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COMPLETE SPECIFICATION 

. ·A ·Process for the manufacture of Benzdiazll,41Epine 
· ··. . · Derivatives . · .· . 

···We;::· F. HoFFMANN-LA Roam & Co.., 
~NGBSBLLSCHAFr, a Swiss company of 
124--184 ·. Grenzachel'.Strasse,. Basle, ·Switzer­
tan:d,' do 'hereby declare the invention, for 

5 which 'WC: pray ·that a patent may be gran­
ted to us, and the method by which it is to be 
pCrf~Cd, to be ·particularly described in and 

,., by··the ·following_ statement:-- . 
• . .'!JiC .preSent i11Vention is eonCerned with a 
10 proceS$·fot' the'inanufa<:ture of beriZdiaz[l,4]-

epme derivatives. · ·· 

IS 

.. The bem;diaz[l,4]epm~ ·derivatives obtained 
by carry.ijig ~ the present process are com­
po1JDds of the. general formula 

.fH or R~J . 

. · (''(--\ 
. a!~"./''r=i( ... · . 

. ('+.-a2 
,,/ 

(I) 

wh~efu. :aii·. lnd R8 . each represent. a. :halogen 
', atom and' R8 represents a lower-alkyl group 

and wherein .the broken Imes denote optional 
bonds; and acid addition S!llts: ther.eof.. , 

20 · ·· According to the present invention, the 
benzdiaz[1)4]epine detivatives aforesaid are 
manufactured by reacting a• : benzophenone 
imine ·or the ge.neral form• · 

.~Ila)' 

(w~D. R1
, :Rs; R11 ·and the broken: lines ha,Ve 2s. 

the significance given earlier) or a benZhydry.l 
amine of the general fomiula . 

. . . · .. ( 

(lib); 

(wherein R1~·R1, R' and the broken lines have 
the significance given earlier) with a com- 30 
pound of the.~ fomuila 

. X--CHr-CHr-X1 (Iii). 
... 

(whemn x and X1 each represent a leaving 
at91Il or group) and isolatjilg the desired com­
pound Qf .fonnwa I from the reaction _mixture. 35 

Compotµ1ds ·of·• formula I pye been syn­
thesized· beJ:"etofore by a wide . variety . of 
methods. It has now unexpectedly been founcf. 
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in accordance wi~h the p~ fnvention,·t-Aat f~ would join to 'a.::,~pound of for­
compounds of formula Ill react with. b"enzO- mula I hereinbefore to yield the" same in salt 

· .. p~CriQne. imin~s of formula Ila or benzohydryl form. While temperature and. ~Jlre not 
·· amines ·of foimula lib and that Co.mpounds critical aspects of this em¥Uneiit ·Of· ·tJJC:,pro- .. : .. ~-~ 

5 of formula I can be. isolated from the resulting cess, it is preferred to ~;.out tl¢ ~On 
reaction. m.mure. Thl1s, by a, single: step :reac- at elevated tempera~~'i>r#~bly at .. from .. 
tion which involves the use of inexpensive about ~()0.·.C:·to ab~i~~~,~~:~~perapµ-e • 
start!ng materials, a facile and. novel route , of the reactlon medill1',1 :@4·'.n,t0$t' ~erably · · n 
"to the' kiioWn.' 'benzdiaz[1~4]epme C#ipOuilds tincler ' refiu.x: conditi~J:The: .desired' coin-' ; 

10 can be provided. . · ·. , > ·,. : · . pound of formula I is theh isolated··&Ointhe u';;· 
According to one advantageous embodWent reaction mixture. · •.. .: .·. · . · · ·· . .- · · 

of the present process, compoun~s of .foimula According to another emoodinient,.of· the 
I hereinbefore in· which a double-bond is pre- present process, compounds of formula I. 
:Sent in ~tr 4,S-ppsition, ~. manufactured by herei,nbefo.nHn which a single-bond is present 

·.IS reacting a benz0phenone iinine ·of formula Ila in the 4,S - ·position are manufactured by 
with a compound of formula III. reacting a benzhydryl amine •of formula llb 

In a particularly preferred . -~.ect o( .·this .·with a. comp.ound of formula III. 
embodiment there is used a .. bentophenoile : The reaction conditions described herein­
imine starting ~~erial ·. of. formula Ih in before in. connection with the reaction of a. 

20 which R1 is pre!tnt ··(advantageously as a benzophenorie · imine of formula Ila with a. 85 
chlorine atom) and Ra is absent. In a more compound of formula III are equally applic­
preferred aspect there is used a benzophe- able u1 this embodiment· of.,the prQcess involv­
none imine starting material of formula Ila ing -.~he: .t¢~ctio.n of a benzhydryl amine of 
in which R1 is present and.represents a halo- formula'.l:n>:·.with a compotJnd of formula.III. 

25 gen atom, Ra is absent and !ls is_present and TilC ,d.~.e-omp~ of.'formula:l in which 
rep.resents the methyl group,· whereby there a siQgle.-bond.,is present in the 4,S-positioiHs 
is obtained as the reaction product of com- then.isol«,ted·:from:.the·l'eaction m.lxture. . 
pound of formula I in which a double-bond X '.and. ·X~ in the. <»inpounds of fomiula: 

90 . 

is present in the 4,S-position, R1 is present III hereinbeforer:.riay:be.:the'same or. different 
30 and represents a chlorine atom, Ra is absent tadie;als., ~t.~t is require4 :of.them is ,that 95 

and R3 is present and represents the methyl ~ey a~:s¢.U,.151ff~ the .pUrpOSe,'l of·the pre... 
sent· iil.ventfon. Hence,·· thei'e .is, ;ec;>:P.~P~ 

~~!leaving atoms or groups x and X1 in the .use of any lea.,vbig' atom' or'• group' whlch 
the compounds of formula Ill can 'be any can be emp' ~ 'ill 'the reactfori seq' 'uence to. 

35 8u~'.ble 'teaving ~~s ~ gn;ups P:oVided effect the: dciffua~. Aparticul8.rlfpreferred' 
they are capable ()f function~ng effi.~aciously in class of compouiids of fc>miula · III · for u8C 
the present process. Preferably X and X1 re- in the present process comprises those in 
present halogen, arylsulphonyl (e.g. benzene- which X and X1 each represent a halogen 
sulphonyl and tosyl) or lower-alkylsulphonyl atom. Examples of such compounds are ethy-

40 (e.g. mesyl). lene dibromide,: · 1 "' chloro - 2 - bromo -

100 

10, 
The reaction between a benzophenone ethane, ethylene dichloride, 1 - iodo - 2 -

imine of formula Ila and a eompound of for- bromo - ethane and thC like~ A compound 
mula III can be carried out using an excess of formula III above which is most advan­
amount of a compound of formula III where- tageous for the purposes of the present process ·· ·• 

45 by it serves the two-fold purpose of being a is ethylene dibromide. Other compounds of 
participant in the reaction as well as the formula III which a.re suitable for the pur­
medium in which the reaotion is carried out. poses of the present process are ethylene dito-
Th\Js by the convenient step of providing a sylate, ethylene · dibenzenesulphonate and 
compoun~ of. fo~i.µa, III j:p. excC$s ~unts, ethylene dimesylate. · 

so. OOth the : solvent I mediurii:' and a reaction 'The following Examples illustrate the in-
\' '' partner ai"e ~ provid,_ed. ' 1\lt~tively~· the'' reac- verifil>n : 

tion can be carrieit OUt in· the presence of any E'xAMPLE 1. 
sui~l>l!!' inert ,o:rgaqi~_sol~t sµch as an aro- A) 'IJle preparation of the. starting mat.erial: 
marlc''hydocarbon (e.g. toluene or benzene), ' A· .. mixtui'e of 9'l ~· of S .;. chloro ::.. ·2 -

55 a halogenated hydrocarbo~_{e.g. a chloroben- ~ylam:ihobenzOphenone; 200' ml of ·ilm.;, 
:tene); •·an. CJ:her (e.g. ethyl ether or ch'buty'l monia, 2 g ·of zinc' chloride and 200 ml of 
ether),' 'a l~wer-alk~ol·'(~.g. methanol or 2- m¢1ano~' was-:ptaced :ii:i' an. aUt~ve w~ 
ethoxy..1eth8i:tol).and the ·mte", If desired>_ the was ~heil'''tharged>Wi~. an <?ver.;.pressµre of 
:r,eaction· cari be. carried out ilith~ presenq= IS: atrtiosphe.reif'of nitrogen and heated. for 

60 qf aii'. acid ·'i.1.~tj>tor s\ich as pyridi~e ·or :~rie~yl 24 · · hoU.ts· ·at -:i 4 S ?. C. · ·The resulting · solution 
amine, f.'ttibtifyl: 'hlrime 'arid "'the 'like whereby was then evaporatid; The residue was taken: up 
the acid acceptor serves to accept any hydro- in 300 ml of dichloro-methane and the result-
gen halide formed. However, an acid aoceptor ing medium was washed, dried and evapor-
is not essential to a successful performance ated. Recrystallization of the residue from 

65 of the reaction since any hydrogen halide methanol gave 2 - methylamino - S - chloro - · 
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benzoph~one mime as yellow prisms .melting 
at,9.5°~1°·C. 

;·· .. ···:.. B) The process: ... , :·.·. :: .,;: .r 
1 g (4.08 mm.ol) of 2 - methylamino .. - 5 .-::: 

chloro - benzophenone imine in . .10 ml.(21.7". 
~ . 115 mmol) of ethylene dib:romii:le . Were 
stirred and heated at reflux.· for. -17 hours~ 
The . c9lour _ Qf . the medium became ·._deep. 
orange. The resulting mixture was evapo~ted. 

10 and ·the residue was partitioned betweenodi­
lute hydrochlohic acid and· ether. The-result­
ing .. m.Pcture. was left overnight to ~ydrolyse 
any·- unchanged imine statting material.: .a-P.<1. 
then the ·acid lay~r. was. made basic with dilute 

IS sodium hydroxide. -7 - Chloro - 1 - methyl -
5; .- phenyl - ~;3. - dihydro - lH - benzdiax­
[1,4]epine was recovered by extractjon of the 
acid layer with ether, and was obtained· as a_ 
yellow-brown gum. It was further purified by 

20 filtration of a benzene solution through 2 g 
of alumina :(WOELM, neutr_a_I, activity III). 
Evapora~ion of the eluates and crystallization 
from hexane gave 7 - chloro·- 1 - m.¢1yl -
5 - phenyl - 2,3 - dihydro - lH - benzdiaz-

25 [1,4Jepine as pale yellow prisms of melting 
· . point 97°....:..99° C. · · . · 

··,,. EXAMPLE 2. 
>In a similar manner to that described in 
Example lB, 2 - amino - 5 - chloro - berizo-

~ phenone imine was reacted with ethylene di­
b:romide to give 7 - chloro - 5 - phenyl . ...;· 
2,3 ;.. dihydro ".' lH - bemdiaz[l,4Jepine. . 

., EXAMPLE 3. · · . 
A) The preparation of the. statting ma~ai: · 

35· A mixture of 90 g (0.346 mol) of 2 -
methylamino - 5 - · chloro - benzophenone 
oxime, 1 litre of ethanol, .135 ml (0.81 mol) 
of 6 - N- hydrochloric acid··and 15 g of ·103 
palladium-on-carb0n catalySt. · was hydrogen-

40 ated at 50°-60° c in. a rocking autoclave: 
until 2 mols of hydrogen had been -absorbed .. 
·ne filtrate \va·s concentrated ·to dcyness· ·in 
'Uaczw. The resulting oil was dissolved in 700 
ml of water and extracted with three 300 ml 

45 portions of dichloro-methane. The aqueous 
solution was alkalised with 40% (w /v) sodium 
hydroxide solution and then extracted again 
with three 300 ml portions of dichloro-meth­
ane. The dichloro-methane exttacts were com-

50 bined, washed with two 200 ml portions of 
water, dried over sodium sulphate, filtered 
and concentrated to dryness in 'IXICUO to give 
an oil. The oil, while still warm, was dis­
solved in 150 ml of ether. The resulting 

55 crystals were isolated and washed with ether 
to give 2 - methylamino - 5 - chloro - benz­
hydryl amine of melting point 108°-lll° C. 
After recrystallization from ether, the pro­
duct melted at 113°-115° C. 

B) The process: 
1 g ( 4.05 mmol) of 2 - methylamino - 5 -

chlorobenzhydeyl amine in 10 ml (21.7 g, 11S 
mmol) of ethylen~ dibromide were stirred and 
heated at reflux fc)r 24 hour5. The resulting 
mixture was evaporated and the residue was 65 
partitioned betwen ~ and dilute hydro­
chloric acid. The acid ·aqueous layer was 
made basic with dilute sodium hydroxide and 
the crude product ·was recovered by extraction 
of the acid layer With methylene chloride. 70 
Evaporation of the eX!tract gave a yellow-brown 
gum which was dissolved in benzene and puri-
fied by chromatography on a column of 17 g 
of- .alumina (WOELM, neutral, ~activity:-·lII).: 
EvapOra.tion of the duates 'gave 7 .;;. ch,1oro ':.. . 75 
5 - phenyl - 1 - methyl - 2,3,4,S - _tetrahydro ·.;; 
lH - benzdiaz[l,4]epine which was further: 
purified by distillation in a straight tube at 
130°-150° G/0.1 mm. The base was con­
verted to the. picrate, namely 7. - ch1oro - 5 - 80 
phenyl - 1 - methyl - 2,3,4,S :.. tetrahydro -

:: 

lH - benzdiaz[l,4]epine picrate, by treatment 
of an ethereal solution thereof with 5% (w/v} 
picric acid in ethanoL Recrystallization of the 
picrate from ethanol gave bright yellow prisms 85 
of melting point 201°-7203° C. 

ExAMPLB 4. 
In a similar manner to that described in 

Example 3B, 7 - chloro - 5 - phenyl - 2,3,4, 
5 - tetrahydro - lH :.., benzdiaZ[l,4]epine wu 90 
obtaili.ed . by reaction of 2 - amino - S -
chloro - benzhydryl amine witth ethylene di-: 
bromide. 

The term ".halOgen" is used in this des­
cription and in the accompanying claims to 95 
J,llean all four -halogeris (i.e. bromiru; chlorine~· 
fluOrine and iodine). The term "lower alkyl " 
means straight-chain and branched-chain l!lkYl 
groups containing· from · 1 to. 7 C:arbon atoins .. 

100 in the: chain (e.g. inethyl, ethyl, propyl, UtJl­
propyl and the like). · . ·: '-

WH_AT WE CLAIM IS:- ... 
1. A process for the manufacture of com-

pounds of the general formula · 

wherein R1 and R2 each represent a halogen 
atom and R3 represents a lower-alkyl group 
and wherein the broken lines denote optional 
bonds, and acid addition salts thereof, which 
process comprises reacting a benzophenone 
imine of the general formula 

105 

115 
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benzophe.i()ne, Jmine as ·yellow :P.~ melting ,:·:'.; ~t;9~;~...,.9{;0,!C;,..:· ,_. ... ,-,·::: :·:'· <'.·• ;_, ... : ,_., 
. :L .. ::.::i !'-~ ~-~ .... :· .. :: .. :.~ .: 1

• >· .. _ .. -~~:.;.• .: .. t. :.·;.' -,·/·.;r:-;:·~ ;-;;;frrn ;i•, .·r·;·»}·:The Pl'~~:··:,;-.··r :'· ·: :~J'•:; ·-~: ,. :hg:(ff.,08,Jplllol} 9f:~ :-: metµyW,n~nQ,.:":''.$ 1'!'' "'~- - 5 chloro - benzophenone imine in.:lO' t;nt(2l.1. 

chlorobenzhydryl amine in 10 ml (21.7 g, 115 mmol) of etl)yl~ni;::_,dibr91llide were stirred and heated at rdlux f&· ·24· hour5. 'J'he resulting mixture was evaporated and the resfdue was 65 partitioned betwen C!her ·and diliite hydro­chloric acid. The acid aqueous layer was made basic with· dilute sodium hydroxide and 
i:~ ~ ·:H$ .~~l}· ()f '.~ylc;ne dil;xrQIDjqe,-~ ~tirre.<L~nd heatecLat ~,~for; 17 J)()Ul'S." Tile:.: C9Jm,ttt:Qf,r:·J:he, '. ~mu pequne · <:leep oiange. The resulting mixture w,~J, ~'QJ.'ateQ.· 10 lµ)ti· ;the: J{esi!;l~. W4 ·P~tjo.ne4:Pe,tw.eell. 'Qi­<<· 11!.t~:J;ly(irotjµonic.,aQd.:apd,,~~· · The,a-esult.;. ~Dg;_ll).iKtufe: W8$. :le.ft:. j)V~t tQ ~ydrQlyse ~y,,.q~~ge4 . '.iQrl.i:ie- ;stanting. mat~ar ;~:i:J4 then:th~·a:cid,lay~ W'a:s ~e-basic with dU1.1~ 15 sodimn hydrqx:j<:le;,J,;- ChloJ:O - 1 '."" ~ethY,l-. ( '. ~(:- -p;llenyl '."" i.;3 r::: :dihYdro - ra "". J~eilzdjax­[l,4]epip~- was--~vered,l)y. ext.ra~ of the acid:ll!iY~ Wiith·J~ther, ~-.was obtained as ~­yellow-brown IDUn• l1:-;wasJ11~-purified by 20 fil~tion,_:of ~_,;b~e-.solqtion th~ugh i g '.·~ of .-alumina ::(WOELM, ·'1eµ!tl'~, :aa~vity . .In). :a'~pPI'IU,ioJJ. Gt the ·eluates· ;Slid· ·cryst'11,iz~tion from hexane gave 7 - cblorcr "; .1 .,. ~¢\yh­$.:;- phenyl,; 2~3 -~ :4ihyc;4'o.:-; lH- .benzdjaz-25 (l,4-']q?ine •s ,.pale i·yellQW ·prisms of ~~ting 

;:,:. PO.int ~.1°+99° ~ C:;·, · · ;_/: : ·;,: ·~· ··:_:;. :. ·:. . _-, · . 
:;;r... . . ·:·"., .': ·:·:·.=EXAMPLE 2... . . . . .. niln.a.:sUnilar;:m,ailn.er .to that.de11<;d~ in Example-:.lB, Z '.r-ammo ~ 5 ·.,.: .GhlO:rQ - :beiizd-. ~ p,lienone ;iminC'• .. wa$.:~ed'··with ethylene di-, bromide to give 7 - chloro - 5 - . phenyl..· . ....: 2~ ... ;;.. clihydro: :~,, .1H·:- · ~nzdiaz[1)4]epine.· ': 
t\:~i·.-;:~., :~:=.'· .. ~.-.: .;~ ' . ' .;·· ... ;.· n; L·;;·(,:r.;· .. :·'.· · EXAJ\l:eu! '3.-:,.~ · ,,, •. ·, .. "· A) The prepatatiPn.: <>"f theun:arting" ma©ial =~ 35· A mixture of 90 g '(0.346 mol) of 2 -methylaminq.H~i 5. ·.-:.. :rchloro.;' .- .benzopbenone 

the crude product :was recovered by extraction of the acid layer ·With. methylene chloride. 70 Evaporation of the extract gave a yellow-brown gum which was dissolved in benzene and puri-fied by chromatography on a column of 17 g of· •alumina :(WOELM; .. neUfral, ·activity• :III), Evap0ra.tion of the eluates· :gave· 7 -"• chloro ::.. 75 s -phenyl-:! .,.,inethyl-'2,3,4,5.-:tetrahydro·-lH - benzdiaz[l,4]epine which was further: purified by distillation in a straight tube at 130°-150° <;;/0.1 mm. The base was con­verted to thci.'picrate, :ilamC?lY 7. - chloro - S - 80 phenyl - 1 - methyl - 2,3;4,S .... tetrahycko -lH - benzdiaz[l,4]epine picrate,_ by treatment of an ethereal solutj9n thereof with 5% (w/v) picric acid in ethanol. Recrystallization of the picrate from ethan9l gaye _bright yellow prisms 85 of melting point 201°'"'.""203° C. 

ExAMPLB 4. 
In a similar manner to that described in Example 3B; 7>~:ichloro ... S ... phenyl ..: 2,3,4, 5: ,;,_ ~~ti'ahydro .·~ 1¥':~. benzdfaZ[l;4Jepine wa5 90 obtauied. , :by reaction : of .2 ... ammo. - S -chloro - benzhydryl amine with ethylene 'di-: bromide. 
The term ''.-halogen " is · used in '!iris des­cription and in the accompanying claims to 95 .g;iean ·all four ,halogeris (I.e. ·bro.mine, chlorine~· .fluOririe and ipdine). The•terin "lower.alkyP, means· straight-chain and branched-chain alkyl groups containing: from.: l :to 7 carbon· atonis ln the: ·Chaini ( e;g; •ine.thyl; ethyl:; propyl_, .iSa.- 100 propyl and the.like). ·.' : :, ... · '. · · .• ·:, 

.-..::, ,·: : :··. 

oxime, 1 litre ofaet>bano~:H5. ml (0.81 mol) of 6 .,._.N hydroohlori~-acid18ild ll5 ·g ·of •10%• palladium-on-clirbbn~r ataly;St:!;\vas hydrogen-
40 ate~ at 50°-60~~-,G ~~ .. ,, rociq~ .. a~q~~: ... 'WHAT "WE:ctAi&t''ls~:~. . . . . . . ·-fli~l. ~i:~: :~fY!i1:~i!i ~w ~Ma: 1. A'ProceSs for the mantifact\ire of com- . 'UtlCuo. The resulting oil was dissolved in 700 pounds of the general formula ml of water and extracted with three 300 ml 45 portions of dichloro-methane. The aqueous s()lution was alkalised with 40% (w/v) sodiwn hydroxide solution and then extracted again with three 300 ml portions of dichloro-meth­ane. The dicbloro-methane ex.ttacts were com-50 bined, washed with two 200 ml portions of water, dried over sodium sulphate, filtered and concentrated to dryness in 'UOCUO to give an oil. The oil, while still warm, was dis­solved in 150 ml of ether. The resulting 55 crystals were isolated and wa.Shed with ether to give 2 - methylamino - 5 - chloro - benz­hydryl amine of melting point 108°-lll" C. After recrystallization from ether, the pro­duct melted at 113°-115° C. 

60 B) The process: 
1 g (4.05 mmol) of 2 - methylamino - S -

wherein R1 and R9 each represem a halogen atom and R3 represents a lower-alkyl group and wherein the broken lines denote optional bonds, and acid addition salts thereof, whicll process comprises reacting a beDzophenone 115 imine of the general formula 

' lllllll llllll lllll lllll It llll * C L M S * 
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(~herein R1;R~~ R3 and th~ broken Jines have 
the significance given earlier in .this claim) 

or. ·a. benzhydi'yl amine· Of the ge1iera1 for-
5 mula. · · · · · 

(wherein R1,. R1
, R3 and' 't:he brokeil lines 

v; have the Significance given earlier in this 
daim) with a compOund of the general· for• 

10 mW.a- ' ; . -

X-CH~X1 

i ~~· . : !'. .":i .. 

.... ·. ,, 
. 3." A proCesS as .set fonh in. clailii ,, l or 

claim 2, wherein the bem~' iniliie' or 20 

benzhydryl amine starting material is reacted 
with a ~ Of -the fOl'JD.ula fourth written 
~ claim' 1 in which x and r· each represent a 
halogai·at00i.· · · .·.·. · .· ·· ·· , 

·4~.A ~·~ «t forth in claim 3, "'here-. 25 

irt the ~s;ae Uillne or benzhydryl 
amirte stattiilg ma~·. is reacted· With etby.;. 
lene dibromide; · · · · · · · · 

· S. A ~ss as ~ forth in claiiii i or claim 
2, wheteiil the ~nzaphenone imine or· benz- 30 

hydryl. !lDline startiilg ·material is reacted with 
a compoiind of the formula fourth written in 
claim 1 in ·which X · and X1 . represent aeyl~ 
sulph.Onyl. or lower-alkylsulphonyL · · · · • · 

6. A :Process as set forth in any one of 35 
claims 1 to S inclusive, wherein 2-methyl­
amino .;.· · S - chlorobenZophenone imine is 
Used as . ~ starti~g material. . . . 
· 7. A process as set. forth in any one of 
claims 1 to S incl\lsive, wherein 2 - amino - 4o 
s ..: chlorobenZophenoile . imine is used as me 
starting· material. · · · · · · 

' ~· A · process as set forth in any one of 

clahDs' 1 to S inclusive, wherein 2 - methyl- ' ::. 
amino - S. - chloroben7.hydry'l . amine .is used 45 

as the starting material. 
9. A process for the manufacture _of the 

compounds ' of. me'' formula first wri1XCI1 ' in 
claim. l and· acid addition salts thereof sub­

stantially as descn'bed with .reference to the 50 
Examples. · . . . . 

10. · Q;mpounds of· the formula :first written 
in claim 1, and acid addition salts thereof, 
when manufactured by the process claimed in 
any one of claims 1 t0 9 inclusive; · ~5 

...... ~. 
(wherein x and X1 i:ach represent a leaving 
atom or group)· and: isolatilig the desired 
compound of the formuJa first written· in this 

15 ~aim from :the reaction rilixture• W. D. WHITAKER; 

· , ' :\ . : 2. A process as· sC-t· forth in claim 1, Patent Agent, 

~ereuxin00ndthe: ... · ....... :reaction is ¢arrled out under 'For F. Hoffmann-la Roche & O>., 

.l~ ... ..,..... 
4kdeDgesellschaft; 
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