oxi dation proapsdl teX FRe aBeblipi f chle£§BLEES] Pandi ng
chl oro compound.__The acetyl Sr gdugtﬁ?gsp{’tf%%‘ﬁya‘%gl f;géftaélaxggg?f%eagﬁl n

Exanpl e C t o §Hd§de 10 hgoFoUBLLNG rxggAomithannini thacthei rematndey mfof

white crystalthe fiders. The cladding of the second fiB&AMEbEtLins an
20 riflyoronethy

N\ A | -5-T - Tol updi ne,
[err] ?mouﬁﬁaofegg}PSﬁngfgﬁ%ﬁ&ﬁﬁ???(ﬁo ﬁ955§?§?-gb§afﬁt§??EﬁYﬁ(ﬂ ne
Wwith an exceskndsx 8| thereof totatvalye reddent tha0- ti8Or&fractivseal ed
t ube accordi he de ] o 3l 25 J.A.C.S 81, 3165
(1959) qi vesrmlzll-dzsc%eh?l ogeﬁilgf Fgg?(ﬁir?e% hrbyfi %eu?éfﬁg géb?ﬁé mai'n product. 25
EXAMPLE 1. Preparation of R
4- Sul fanyl -5-Tri fl uoronet hyl - N- Acet yl t ol ui di ne. [err] By
repl aci ng t herdywmeetyl - 5-chl orot ol ui di ne of Exanple A with 50 parts of N
30 acetyl -5-trifluoronethyltoluidine, the product is
4-sul famyl -5-trifluoromethyl-N 30 . acet yl t ol ui di ne.
926, 038 o EXAMPLE J,
Preparati on of 5-Sul famyl-4-Triflouronethyl-Nacetylanthranillic Acid.
[err] _ By repl aci ng the .
5-chl oro- 4-sul fanyl - N-acetyl tol ui di ne of Exanple B with 40 5
parts of 4-sulfanyl-5-trifluoronethyl-Nacetyltoluidine, the product is
4-sul fanyl-5- 5 trifluoronmethyl-Nacetylanthranilic acid.
Preparation of Final Products.
EXAMPLE 1. Preparati on of
7- Chl oro- 6- Sul fanyl -1, 2, 3, 4- Tet r ahydr o- 4- Qui nazol i none. 10 l.
Preparation of internediate 7-Chloro-6-Sulfanyl-4-Quinazolinone.
10 Five parts of the acid obtained from Exanple C or
Exanple D are added to 5 parts of formam de and the m xture
heated with stirring to 170-175[err] C until reaction IS
conplete. A light brown solution results which is cooled and taken up in 10
parts of met hanol . The net hanol solution is then poured into
100 parts of water. This results 15 in crystals and an oily | ayer.
After separation, the oil is triturated with nethanol to 15
formadditional crystals and all of the crystals are recovered by
filtration. Geater purity is obtained by dissolving in 1IN
aqueous NaOH, clarifying with activated carbon and
reprecipitating with acid. By this nmethod, crystals that are only slightly

of f-white col or are obtained and constitute a high quality of

7-chl or o- 6-sul f anyl - 4- qui nazol i none. M p. 20 - 310-315[err] C

20 Analysis Calc'd: C, 37.0; H 2.31; N, 16.2; S, 12.3;

a, 13.7. Found: C, 37.1; H 2.60; N, 15.8; S,
~.412.4; d, 13.6. . [err]max. 295 nferr]. . Il

Fi nal Product [err] - (A) 103 Parts of al um num

chl ori de were added to 25,000 parts by vol une of i - di et hyl ene

gl ycol dinmethyl ether while cooling in an ice bath. The m xture was then
stirred with warm ng and. 200 parts of 7-chl oro-6-sulfanyl 4-qui nazol i none

added. A sol ution of 140 parts of sodi um borohydride in 7000
parts of dry diethylene glycol 30 di mret hyl ether was then added
~gradually. An orange m xture resulted which was kept 30 at 85

C. until the reaction was conplete. The reaction mxture was then cooled to
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