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of 2-N sodi uny, B} T’“’ proc 'Zazw(of Jrelti %llgt %gkﬁr%’i K aj:? re-
nyar oxi e ver'? agliAERY RoLias Sl L
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vas removed by 134 rasﬁ' "%f ﬁ‘aﬁﬁ?’ﬁ Bn siom. ‘1?5%4@%’# A om congenien:
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7- chl or o- 3- hydr esdjunssuigheta yhd @nutrated byefistilieat dictif melghg ar 229°—B1°:Ch@ehtioved 1235

di hydro - 1H - benzdi az[ |, 4] epi none-(2) via phenyl - 2,3 -
d| hydro - 1H - benzdi az[|, 4] - 8 - chloro - 6 - phenyl - 2,3 - dihydro
- 1H - epi none-(2) of melting point 197[err]-198[err]C 95

benzoxéﬁN az[ 4, 1, 5] oci none-(2). o (with decorrp05|t|on) 35
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B) The process: was stirred at room

t enper ature for 20 The treatnent of 2-(2-chloro-acetam do)-

hours, then filtered to.enpve a snmall anount ' benzophenone al phaoxi e
with a base as de- of gel ati nous rr%eri |. The filtrate was di-

105 scribed. in Fxaople 5 nave ’3 h -5- luted with water
and acidifi o Wi echyiW¥etaté | 3_

benzdi-az[ 1, Sa "?}':?tl(fl vﬂzd:ﬂlo ll%zéﬂae; p {(;xglc ggr%{%f? a’igﬁ/ a!&dil}or esaeggeg:ftoamn %
epi none- (2) V\nliebrystﬂlz - 2he3- dla dsomH-mert orga elsblmmsaodllpil twl hized

and was sep 3{1@!“ y‘dded h ¥, 9 pulg Sesp @iy Plt—
filtration ?mecp e ﬁﬁhra%e g%,““ r:ﬂg’ fhff Ea, 5{0% % the(g?] v.{ P} ﬁ?@

after - recryste{bﬂﬂdﬂa-tqunza‘ramydro-l BaEposi tion)]. D|oxan was rem)ve rom

110 met h ]eele@eﬁ)l g @pin§ H8&rnedi at e. S the filtrate by
distillatio P%n Hecrystalliza 2

sure, and t rhggihﬂ“ﬂomsy Y@ﬁé(fﬁge%eween 50 [ - EXAMPLE
10 - ) product in analyuozahj pwre femm and water. The | ayer was

A sol uti i.on of 3T'§f o halpger” ipfus i Fﬂe@ﬁ-o- dried ovél sodium sul phate
and concent aty mdmemgVaga'l 'B‘hb tI;e,a logt:nnlt em qgnip% ng ol hb to a
smal | volu amh t dAldritie iddh@mi@ Sarél i pPeferred. ave the sight A{%g n{i (iek c n Of

di oxan and 18 FiyfthesowthegnR* represest;l a/éldlmphenmlt h.‘jlis bt wttich is Tﬁt&nﬁahuy IfﬁﬁlecWaS
hydr @XI de was ]%Perrg:&@ Ph ‘pﬂ Gt 2. A pfocesy @ eset 1f<mho llaim dol som
of activat RBdgHe-chainaad b thed Q12 rouﬂﬂs‘SQV;l}ﬂ:dc&fl me"g rie abseat

Siy i i ca ech&aﬂnmgOnﬁao)seve{ncaarbemrammat(ég- 3. Ap e qj',ﬁfmw mWMigeh 3-N
hy#tdchl ori ¢ awetbyl, ethyl, EfﬂPYbfan@ Heopeopyl edah e, iavhdréuﬁ ai e&pkdokimeen ehivis RA -
wassadded to g{‘j‘; g‘;‘g:’ “M‘%EQ nd R axg ey ghe 65

[ Py yl irr 1 thereto (e E%folc ] a?ibs/%mmﬁe | Iation
undgr. re- Gher (The - teﬂﬂ-l arylb@hm ardeaasz JPAERinee in which Rdxuﬁresdms
préssure and £ %“°P§§' aphenyl a(zx)ulogﬁ areht isngsehodsnthe startlng |
225-228[ err] Cy hpht glgﬁ’[, (eg SRR bt vegtiithat er and_met hyl ene. chi ofd de.
i zati on f rigMmbénzttestiptirgl ﬁftostylet rahydr o- furavﬂlerem said hXGige s&fmﬁ"fgcﬁ“@[ ém}gas

separated, dri eﬂavmeeegard to therpiovisioen pfeSegdope C6) ﬁUﬂSrdeﬁSasl’ﬁdﬁor@ int dm PI @r
sodiam sul phaee of gﬂtﬁﬂ‘:’ema’t% I‘B‘?‘Iietsl | dlaim 2, wheredn@n plpkpoximt tin whicaR*
229[ e¥r]-231] qr()p_ 44 0@ 'ie&)!zmﬁﬂd represents a pyndyl group is used as the 75
1,173,308 el uti on with et hysf 7aﬁ E@f@s SER& #hr@dind gg@e @nd
this el ai m¥nd yHéTaWEsCIF M ISi—eavi ng at orwherein Osaid alphaoxime R* and R® are

fraction whi clao,gﬁ? ﬁ@s };ﬂﬂfaﬁ%é E‘?“ifstaa?est and R‘ 13 Rsgsen inothp S-position apd base
in the presence of an :%megf in W& 7,

material- from I n@rt orgam C sol waﬁielna p,mgegegib,ﬂglstg BRomine
acetonitrile yielded a2 whi ch was atom corrpound of the formula
first witten in this [ 5 se p:’fl sfF;t IBrimY'Pﬂ‘ed"fl-
acetonitrile filtrate g wi t hout i solgd] qpa TSR i pyridst 85
crystallized to yield ®br ono- 3- hydroxylﬁa» }}process Ei % Ofal ﬁ?loﬁ%of he
general formnul | Qher 1 and R* clamms 1 t ¢!A§y¢,w exein) the leaging3 -

il o 14 ke tr?ﬂ&r::f?t;;f”::“;‘.;fmg b, By Es Prg

5 198-  R® represents a lower-alkgD @foly rahdC R4( W Qﬁ@e@ﬁbséet lf&ﬂh)m any one of

crystal | i zaafel’resems enyl group o 2 pyridyl arQ cldJmsoh td B Onchaiveyi wheteinetho fleaving
t et r ahydr o- f uffy P and wherein the brokqte wq k giendsie ap Ardsiphenglogk e1.00C

e that the substituents attach
gave the 45 thereby are optional, whl Elpﬁl'bk‘% |W§ ém P Gt ff&{hnfn any one of 95

The term ' hal @gemg ias alphmeximé pf thhg@erslrfermufal -claims 1 to 9 inclusive, whereinCat ildafing O MEAN
chlorine, fluorine, brom ne gt@p Bndereinditands fafhe noweRdlkyl-
represents a hal ogen [.,,.,s, , Wherein Rilf;‘ ‘;‘rﬂcligg“PSRset | dmtar;le oplg %lt(en
atom chlorine and br .{rke preferred. caims 1 to 12 ,ﬁ %@,\éﬁ Lh Skali- 100
significance given earl metal hydrEd:Hetzhtﬂéd asheBaskd T epr esent s
a hal o- phenyl LA RS AC| ai m whi ch |é41htpewwedﬁa€tef°?hflerqm 13,

group, the fluoro-phenyl ﬁ'roup is preferrefe said =_alkal-metq E}¥55?3‘§’§s Bs set

x1de
forth inclaim 1, L@;sn;s LePViEkh 3 Kidim 11 smysed
to mean both , wherein RWrﬁr @?,nRarandllthmkanresubsmn deitribed Wil @dBdrence t
strai ght - chai AnSEnkRvS e snifigence Biven swcier) ing rEramples 1—5 78 88508 wsloHa. st art| ng
material . containing up to seven-carbon atoms (e.g. 3. A
progess as set forth in claim 1 or met hyl , ethyl, propyl
and- i sopropyl). The claim2, wherein an al phaoxi me in whi ch R2
term 'alkylsul phonyl' neans a sul phonyl ~and R3 are absent and
RL is present in the 65 gr.oup. havi ng ‘a strayght 1
or branched- .5-position is used as the’ starti ng materlal
25 <chain | ower-al kyl group joined thereto (e.g. =~ © 4. A pr

set fort h in clai m- 3 _ _mesyl). The term aryI sul p'h'onyl
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directed to the clains of Patents Nos. represents a pyridyl

group is used as the 75 1,022,642 and 1, 022, 644.

starting material .

7. A process as set forth in claim 6, 35 VWHAT WE CLAI M
IS wherein in said al phaoxinme R2 and R3 are

o SR T RS

" represents
- 8.

a hal ogen atom 1,173,308

" wher ew ‘eRuiorCiwitin bthy) Qtetadd @parattdSa &cda O Mhi§ elalm and L stands for a leaving atom [5@r 1]

-at om fractlon Wthh on concentratlon gave crystals. or group, with a base in the presence of an 9.
A Droce eé’f fmert organic solvent and proceeding to a
pr d{ ; pound o e fo la first written in this
cl ai g ﬂaz@te Bieratibh) - mcéﬁi\ﬁﬁl@ﬁlﬁ'a@a%dn in® Ybith n of a benzoxadiaz '
group i $rystal;i§edl ay lyield2 y- bgmmsﬁhydroxy-s- [4,1,5]ocine of the general formula 55
10. A p 1 é&; ;'gfdf‘h 32 one of
clainms : o 4.ne | eavi ng wherein Rl
~and Qiaﬁ:h’m @&% and r‘ﬁ ands for a chlorine,
br om ne hegane followed by drymg alD0°Ggayertheor t he t r| fl thyl or nitro group,
i odi ne ®Fadpst in a“alylucauy P“’:ef"mthl ocifi 90 In R3 represents
“a | over -gloky heR A AR R his, pectt 11. A process as set forth in any

one ofs and iodine. When R! represExﬁsp&&ﬁlaéhhS , LR RN VR?, Rﬁ OHP afMl the B¥kendyl or

_cl ai ns Rtomp Cglommc#ndsbmgme w!tremeferred hémlcsehnvc

ignificance given earlier in hal o- phenyl

s
gr oup ag'% ﬁr’%{m l al:;;f;henegl this claigy, gggh [is gxfegc’qg tefyofornmed.
aryl sul <y s ii"e‘éptésnfean"fom ek TSy &ﬁ?ﬂﬁ a%’“éilbéf" tuent s

att a%F,‘dtralght-cham andreranchedxdiig il Broups 1s used as the staftin y are optional,
whi ch p%@?} rfgr*‘?@scarbon atoms 1@8. A prgesss as sseﬁort!i (mtclaun A any one of
yl, eth ropyl .a Y‘ﬁ?f
95 1y Loy ‘K%f"?‘i‘i@fl | ;s <o o delupipen it mul a
| ai ns L(fu Iﬁky Elf u sentan R 1spresentm 65
c rduf hdvihg ed as the starting material.
gr oupsl chdire lesveraalignt amks )(flitﬂ 1361’&0\433 a' ky -process as set forth in claim 3,
sul phony* arylsulphonyl" means a wherein an dplgpxijpe in which R’ represents
13. A pf *KIL rte hal; 1;gen atom is used- as the starting
e:

claim & h@haager graa;t q&hedem

i
Eudh rhsaﬁméﬁtkab docess 2 Qet forth in claim 4, 70

met al 3gh ;bdrzgmuu:bowlsorugsehi as the base wherein said halogen atom is a chlorine atom:.

her o Bt R B L b, Ko e i o

oo h b BRI AR AR S
s arting material.

15. A process as set forth in claim71A processl@5set forth in claim 6,

her ey YRR ol Wk L2 Y b e 1 1y o
descri beguiab bk ep:m e h;fofg’% ROSEPLAS ggi ficance
given earlier in Exarrpl es 1- é ¢§e§ proddss sl fork®- ik 2claim 7,

1,173, 308 elutign with ethyl au@tuﬁxesasierbdow exonn is o brechine this

clar m and L st anés
gave crystals.

Recrystalli

a |l eaving at d‘ﬁgﬁ ) cesh ral L forri'h ‘M“aﬁ:h gnconcentrat I on
gFoup, W th afaSe § kel bhaeD 6 Hrical gs

zati o the materi a|grouf7 O Mpyridyl<2) group.nert or ganr c sol vent

and proceeding to a acetonitrile sé\l ww?%;ﬁ?%b ?
conpound ifreih iR af Ok BaltPrefrbskrti ta Moﬁt% (s s w%% gfl Itration.
1

The agetamm b the Erifluokdutetdyleor ﬁﬂrﬁlgfﬁhp,

Wtomd, SOl @t 1 ON enzo di az

crystal |R°Z@HI‘=SCW~'® a 9@!‘3’1 2robp apd-R3- hy til: A pro&ss as set fort[rzlp Vel ucrafne of the

general ¥
di az[I

decorqgoszhdrebga aje. optieal; whiklaprbdesXomprisgser I 12,

eph oupor1 s }091 eavingH - penz-
ST e, e WUUSE i) oy Sy L o

probesO#l def Eithan hyX bt & @b

t et r ahy d¥esring ar gihqgripe of the prasealrfermuly| | obimesdll %‘gdmyrsng verei OB leavideC gave t he

product in

anal ytically pure form 8ou fos1 o dsr-alivk ysed in this

TOUp.

specifi - cation gk@sfean chlori nemp}(ﬂi'} as 43 @FNE alky oncdf¥d” | Odi ne.
When R1 repres <hal ogen claims 1 td\ﬁ]EIiﬁluﬁivdevherEiR,anR&,ah-R%oand t he
_broken atom [CHl orThe and broni n@etaiﬂlﬁdrm@fl%wcbeﬁ the base. lines have
t he significance¥{l arlier in ‘lﬁt ‘gf’ss &‘%\a@% {i‘l‘lh dgﬁr mddnts a

hal o- phenyl ‘this clai m \M’bb&e;hnl drb,meerm Edta te‘f Forrred

group, the fluoro- . phenyl group |s reflsarAepiocess as  set forth2m Aaimp1,0Q@ss as set
‘forth in e 5 1RY ¢ ’é‘ raal Iakwmfé‘;d ‘gﬂ’e fer centdan bot h
wher ei n 35 HAS MBREFach %Wﬁ'?c??f _5073 &P Mhtcri&i n and

br anched- char n al kyl groups | s used as the starting materr al .

contai ning up to seven carbon atons (e.g. .. 3. A process as set
forth in claim 1 or nethyl, ethyl, pr opyl and is’opr opyl). The

cI al m 2, wherein an al phaoxi nme | n whi ch R2 term "al kyI sul phonyl means
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group having a straight-chain or branched- 5-position is used as
the starting material. 25 chain lower-al kyl group joined thereto (e.g.

4. A process as set forth in claim 3, mesyl). The term

“arylsul phonyl ™ neans a - wherein an al phaoxine in which Rl
represents sul phonyl group having preferably a phenyl, a :
hal ogen atom is used as the starting substi t ut ed- phenyl (e.g. |ower
al kyl - phenyl ) or mat eri al . » o4 QPP og .
napht hyl gréup joined thereto such as 1,173,308 5. A process as set
forth in clf@am. 4, 30 ben hon [ or tosyl.

wherein said h W Mﬁfa resgt OM x%:k’%ﬁ%ard to t
provisions of M‘anan oneofthei e S Fol S, BOFF Kot ® cb,, ol

9 of the Patents Act, 1949, attention is AkddngeseliscBaft. Wher ei n - an

al phaoxi e plifled¥oi & anestyvs StatfbhdrF OB& by the Coulide Pressy, tamaonoép..%kee nts Nos.
repr esent s Peblighyd bickpé PayabOfice; B, Saytemon Qﬂ%ﬂﬂ-?@nﬁoﬂ- W.G.2,(foom vhirh cepipe aky DOgbtaied)

starting material . 7. A
process as set forth in claim6, 35 VWHAT WE CLAIM . | S: - '
wherein in said al phaoxine R2 and R3 are 1.-A process for the -

manuf acture of com absent and Rl is present in the 5-position and
pounds of the general fornmula ' represents a hal ogen atom '
80 8. A process as set
forth inclaim7, wherein said hal ogen atom is a
brom ne [err] _ atom

9. A process as set forth in any one of

claims 6 to 8 inclusive, wherein said pyridyl 85 group is

a pyridyl-(2) group.~
10. A process as set- forth in any one of

claims 1 to 9 inclusive, :wherein the |eaving , Wwherein RL and R2 each
represent a hal ogen atom L stands for a chlorine, brom ne or 40
atomor the trifluoronethyl or nitro group, i odi ne atom

90 - R3 represents a |ower-al kyl group and R4 11. A process
as set forth in any one of represents the phenyl group or a pyridyl or
claims 1 to 9 inclusive, wherein the |eaving hal o- phenyl group and
wherein the broken group L stands for an aryl sul phonyl oxy or

| i nes denote that the substituents attached nmesyl oxy group. 45
thereby are optional, which process conprises _ 12. A process as set

forth in any one of 95 treating an al phaoxi ne of the general fornula -
claims 1 to 9 inclusive, wherein the |eaving :
group L therein stands for a | ower-alkyl -

sul phonyl oxy group. 13. A process as set forth in
any one of ' [err] _ clains 1 to 12
i ncl usive, wherein an alkali- 100 o '
nmetal hydroxide is used as the base.

14. A process as set forth in claim 13, ) ~ wherein
said alkali-netal hydroxide is '

sodi um hydr oxi de. 15.
A process as set forth in'claim 1, 105 , Wwherein R1, R2, R3, R4 and

t he broken substantially as described wth ref erence to

| i nes have the significance given earlier in Exanpl es 1-6, 7B, 8B
9B or 10-12. 6 : : 1,173, 308
16. Conpounds of the fornula first—witten MI D. WH TTAKER

in claiml, when manufactured by a Pat ent Agent,
as claimed in any one of the prece ;mﬁiﬁﬂﬂ“ﬂ”“m“"l For F. HOFFMANN- LA
ROCHE & CO.,

Aktlengesellschaft,_Prlnted-for Her Nhjesty s Statlonery O fice by the
Courier Press, Leanmi ngton Spa, 1969. Published by the Patent O fice, 25.
Sout hanpt on Bui | di ngs, London, WC. 2, fromwhich copies may be obtai ned. h



