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6+« - - iSlncethe perOX|des of forrrulalc readllﬁfﬁ& _
reduction,iythe®mxtute . PANBNG @BEG anpound .of
formuka-l, Ii Wi Lhean—oxi'disi ng agefity NG ordinarily conta 1F191’237
end. pr.oeluc‘ts of 3f or nu ggEsr R pget her vmltlh“Y e perOX| des . ° ormul a

| c. M@onpl ete r%ct WY e ';"f Ber o Ae RanpPRaiaC awR! |1€d6‘e,($8)/mdnhoﬁhng5 Complete
separati- ng r| t FRE S __:;._nCBpe@ﬁﬁcﬁf abMarch,t1968. oxi dati on product is

submitted: Y0 A4S BaLNERLV Uhida SRELGE AgeR@aNib. 6261965) on
desi-red; -he wev@ ég%uﬁclh 19675rrru la Ic.can be separatéd from

t e .mi xt ur ] Obt%n A Ay / fhca?im Hﬂ%mted States of (Afmeft&rmﬂ. %39,315) on
Vit han -oxiddi si RN / t ni ques . chromato- _
graphic. separation or YSeax d Ma . 1970. The
peroxu des formula lc are <l.ai. med éepe%t]’at?oﬁ)é’u%l%%m ?l’ca ion of our /.

10. tcopendl ng Appli-cati-on for . Letters ‘Pat ent —NO. 282 /4/?9 1((517%W1Q8A
Seri al 191239) fpgex at tance: -—cft@(:tmatupmm othtpaszdeQ G

conveni ent I?- carrie ?)xu% ?ocf/eprreans 1Q93,ah@9ﬁ’2ad@11 A3, 2AT, 32 12A4A 3A12§‘1§
convent'i ona}ly used- for the reduct C 11 A4, f{l %ﬁ 'aga 1ﬁgﬁe
or..trial kyl ki phosphl te), preferabl ¥, ol egg@i agygrgﬂm (Bmlzng?.Y

such- as an- 45 - al cohol (eg. @b, 4@r25&f cﬁs '80Y, 305, 32Y, 321, 351, 352,
NN- di et hyI 5formani de or, Wwhen usi 364 365, 650, ﬁ&, 682 761, 7§%|]t750-f27?-h@76 LF,
perOX| de, 't me reduction can be cads )ed out in an.aqueous solvent (e.g.

in:an aqueo s- al cohglrirkarisml CRRIGLaticd:neC DRABTLG20N is suitably carried out at

room "' - .7 % tenperature or. above, Pr&SRPRETY s@hcﬁqbgmature bet ween
about. 20[er ] C.and 100[err ea.rl | er txnf _
aofe af“ a

hydroxyl proton of a co rﬂlmcydqﬁlkantgi ag

prototroplcishlft to formthe comi'e & E‘t‘Hre WE?O f forrrulall
20" " Hn solution, tywe mrsehnaht Réored anpmxmueds;usomfamjswes

of & corrpountd of of 12861184 Gaentaktierswmeskd, Bosley .Swwerlt , B boselidesit og‘bgm[‘m

t aut oneri ¢ f\fr s |e anfr MhiCh‘Wﬁé’fgéf t%?ki patep %::?td‘i";\ﬁb% Q,'ﬁ%?
f1

forms present is §epen3éﬁ¥e I?%’sf riéd with 13dxaz£c a&atotaem]zsaxymﬁem 5
enpl oyed, the pH of thgetggt ﬁ,rmrxﬁdn étlﬁfeafdmhﬁmvez@n is also copfgmed s

t 0. say, ‘the: rreanl ng of wik Et{ﬁactn]c t epuredions Rf saif dlerRyayep- or
" Pre A aeiar o BT, ﬁt%*t‘%‘r tst rﬁﬁm ﬁf%“‘“

"'W

and 11. For.} -~ =25 ° The 13clex «@lkerEﬂlaal
product, ‘obt ai ned upon Wfft?a't?rﬁ)ﬁ’m&ﬁﬁ‘d”“hege"m J’atlon of-.

5- phenyl 2, 34 di hydr o-'5H-:i-ni- dazo[2 1- al.i-soi ndoI e Cf _'t\al ns ‘a mxture of :

t he i somer hydr oxy- 5= phenyl -2, 3- di hydr o- qM [.2,1-a] i'soi ndol e and :

2- (2- S ui benzoyl - phényl ) - 2 |mdazol inétT A tIO of .-about- 1. 1., : The 10
acid: addItJO salt% isolated30- "~ * in thenef ALy manner fromthe '
reactlon pro uct of the .oxidation and reduct | o f . 30 '

3adi hydr o-5Hi ni dazo[ 2, 1-a] i SOi ndolaefﬁﬁe ordi:nari-ly obtai ned as.

5- phenyl 2; 3%
those of- e conpounds’ of . fornula Il _ Conmpounds of fornul a
| d are prepaﬁ d from conpounds of. fornula le by - treating an qnld

addi‘tion. sal'tj (e.g. the O hlkyoh6 B diitachin fodm 2 todnpdm
of for rruI a. & with a |dﬁgﬁ’t§%§f§éﬁﬁ§£ ﬂﬁ“&mc@ommqm@e 3ced by

The-.: 35 . athediKiicdivitwly cqrescpes delpgen sl g,a% 'e;ﬁgfgfgf éﬁﬁ{ﬁ

| ower - al k-an't‘)'i" as t%e scﬂm}’@r% ao‘ wer'alkﬁ:,;f,lmeﬁo :ﬁi nglﬁ é’:c» ¢ ataifls briiQéups Bag@di ¢ 15
sol'vent . such atomers L d2 R&E Q&hl;foends in wh1ch lb'etswettﬂgt ut

r gom tenper awr e and’ t upfe ttsm@@r groupr @ndo facid haddigioh eslist ofc spid gpmpounds an

mi'xture (iedup to. abouﬁto:&éiﬂ[errl ) 4 PSR
formil a I'd asjwel | _as the 'E@rﬁp@g‘%% forpy lﬁqufggl’;t ?giﬁﬁ%ﬁ%ﬁigfwgﬁd& 20
| 11:'ar'e obtai;ned 28 racE#® @8 " e“‘rﬁ’S It’npctures can. T)ep .separated into the

opti’ cal 1y acttve ant i podes if-desirted. Lt wll thus be. appreci ated that

'll'

bot h. the raceffic - - L xt*‘ures and- Opt kcal'l y acti-ve-antipodes: foorm, part
of th| s T nvendi on.- . e AL ter ttat el Yo the’ corrpounds of: fot rrul ae’
L1y - and:¥g aforesafcl" can “be’ 45 rapufact ufed accordi hg to the

follovvlngfornula sthere in ‘whi ch. B R[err] R[err]_ Rlerr], Rerr] 45
and ‘the brokef li nes: have the 5|gn|f|cance glven'earlier. S s
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| 1,191, 237 o
. B - ..~ According to

nt of . the process outlined in this for mul a. schene, . g t he
fornula_lll are prepared by cycl il,§ﬁ£jg?n_ of a phthalim dine of

The cyclfsation of a phthalipidi-ne—effetmita——s Teadi Ty

nt with a. LEW S acid i's prefefably tarried out HPth oresé e
n inert organic solvent (e.g. a hyid’t ; "ol vent: such as
xyl ene) and: = S g

AR \\’<$R4_
: jw-here'in B, RY, R?, R‘, R* and the broken lines have the significance gi(ren earlier.

~ The compounds of formula II are the tautomers referred to:earlier and it will
be appreciated that both they as well as tautomeric mixtures wi

of this invention, Tautomeric mixtures can be represented as follows:

N /“\

Ry 2
. —ﬂ--Rs_ e |\\ 5 |
K'X‘R‘" x . é‘l» R-.'__'
. ) an S ,. e (IF)' .

e whefein B, R4, R R’ R* and the .broken lines have the significance 'giicn earlier.
A "~ It will be appreciated that the term ‘lower alkyl’ is used in this description and
10 -
. . carbon groups containing from 1 t 6 carbon atoms such as ‘methyl, ethyl, propyl,
| ‘alkyl ether groups in which the alkyl . group has the definition given earlier, The
. . term ‘halogen’ “herein . includes. all four halogens, mamely chlorine, bromine, iodine
" 15 and fluorine. It will also be appreciated that the dots in the formulae given in this-
) description and in the accompanying claims are intended to represent carbon atoms.
One particularly interesting class of 1,3-diazacycloalkeno{2,1-a}isoindole -

11 in which B represents an ethylene group which may carry a lower-alkyl group on -

20 “one or other or both carbon atoms, that is'to say, cor_npqunds of the gencrg_l formulae
R . 2 e
S V5 TS 74 VA
= . - : . ' /\OH ' .
IR YRR 7 5
Camy R A

© (wherein R, R%, R% R* and. the broken lines have the significance gfven earlier and

R® and R® each represent a lower-alkyl group), and their pharmaceutically acceptable.
- acid addmon. salts and tgutomeric mixtures, A preferred class of 1,3-diazacyclo-
25 . alkeno[2,1-a]isoindole derivatives provided by the invention comprises those ‘com-

ethylene group, that is to say, compounds of the general formulae .

' th- the -compounds - : .
5 . - of formula I in which R® is present and represents the hydroxy group also form part

in the claims appended hereto to mean straight-chain and: branched-chain hydro- -

| derivatives. provided by the invention comprises those compounds of formulae I and -

-isopropyl,. butyl, secbutyl .and tertbutyl. The term ‘lower alkoxy’ denotes lower-

‘pounds of formulae I and II in which R? and R* are absent and B represents the '

...'d 5 ¢ by treatment thereof with a V'S acid such as titaniun -
oy at mer fwi t] _LgV\V- ) h'as titanium
qide or bor.on. ST L triflu Ni- e.. The oxidation-and .~ - 7
a_conpound -of formifa 111 tg fonf the . - desited end
acconpl i-shed ‘by the: procedures gLpbed earl i ?r AR

1¢
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10 - preferably at an-el evat ed terrperature sui tably at the reflux

terrperature_ of §he 10 ' ‘sol'vent. A preferred tenperature range

for the cygtisation of the phthallmdl nes is : - a tenperature between

abouz 50[ egir] C ard- 200[ err] C. : o I[mmhthallmdrnes of formula VB
r% epar ed: by condensr ng a’ 3 phenyl o pnt harTde of tne gener al

for 8., ' _ 1,191, 237.

wherein. - :

R[err] R[err] R[err] R[err] Ra,rf‘}’ﬁe“%roken line 1( \ﬁte srgnlflcance

gi-ven earlll “wi.th-a di axjngaf- formula Xil.

3--pheny] - thaI ides of formula VII arld the - - 7 di am/hE& of formula Xl

ar € known corrpounds or . anal .ogues of & _\g?mcorrpounds ¥ ‘whi ch are o

readlly accessr bl e by anal ogy to- th conmpounds. w5 '

5 - The preparation of- the pht hal i m di ne startl ng- materl aI S of

forrrul a VI '-S' Ol . catal ysed by salts of organic bases such as pyridine,

Tﬂfl al kyl “anh nes, - qui nol ine:or - (ITo)t hyI enedi am ne quIﬁ aC| ds such as

as gani c acr ds i neral aci Ci gs ﬁ

e 0aeS pnasphor o acR A2 A et Eiaf“i;#@éﬁ‘%ﬁ.ﬁé“ '@ ind cﬁt

zinc -chlorijde or al urﬁdfdmmlgtha&dydmke Ef-eTisoREblC adrivdisst §ro i tIy
are:the - 10~ 5 <l theseoih whidhy R (vdun podseme) @presepy i o:ralon& smmhandsR“ (when 5

pyri-dinium hydrochl. OPPFS 1) represengs ayghloripg gr e‘gmmne atom or ¢ tAltOH-‘é ipseset i on -
using an- exgess of tH#gE fﬁ;x’io%tﬁ ? AterRounds o foela g Wétgﬁ‘{yvéhf > that s to a5,

However, inprt. organi ¢ soI vents such as al cohol s (e.g. nethanol or

.J

et-ha'_no_ll)'-, ‘hydro- - .carbons (e. g benz & or toluene) or ethers (e. g
tet;r'ahy-dr_of ir an” or  di- oxane) can ‘15 errpl oyed The reacti on is
carried out}at -an €l evated terrperature /zj rany 15 7 - ratra; .
terrperatur'e above 100[err]C Especi al B % su{(\algl e tenp tures for carryl ng.
out - ‘thizs reaction are terrperatu«l"" bgﬁ ween . abgltrj 180[err] C and EE
250[err] C. -~ Alternatively, "f rXpht hal i mi'di ne starting rraterlals
ef. formula VI can be prepared L . b¥ catalytically hydrogenating a

98- phepyl - 112, 3,°b- T ehérahElrse; REFHTRO8ROMR blok@ fine@ Bave the digh@icHdO A 0
' W : qzccoraﬂﬁ qutraezasmtbdmralkﬁrfamﬁl ment ng ?Vﬁe ep rlg?)lcess (%lat %neﬁ in
fefle foregoi ng te thia grpeess pmededcbvrmumdmom,ftha‘ b3-tiadagyclodlkenc{af- be

gg
! 1 fi
AU e o P e s e

rl% VITI by T e P§Rg2gcompoun 15

gano talili c phenyl corrpound of formula XI'. 25 The. reactl on- of

goldli azacycl gal keno-i-soi ndol oné -of:"f-or mul a N"*‘W"t h a phenyl- 25 .

laadt hi um co oun_d of formula Xl can- conva Henfly be-carried out |n the: ..

B%‘esen%g - .an inert sol vent ™ at 7 \CF@omterrperature H gher or:
rrperatures_ suitably - . those inghe range of from about

10[err] C to}100[err] C. can also be enpl oyed.. { able ~ solvents that

can-be usediare, for: exarrple “hydr-ocarbons - s OER. S benzene tol uene 30
or - xyl ene, '_ethers or m xtufes of such sol.vents. '
30 _The divtereia o} 8| HeE RO b e NKe® Mikes ata&rme @ﬂmﬁ@{nﬁrél@g arfiér,
fornul a VI 11} are cl amtbeldlammeofthegsmralmnulm the speci f| catl on of our -
c_e_p_e_notr_ ng Appl i catr on- for Let t ers Pat ent I}PN—-B-—NH., ey IR

20 wherem B has the sxgmﬁcance given earlier, or w1th a salt thereof or by cychsmg _ 20
. a compound of the general formula ) T :
I e L1 | N—B—NH_

T T Rz\/\/

table N e |

yolo- Lo AN

com- 25 T T ]\-’-Rz’

' | D

i e et b v i 4 0,
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28278/ 69 Qnow Serial No. 1191240) -and can be prepared as descr.i bed there| n.
Accordl ng§§o a durther. embodi-nment of the process outlined in t he -f or egoi.'ng

35

nﬁul a schene,. canpounds of fornula le can be manufactured from
i 435 . of fornmula X by,mlezamtlon thereof with an- 4
é or gano- TTET"’&l'rI A ound pf TormLa XTI The.
e R LT o B g
ent at -a terrpeg‘ﬁi roonttenperature Gp to
terrperature of the soI vent SUI t-abl e sol vents which -can be used -
exanpl e, benzene, tol uene ‘xyl ene, mt\her d| oxane
furan or mxtures of . 40 ug nts. - - . '
f organo-netal lic phenyl corrpounds Rb-fl—% a XI are phenyl
jodi de, (3-trifluoronethyl-phenyl) - ga¥veS/um broni de,
mesi um - chl oride or phenyl-Tithiurg 45 ... The
f forrrula X are clainmed per se in the specification of our
copendi ng Application for. Letters Patent No. 28273/69 (nO(on)
11912405 =, whereid/B] FOAR? Bigd {he SEdkEe Hoeh havd QB sigrifeshck givee balier, or a
tto anot her enbddtydredtnveﬁvetﬂq@ofpf@emyaldbmmhl s invention, corrpounds
1 in Wmch Rierr] is present- and represe rs\a “hydr oxy group.
unds 50 .  of. formJIaIe) andtautqmar ereof of formJIaII
Uf act ured by treating .50 - - RS
am noal kyl -i soi'ndoline of formula )ﬁ%ﬁ/\k«‘{h an oxi d| SI ng: agent
- gaseous- oxygen or - a chemi cal oxi dant such as chromium =
acetlc acid). . - The treatnent is preferably car ed
presence of ap vméxgarB @R:SR} uethe broken lines mhhaslgraﬁchgcdrgbaamm with
g benzene or atta‘gu’em;)alhcamnﬂlcmp@n@fakclg@e(aefognﬂiacet ic '
1, 191, 237 ' '
; _agi d orworopl oni ¢ acid), aﬁ,set'ke_r_z an al cohol qgya sol vent such 1
disgBt hyl - f ormam de.. ;Ehé‘-&/eat ment can suitably be S
siRd at - roomterrp(;vréeaéglrziﬁg ' fy.lgtg an_el vRataen%ItienB;ira ure,
diat aterrperatu 52t .
R SRR e
| are _ oft{ﬁegeneralfonmuapr epar €0 from a d| o he genera
: S [err]
Hrr], Rerr], R[err] R[err] and"\ufe\ br oken | i nes have the '

t

:S

te gl ven earI ier, 9§TBé*fﬂzof the general f or mul a' o 1
. : . . (XIII) (Va)
15 . o /'\
.. K ) o~ . o "_ - ‘RB
\ \Rq'

’ wherem B, R4, R?, R3, R* and the ‘broken lines have the stgmﬁcance given earlier,
‘with an ox:dtsmg agent and if desired, oxidising any product in which R® is absent
- to a corresponding product in which R* is present and represents a hydroxy group,
: if desired, lower-alkylating a resulting product in which R® is present and represents. -
20 a hydroxy group to a corresponding product in which R® is present and represents = 2
: a lower-alkoxy group, if desired, separating a racemic mixture obtained into -its
optically active antipodes and also if desired,. convemng any base obtamed into an
) c1d addition salt.
L "One embodiment .of the presenf process can be. jllustrated by the followmg ‘
" 25 formula scheme in which B, , R%, R4 R7 and the broken lmes have the 2

significance given earlier.




vvherern R[ rr], Rlerr], R[err] Rlerr] and the br oken Irnes have the
signifi cante gr,ven earI ier and L X stands for a hal ogen atom
(pPreterabl ¥ a chlori he, bromine. or iodine atom or a simlar
leavimg grdup sudh as nesyl oxy or tosyl oxyLI9ER87 diols of formul a V o ar®
kmom corrpcunds or are readily obtainable.i:n an anal ogous manner to the
corrpounds The di:esters. areﬁQt,a‘i'ﬁ@:d by -the wusual
esterr_fr catjion, t echni ques;” for-15 ° =®: - exanpl e, by treatr ng . the d| ol
wi'th one off the ordi nary est errfyr ng . a,géﬁqt’sc&uch as a halo-acid .
and- hal i deq such as a phosphorus: halide, a fhi onyl ‘hal | cfe r a tosyl. .. _
halide. = .| - The d| ester of - f or mul a3 S, in turn, converted rnto :
a. 1-phenyl -§2- am noal kyl - - = isoindol i _,< forrrul a X | I' ‘by- B
condensatign with a dian ne of. for mula Xi 1. THe . S 20 .
condensatr dn of the: diester with. the" d}jam ne’ |s convenr entIy carri ed
out. by addijng ... . the.diester to the dJam ne. at roomterrperature
preeferably,l a Iarge mol-ar. excess R di am ne -i-s .used.. The-
condensatign can also be carried out at terrper atures above ooor .
bel ow. roomterrperature aIthough far practr reasons it .is preferred to
operate 25 - at a terrperature betﬁn/efn atﬁuﬁ O[err]C and 100[err]C. The
condensat i otn i.s ;suitably.carried 25 2&/\/ out in the presence.of an . -
organic solyent such -as -benzene, net h)?l’ene Ehloride, etf&® - -~ or §
tetrahydro-furan or, in the 'case where ei taffér gr both of the.reactants are
liquid , under the condi tions . of. t' e%gondensatr .on, the condensati on

lwRn conveni-eptly carri ed-: ©o..oout Jsence of -a soI vent:.30: . :
Suitable safts of the: corrpounds of f%ae I ang Il are-prepared from non-
30 - . - toxic organi- C. and i norigaffi ¢ aci ds. " SuiM bI e or ni c acids-are, -
for -exaﬁp’le.' mal eic .~ {:( urnaric acid, ascg c( tartaric
acid, salicylic acid,. succB’hrI-c & and .- . Cclay]. nac : Sur tabI e

inorganic atids are, for . ex®dd {the hydmhal—r-e—acr dsqe\/g
ﬁrochl_orr £ aci 'd and - hy(:iregybr #(c\qﬂcr d), sulphuric &Ci /S\dl-dnhar nic acid
y

phos-. 3% - phorr Cc. aci ut.x Be act addition salt readrqlﬁ) prepared
is 35 t he prepar.at Pon of aci.d

“t'he usual technr ques for
[ conpounds™Ngf formulad’ | and Il -and their

addi tion salts.’

pharmaceuti¢al Iy accept able . acid addi{ion salts are useful as:

psychostlg mukants. Wien admi nls' g,@d\ for exampt¥, . =~ . ¥ raIIy to :

ani mal's such as mce they ]@r 0 c’é\Nﬁydr rect-acting tuami ﬁt sef fect of . 1 ong
c

40 dufat i on. Armng J st of formula I andll-Ht i 3] have. been-
tested and {ound. ' BT ’ to-he- hi ghI 12%34 tive in tests
denonstr.ati g pyschostr rrul ant- cts there can be- Vel oR"named 2.-(2 -~
benzoyl .- phenyl) S 2Z27-7im daz él 5 - 1%4 - ¢hlofo h/gﬁtenyl) - 5.- 3
tagﬁel';oxy - 243 - di hydro - 5H.- ldiazo[ a]rsor ndgi , 5 - hG}d)oxy - 5 -

et hoxy - vﬁt*ﬂe d>t " thé fiPegoing b 9h L 32z002 o formul
%%0' ndol e 7 - hydipXYe cii pei’ e eading o no:cf &s ?ﬁt@iﬁéﬁy& i&“ueri 7H -
dicagepi ng (2,1 - a] iPswiriol2827ap6 Gow Semdl htoxy19i238}45nd can be prepar'éd s p&aemyd

o 3ts- di hydro -55H ‘theefndazof 2, 1- al i spi ndal e

10391 237" he star ing maten of formula IV are req ly condensed wn:h diaming
formpla XII b nents or by reat% them in lﬂ ence 8P
ounds off thi's i ngiie Wivea s eﬁze.siﬁ fig cﬂ%% AR,
aﬁ" tiongsallts are t lsdensRioh i ccﬁﬁen;aﬁt}yc i diit! b Flofa ﬂe:ﬂpetr e lof eatvaquerwr

depr essed 10 staataetsrnpefrmre | ahoutj 20°Camds1561C. shlplativelye phreedismion obr i ng
cases of chr OI’_li c ner \;cg{ IIbcan be u B.E]’§tff’ of salt, in which casq Hre senflegsation 1{ O
their use asf psye hOStcTrﬁouéJn enstiE ploBulR A ?on @e%ulﬂ @ Mkmuta 11T) can ©

Il "are al so jseful aseaeaahgesxui@edagantﬁmpr hayyneduﬁatsm i@ agent such as
antiinfla or s hydrogea(ptrroxrdet 9r, bsantppseedteraseatstw:yxgem t goioglk womCAnee tegisxant 15
activity. Fof exanpl & E"J‘(X sbé‘h yla Ic which are FﬁH ’rﬁ ﬂucgi rqwﬂveafzetsmémg Ak n
subni tted th st andar R néﬁgé‘gmg ﬁ‘i‘e gpm, t;nma“ Y ?Fgfuihwzs
properties,  pxhi bi tstm @ sq@:ﬁrwwteéﬁ 20 Eir ™40 _
are also useful as anorexr genr C agents Corrpounds of th| S serr ‘es have al so
dermnst ratedi 10 :
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useful ca.diovascutar propertles In addition to being useful . '
pSychostr 1] antg, * the conpounds of formula Il are al so usef.ul as .
aﬂtl | nfl agpeatory and ant i pyretic - ~agents. Corrpounds of

; 1-have al so been found to be active asg@gylfungal agents 6
t hey hﬁ\lp heen found to be-activg -H-o—-A—Candi-ta
M.cro- - 15 Since the pem&idesr uﬂ”nfcamul@tmcmea@mdmtmgq; uﬁf e mixture

tes. Accordi mighiged erqegsate gagnpound of formilan H [yt e
EEERE et e e
n gani smss They MQ@E bﬂiaaﬁdﬁeprbdueatsrmbmntcd‘ 5
] fung&tcu o6 Qﬁaﬁe‘nt amha astuﬁmagemagﬂ desizdd heveyemathe ppegide sf

apen
st of [ pabe o & Eovmrgies o Sepun S g

oyed by apply ) )osI t1 on. =
Qnposi ti gns éﬁ}é@s‘iyr?é:@ﬁaldp}aml 1zau$a NRPYAGh ee specification of our 10
{or a phar mac hcﬁ@l ppham&etmab{t&s Paxkrit Nchesyzfsm(mwasc@hmantlpliﬁ%)} :
sui t abI e fhbe rd:lunpoxc@fla frobmide isspyverigndincarried out by means of anyjreducing

cts of this. isessk ? qgﬁ éergg: lmuft@n of peierilss ( Qﬁgﬁrﬁ%&?%
1 ng at tléerrper:i et (ﬁ {i oleor ‘ﬁ@ 0 asdgCa 15
salt of eﬁﬁﬁe e GEAROR Icmbitp yarqihae@aﬁ:edn laqnemiaeolfra?t mm%af o
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