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Jsul phate and ConBaE s htnetiing THRE°+-82
pl’ Opyl) di benZOZO g of the foregoing S-hydr

boi 'l i ng pet r ol eumﬁt ox = ﬁpjyég/ ldtbﬁnzﬁo);ae rclohe
115Ts albtle
=¥ Et her sfor mad‘i@oﬁlcne h?&@bt&ﬂxb’ﬁ&xﬁlwﬁrcdl atéd-
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C Aft 1 as dlS

oxy—S 8p n]le off ugg‘{‘?e%'}ng r :
ta- taken up Ed Qb @ﬁhﬂdhl gh i
with. water and shaken with dilute hydro- g

dr o;b ric acid. The aqueous acid solution was 105

(S 3[ er rl (N -refoxt |12- hdvis  jyithn stygng - abgqﬂo treat wi cess, potassium, carbonate, the
= 10 pr Opyl 1 - di bz i‘t"? gﬁgﬁ%w %r% )511.1 ex % \é ﬁg% ed and concen- i
(G[ err] - et h [ cﬁ fwx Ch 0 Fated, idigdg O 5 3‘ ine- 5 -- -_ *

j m the combined ether  portions propyhdene) -FTBWI’MQ cl hg g-]
E: err]: _ 45 washcd neutral with wEerou;p:ﬁl ca:bormebeﬁzsc} no !
o I -75 11.. 1 g of Q‘glu:ro ?gj# ?gt cn ﬁ eﬂ :
% Pnd 2 il -of a 20’{ je. resi ue te dlstxlfatlen in Jygrg n, pro ddﬁdf/eﬂierCOhOI [

5 a"'—' 0) . | gﬁd 3! .- bromb - pro ylldene - di- and rﬁEﬁEdWM|218°—M20° Benz}/l
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propylidene) - dibenzo a,e] cye oheptadxenc- 115
[1,5], 100 ml of antiydrous tolucne, and 50 g

of isopropyl amine was warmed in a rocking = . .
autoclave for 7 hours at 100° C. under 20 HRS =1
atmospheres of mitrogen. The reaction mix- -
ture was then permltted to cool down and
the toluene and excess isopropyl amine were
distilled off under reduced pressure. The resi-
due was shaken with ether and dilute sodium
hydroxlde, the. “ether solution separated,

50 of an oil whxch promptly corgealed and which
boiled ar 145°—150° C./0.07 mm Hg. Upon
recrystallization from a mixture of high boil-
ing and low boiling petroleum ether it formed
colourless  crystals *which melted at
74°—-76° C. f

(ii) In a 1-litre three-necked ﬂask fitted
with stirrer, dropping funnel and condenser,
18 g of magnesium turnings were covered
with 50 ml of ether and treated, in the course
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of 2 hours, while snrn'ng, mth a solution of
30 g of 1-bromo-propene-(2). Stirring was
continued at 20° C. for a further 5 hours.
Then the reaction mutture, which still con-
tained some magnesium® in excess, was cooled

with .ice-water, to it 'was added dropwnse

washed neutral with water, dried over sodium
sulphate and concentrated. Distillation of the
oily residue under a pressure of 0.05 ‘mm Hg
_af” 165° C. yielded S-(3'-isopropylamino-
ptopylndene) -~ dibenzo[a,e]cycloheptadienc-
[1,5] The hydroehlonde was tecrystalllzed
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heatied unde?® r‘éﬂ‘t‘ﬂrk“

di. benzo[a e']'cy&(l “aShﬁ
gpphakte nd cér&{n&ﬁtéd The r&RLAY addl
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. centy at ed
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-mixture of 30 ml of anhydrous toluene and

40'g of methyl amin¢ and the ‘resultant mix-

."-'-'.turc heated in an aatoclave for 7 hours at
- 100° C. After the reaction mixture had cooled
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- dibenzo[a,e] eycloheptadiene[1,5],

down, the exccss methyl amine and toluene
were distilled off under reduced pressure. The
residuc’ was shaken:with ether and dilute

“sodium hydroxide, the -ether. solution separ-

ated, washed with water, dried over sodium

'sulphate and concentrated. The product 3-

chloro - 5§ - (3! ~ methylamino - propylidene)-

remained

. behind as a thick oil, and was converted into

its hydrochloride which, after crystallization
from ethanol, melted “at 260°—262° C.
ExAMPLE 4
A) Préparation of the Starting Material:
The 5-- (3! - chloro - propylidene) - di-

benzo[a,e]cycloheptadnene[l 5] used as the

F'op

e ngr))pylldcne) - dibenzo[a,e]cydo-

n@llondepﬁlﬂia&' € 218—220° C.

i'due idene) - o
hAP re r tion of tgze §tarrmg Ayalﬁ;"l ! tZ ﬁd 5
)? io hydroxy - 5 - (3! £ €

ami 1oL nzf)[ﬁe]éb&hepta- 105

rcpared as follows:
e@fg a one-litre, three-necked flask, equipped

mth stirrer, dropping funnel and condcnscr,

g of a fincly divided copper/magnesium
alloy (GILMAN op. cit. supra) werc covered
‘with 20 ml of anhydrous cther and mixed with
‘0.5 ml of methyl iodide. After the active
‘reaction had subsided somewhat, a solution of
‘60 g of 1 - chloro - 3 - (N - methyl - N-
"benzyl - amino) - propane in 180 ml of an-
’hydrous ether was added thereto in such a

%&@' ‘Sé’ﬂﬁfne%ﬁ%‘h?%mg ol
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manner as 1o hold the reaction mixture at the ~

boil. The mixture was then htated under re-
‘flux for 4 hours at 45° C. The reaction mix-
ture was then cooled with ice-water, a solu-
tion of 21.2 g of dibenzofa,c]cyclohepta-

- diene - [1,5]one - (5).and 250 ml of an-

hydrous ether added thereto in the course of
.Y hour and the resulting mixture stirred under
reflux for 17 hours at 40° C. Then the mix-
‘ture was again cooled with ice-water and
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20 [1,5] hydrochloride of nelting point conprises dehydrating a

hydr oxy conpound ~195[err]-196[err] C . of
& & he f.ofimHig— e TSNy 2 Sepm— = o o e ATV, 810 m—-1 =
' anpl es Qf the ‘manner . in which the novel substances of t he
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: G:O mpound 80 solved in 90 ml of methanol and hydrogenated
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for 8 hours in the presence of 3 1
for mul a P %(AM’;_:E

' lad ° C. und
.8 g of 5 - (?’[él millcar w(r)x the l:l;drc:genauon had
benzo[ ae] cycl O-ﬁmshed, the soluddn whie pkeredi &&g%ﬂ
DX

redi-stilled wé@elcatalﬁt (8d cponséntrated Hy | dryge

.01 g of pl‘ opyI rglmwrg eJt‘Rcr stalhzcd from hlgh boxh

and yiclded colourless ¢ ta
|trogen |nt02 5 - hydroxy - 5 - m‘l m

propyl) - d-b(mdre,eleycnhoemammne

alegrd waﬂz
acte
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\:L) OOITpOUI’ldS &* zuj qn a 1wo-l|tre, three-necked ﬂask
th benzyl cquipped - with stirrer, rognnél funnel and

a ( err]-al kybmmibHid €onddnsér, $0 am3

nvert hngat he dehydmatelmed)andr ¢adtb1v0he prro~

ict into an &8 S“CH g ’%gst“‘“fll.;he appearance
31) A process Insoafaé”if‘ %&S& Th hai Ifod 0 |
erein the’ dehydﬁadsmlmz m-s:meaﬂiﬁddedaauﬁhcbq

rrfing the %
holic sol utio d "’s dﬂ’ g’;ﬂf:’gﬂe
B) A process i ncca&
then added dropwlsq 67 5g of dibcnzo[a,e]-
- cycloheptadicne[1,5}one - (5) and the result-
40 ing mixture stirred for 5 hours, treated por-
tionwise with 50 g of ammonium chloride,
diluted with 400 ml of ether, and, after the
ammonia condenser had been replaccd with a
water condenser, the ammonia was permitted
to evaporate for 16 hours. Then, the solution
was ‘treated with water -and the ether layer
scparated and dricd. After distilling off the.
" cther, the residue was crystallized from high
boxlmg petroleum cther, yiclding 5 - hydroxy-
= [3!' - (N - methyl - N - benzyl - amino)~
ptopyn -1 -¥l] - dlbenzo[a.e]cyclohep'a-
dxene[l,S] miclting at 98°—100°. C.
734 g of 5- hydroxy -5 - [3' - ('N-
methyl - N - benzyb - amino) - propyn - (1)-
yl] - d:benzo[a,e]cyclohcptadlene[15] were
hydrogenated in the presence of 0.8 g of
platinum oxide in 250 ml of isopropanol at
" atmospheric pressure and cez 20° C. After the
calculated amount -of hydrogen had been
absorbed, the solution was filtered free of
catalyst, concentrated ‘and the residue crystal-
lized from petmlemn ether, yielding the com-
pound obtained by method (i) of this example,
namely 5 - hydroxy - 5 - [3' - (N - methyl-
benzyl - ammo) - propyl] - di-
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The starting
tamed as follows:

In a 1-litre, 3-necked flask, fitted with
snrrer, dropping funnel and condenser, 10g
of GILMAN alloy arc co dinqur y 20 ml of
dry ether and treated wi 1o t%l]
iodide. Once the vigorous reaction hag'é
-sided somewhat a solution of 60 g of 1-chloro- .
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gngcpoiunpnms Mixed drop-002 - methyl - 3 - (N - methyl - N - benzyl-

amino) - propane (prepared from 1 - chloro-

- methyl - 3 - bromo - propane and N- _
100
ll4°—116° C./0.5 mm) in 180 ml of dry
ether was added dropwise in such a way that
the reaction mixture was kept at the boil.
Heating under reflux was then continued for
a further 5 hours at 45° C. Then the reaction
mixture was cooled down with ice-water-and
to it was added dropwise, within 1 hour, a
solution of 21.2 g of dlbenzo[a,e]cydahepta-
diene[1,5Jone-(5) in 250 ml of dry cther,
whereupon the whole mixture was heated
under reflux for a further 20 hours at 40° C.
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Then, the mixture was again cooled with ice-

water and treated with a cold saturated am-
monium chloride solution. The organic layer
was separated, the aqueous phase shaken
twice with 200 ml portions of ether and the
combined ether extracts dried over sodium
sulphate and concentrated. The residue was

5

' recrystallized from high boiling petroleum
ether and gave colourless crystals of S-

120
hydroxy -5 -~ [2! - methyl - 3! - :
methyl - N - benzyl - amino) - propyl] - di-
benzo[a,e]cycloheptadiene - [1,5] of melung
point 99°—100° C..

7.71 g of the foregoing compound were dls-
solved in 60 ml of methanol and hydrogenated
for 8 hours at 100° C. in the presence of 2 g
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“of palladmm/carbon catalyst and undcr a
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(7, 5]

Cof tbeyfbhlﬂlhept ad| ene 575

(3[err} - benzyl anf} "0“"“’ are examples °ff‘}t‘§ manner . wer e heat ed under refl ux
for 3 hours on auo‘g’,ﬁay b B féf),)gf "ﬁ,‘é{;fg)m:mucaldl benzo[a e] cycl opept adi ene

15 steam bat hes vﬂ?@ﬁrawaon t he ‘solution.was con-- 5,]—A— Ty (3lerr]
- nmethylamino -.pro ) py | - EM“PLE Acentrate under r d’l}z' Sir'e. )T

resi due idene)- ag,tngt%%p @“d ycflj ig)?;t c}' ne [1, 3,

recrystallized fuegm,mc[e ma{d efs50agGf aand t heir hy’d’(o P"d?ﬁ"’ﬂes

gave the 5 -. (3] enixtpre- ofrréi% ftarch 3nd- 8HHAL

manuf act ur e Of t Hiév ed silicic acid, 420 g of corn starch, 300
of lac ose and 50 lcum are in-
di benzo[ a, e] cycl ¢ Y AT S A Tt
20 [1,5] hydra@dhlmighxdga 10001ing mel ting po
- hydr oxy conpoug}d 195[err]: 196[Ee§r] C.
~the foinula S0 g of S - (3!---methylamino - prop}l-7
~follow ng are exafnspd)es didknz [Ia,e]cj’Eﬂrﬁdp&frlcnc[l,S,SI
" novel

subst ances h@eprocmq@de} @?:l corn starch, 120 g of
_ osc and 20 g of talcum are intimate
into phar maceu‘{ol Xed together and pressed to tablets ea S
[err]. weighing 300 mg.
chl oro.- - (31 - net hylﬁxmﬂﬁc
di benzo[ a, e] cycl 0- 5 (uion of 0.8 g of 5 - (3' - methyl-
150 ¢ Ofl amino - propylidene) - dibenzo[a,e]cyclo-

45 ‘heptadienc[1,5] hydrochloride in 100 ml of
redistilled water, 0.08 ¢ of methyl p-hydroxy-
benzoate and 0.01 g of propyl p-hydroxy-
benzoate are filled, under nitrogen, into 2.2
ml ampoules.
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{wherein A and the broken lines have the
significance given in claim 1) with -bepiy
emine~or 2 C,.,~alkyl amine and, if desired,
converting the dehydration or reaction pro-
duct into an acid addition salt.

éA) A process in accordance with claim [f
wherein the dehydration is carried out by
warming the hydroxy compound in an alco-
holic solution of hydrochloric acid.

75) A process in accordance with claim
wherein the halogeno-alkylidene compound 15
reacted with methyl amine, ethyl amme‘ 1s0-

propyl amine, er-benayl-aming.
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50 g of 5 - (3! --~methylamino - propyl-
.-idene) - dibenzo[a,e]cycloheptatriene[1,3,5] - - ' :
" hydrochloride, 110 g of corn starch, 120 g of (wherein A and the broken lmes have the
lactose and 20 g of talcum are mnmately significance given in claim 1) in an organic
40 mixed together and pressed to tablets each solvent in the presence of a dehydrating agent

PRI AR

¥ - L
R e U

‘weighing 300 mg. . or reacting a halogeno-alkylldene compound .80 .
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