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[err] 5 ﬂgé‘fﬁ)mpletﬂéﬂqﬂﬁﬁaﬁ@m‘%d@lﬁﬁﬂﬁlum do here-

i nvention Tlr (9ilespmagenahClaspification Gafd 20/ 124 Atk 2490 /HE 0GR ant bW L TR 2V It he
met hod by mlchlt is tel/Bke perforned, to be partlcula SANRPY0/ |
and by t hemMol(§2)fidegatoeptaneait enent © - The present. inv

concerned wi th new2C 5% ﬂﬁm%bﬁ&érlﬁmft ﬂi‘ﬁé’ . the pré&

3] ns cont ai ni ng the

(11) thereof. It is . 9 1|
new pi peri di ne deri vati‘y 3A 3@1 Aghe sane neaning as 15

with the. therapeutic: usmAmaleMBAsiBs 3A.13Am:)eMB,A3IMth a conpound of the
general . - The new pi CHiFn3A13C10H, 34 3@§ 3ABK3Edi ng to for nul a: t he

present | nvention are d I3Ahsﬁﬂﬁfl"“é Z-R B ()

pi peri di nes of73 Havegerfdy% ?%WRHIQ . o

in which R has the sane neani S _aboyv

and Z'is a,reactive atom or gl(sgh mﬂ& DERIVATIVES S

capabl e of rea 1'1)| ngW)M tlE:Cg b};%dr {&mgtom 40 : o Jerr]

on the nltro }51 OQ[IE-&EM RE, A e '

Z preferably dBG; Chausée ! ﬂgﬂaolasmmGﬂls-ﬂes- : 3@\ b) . submtting an -
[err],[errL- cﬁrp#?&%ylmmplapeW| r@!‘pmte A '

met hanol of t d e,ﬁ@f’l‘ um, ;‘V‘; , Wherein Aiis a ﬁf@gen or hal ogen
at om or athﬁﬁa&&ng aci I al kyl Fgr=y ' :
[err] I achetatl ba Rt 1tI.1£t06be hydro I,ffoyal kyl or

hydr oxyal k%yHﬂk@WaﬂWera @ by tthe fogh ng the al ky and al koxy groups of

whi ch are é&@g Mo g:TaTolal=T I ned and contain up " to 4 carbon
atons and t he; d deflihti®ea tﬁ@mhmhe %’J wi t h pharmaceutical l'y acggpt abl e
aci ds Thbemé\lxﬁalsmw@d@daﬁﬁc psitignst O t_he pre- sent |nvent|on can
be preparegstf% Biee | “t’“!é]@lpemfﬁl‘ierﬁi%w@ha@nd f\hhﬂss‘éﬁéd Wﬁ%‘?&?

fol | owi ng fet wew piperidine d: creof %ﬁ@w 2t BPHEC &Lt 3

peridine derivatives according to

dehydrati on the pres)entaﬁxﬂﬁtaﬂaﬁtdmhaxyl-ﬁéﬂlme-dl pheny met hyd-ere- ageqimy such as

anhydr ous hyd?l@gélﬂﬁ@hﬂmgmdd formula: —pi peddi ne_of the general fornula: in
al cohol i ¢ sol ut L on. -Ag o : _ andlzm,s fmin‘i’famﬁe‘;‘n“;‘&%mﬁ &
H _ _ " capable of reacting with the hydrogen atom 40
f . N - _ on the nitrogen atom of the piperidine,
A c . . Z preferably being a halogen -atom;
N " b) submitting an a,a-d1pheny1-N-R-p1per1d1ne
3 ’|{ : methanol of the genera.l formula: .
A
M
ZOWhmlnAlsahydmgenor'Imlogenatomor _ . C,
a ¢yano group or a halomethyl, alkyl or atkoxy ’ A L I .45
radical and R is a \hydroxya]ikyl hydnoxy— Cn ' I’V L
alkoxyaikyl or hydroxyalko: yl radi- S L

" cal, the alkyl and alkoxy groups of Whlc'h are
25 stralghrt or branched chained and comtalin up
to 4 carbon atoms; and the addition salts ' '
thereof with pharmaceutically acceptable acids. - IV)
The new compounds according to the pre- B
sent invention kan be prepared by one of the in which A and R have the same meanings - -

30 following methods: as above, to the action of a dehydration
a) condensation of a diphenyl- meuhylene— agent, such as anhydrous hydrogen chiloride
piperidine of the general formuda: in alcoholic solution,

[Price 25p]



The internedi ates of general formula pulnonary and central nervous system
and can 25 (I'l') can be prepared by the reduction of an also be used
as anti-histamnics and as anti -

[erTi{err]-diphenyl-pyridi ne-net hanol of the serotoninics

general formnul a: : The foll ow ng Exanples are gr ven
for the pur pose of
illustrating the present invention: EXAMPLE 1.

30 2 _1 [2 - (2 -hydr omgfg’g@oxy) - et hyI] -4- _ y)

(d| phen] - e ”' C:".C’ | Ul 1 \,n Re- -

A mXxture: Of g‘ge mryandcentralnervomsystunandcan 25

ene) - pi per % “‘(‘;’g tﬁbl oobe '“sed as anti-histaminics gpd, a8, ant- _ ;g_JhanoI
in 60 m . xy, S) The folluwmg Examples are given for the

8 hours at - 1 OC |n the presence of 17pl5‘p¢ge of ﬂlustratmgthepnesentmvmuon
anhydrous sodi um-c ate. EXAMPLE 1. 36 V)

Af ter coollng, th N Oh nmixure is f1I|fzeI’ L' hydroxyethoxy) - ethyl] ]-4-
and the §iltrate .i'_S' subs |y extract e@ Mleene)mplpdmdmh A has the

same meani ng as akoye. % hydr ochl oﬁrmmvfoﬂs i’lrat ed 40
to give the corresﬁég [e'l"_r][err] dﬁ%ﬁ} 3;0 m .

water). The Agi'peri di ne- net hanol g Qoocgﬁ,‘lﬂﬁ 1ag|gd| c
solution is separated, rendered aI al i Bﬂlydrous sodivknDdarbonage;

with a concentrated solution odi urfter cooling, ﬂle?gmmt*lm’“mlsm“md

hydr oxi de ( aj3Qusich Ahadlthe sdafe nﬂ&lﬁﬁgs‘a@hw o) trate lscsumfiq‘(l% ol ms%t hus
|'i ber at ed i stoegive alet edirespouding 4b-diphenyl- - hydroch];omc acid end 70 miDEREONThe The
benzene ext rg?d%‘memﬁled ofi tthe eereral pgigic polution is separated; rendered alkaline

wat er and t h&FP¥ i ed over anhydrous so JiBine mmgaswil f:fl‘i%‘z}‘ sé’lfmm

sul phate. The solafjepn is then evaporatﬂ%mp m’thmted is extracted with 45
dryness under redu r? sure. benzene. The benzene extract is washed with
The residue is dikSorve)l i ngd opropanolwa%ald‘!i@d!‘led over anhydrous sodiwm e

converted into tie hydrethliorjlde. Ther ems&mm““m&dm
i s thus ©Obtai ned ‘l @ (24 - hydroxyet-in'fés is dissolved in isopropanol and 50

ethyl] - 4- (dip nEt /| ene) - pitperconverted into the hydrochloride. There
(V1) di ne, which nelts at 221 222C. . ﬂ*fwh@eedl [2 - (2 - hydroxyethoxy) -

conposi ti on. 5 (VD) atod Wiy iRl %Ma,p;ﬁp%anr ng as

above, foll ovved by dehydrat I on t@o@osmont he desired Anal ySi S55

i nt er nedi at eino#hi maremmwhoe, Cerr]Herr]NJerr]HA

The inter nedFO‘E bp hykeion 4 B a Hc ?CHCI Clerr] 9.48% N
3. 74% 15 ca e@ixg;" nsat b&nz"o CRf948o,f onnd749, 9. 58%
3.72% 15[ @4d | bﬁ;ﬁﬁeh iop@hadl ne- foetdhanol eSS%he aBBges- gi ven

gener al fommmer(yw EP?EF' The fol]ow n enJ di ne derbvat ives
are pre- Tgf 5 & ifa

t‘he 'alboveagwen
anal ogous hew compounds )eadaaml ( acc d| ng to the 20 present

i nventi oze, p@ds&:&]ﬁfemm, dithe i mefmmﬁfﬁlerfeeef rlee[2 142 fBYdWXQ'@’MY)h Hx;yet-hoxy) -
ethyl] -4 -bass or Jorgyy of; d‘E‘PfesaFtbr“ﬁ‘Pof(Pﬁg‘di”P‘Pﬂ‘ﬁ“Y Wﬁlg}
chl or odi ph&fRac pm%kﬁl NSsallisationd H#oha &a’l "acqgpt abl e

i norgani ¢ apds w a&Oﬁﬂoﬁsmé)ﬂdﬂdWs&&M cotl-zworcle, after Te- organic
acids, are very strong pharmacological «crystallisation from isopropanol,
nelts at 65 4Ardysisyent Sl éiﬁo upon the cardiovascular, - 209- 210C.
Anal ysi s: cale.: - g[ enried ercr:l:‘r Glsbi)[ en 34461

cal c: footal C  17. fold: - 8.683%% N 3843% 70 338% f ound:

17. 38% 8.64% 3 38% Thi s corrpound prepared from4 -
(p - L[ O e e o t12 ;4% -0 &E‘Sﬂ -
net hyl ene) Vi e ok tghl or o&lrﬂ‘ﬁrﬁd'% dinerre < piperi -

72- 73[err]Qeaydmbnc&4|.qat.w-rumomphemepar ed cobdaspondmg hydrochlorndle afthr ne. 80

dehydr at ¥5orpheriyD) 4 pipefiflioy r jmethagyl, -whidh| ipao ation Pwpﬂmb hescir RlEIB0O i ng

hydr ochl or i 3@ sbsgte. r .~ - 80 75 phenyl )p°lnt gL - nmethanol, which is a
crystallisat I@ from i sopropanol, has a rrel ting knovvn su_bstance '
poi nt of 219 err] &g, H,,CIN ,,Henal ysi s:

C[err]H[GSr]CINCIerr]H@c :85 total Cl 17.36:A, Cl‘868%aI(N343%totaI d- 17.36%
Cl[err] 8.68% ~ N 3.430bynd: 17.77% 88Munol 17 77%
8. 88% 3. 48% . . '



This conpound is prepared from4 - (m- 1 [2 - (2 - hydroxyethoxy) -

ethyl] -4- chl or odi phenyl - nethylene) - pipenidine (mp. (o -

chl or odi phenyl - et hl ene) - piperi- 82-83[err]C.), which, in turn is prepared
f rom di ne. 4 - ([err] - m- chlorophenyl - a -
phenyl) - - The correspondi ng hydrochloride, after re- 5 piperidine -
met hanol (mp. 132-133[err]C. ), crystallisation from isopropanol, nelts at
this being obtained by the reduction of 4- ([err] - 243-244[err]C.

m - chtorpphenyl - [err] - phenyI') i24068l di ne - nmet hanol (3p.

180- 181[ er+€-) 45 o e
[ 1 ke e > . f-\llfanlm)l'al_(m - 1. [2 - (2 - hydroxyethoxy’ Q y1] 'p;‘lOt% a
o,/ pipenidine (mp (o - chlorod:lphenyl - mc1i_h e p1

, i
hmy13-

: S Ly B/17111&311?'1) - The cdifsi® ﬁgrrf;@mdﬂbﬁds afrereppar ed from
4 - (o0 -5 plpe?(iﬂmec methandi (rhen 32—-133%1)h W pfreser isen b mgits at
n

132-134[ err |'h t [2 - (2 - hydroxyet hoxy) -
ethyl] - 4 ﬁ?ﬁ%ﬂ% yethe dehydration of 4 (ferr] - (m-
trifluoronethyl dpphenyl - methyl ene) - o - chlorophenyl -[err] -
phenyl) -15pi péradysdi:ne - pi peri di ne. - 30 mol
(mp. 147-149[err]C.), ogg"%y Jhe £o hydr ochl ori de,
after re- 25 the r{%&ctf f 3 634([&% %ﬁrr??rgg‘hl or ophenyl -
crystallisation fromi sopropanol has a nelting [err] - phenyl) -
pyridine - nEIHib&MbmﬁMspprepaﬁafmpDLm of 200 ,201[err]C. 2030) .
Anal yS| S:20 chlor@tiphenyl - methylene) - piperidine (b.p. @eﬂyd]l Lg”,l)'\'gmefr] HCI

cal c. 2‘813@’ Oookm Which, g ? (mmhyl dlphenyl ]

found & dme_ % féq’?o piperidine %m?s C(grrpgund S
pr epar ed f 1 Githenol am 447—f-ﬁmpnib‘himgd by h'En rresp@ding pmydb de, afpy ré-di ne -
trifl uorcﬂﬁetﬂhylrdmﬂodl ll§e‘n€y'| a - h’? %CS‘KPFPPTS“’L 2. err]C.).
40 pi peridi gggpgg e 7 pehae mp. of the :
hydr ochl ori 1- 192[err]C) whi ch 1 [2 - (2 - hydr oxyet hoxy) - ethyl]
4- - Ahdysisynt hesi sed by the dehydratlon of 4 - [err] - (p -

fl uor odi P%enyl - net hyl erfe HnFaH%ﬁh
phenyl - a - phenyl) - c‘ﬂi

- trifluoronethyl -

F1289% N3 n)erldl ne - methanol

(mp. of the hydro-. The correspond(ng h (r)oéchl oride, after re- "~ 45
chloride 244-1hidédmouhd id edlfmmwr@u b%&dnemypahslu&amem prfidaie -
| sopr opanol umrﬁiom&h t- lduﬁ}hﬁ - ed rim;handhenpddm-elﬁeﬂ) of 4 - ([err]- m -

113—11 /000
E:{Ierr] h?gorll @p chlonde 1—192¢ S2-(2- hydrox hoxy) - ethyl] - “Odgerr]
dehydra.non of 4 - - (p - ﬂuorodlpheny lene - plpen— JO
9. 04% phenyl @ - phenyl) - e.

9. 02% - meﬂh%noB (ﬁ@%of the hydro 'D%m&pmd!pamothm% eiiyar!ed from4
(p - 1 152 %1; “;g?ﬁ%&i sq&k@f f;gn from gegptopaagh GBS hEnyl -

met hyl ene) - rret h d| ‘phenyl - nethyl ene) -

pi peri- s5 A,,az5§4 85C) whi.ch, |nturn IS prepared by

di ne. ' e dehydr@&H@FN@fHGl - &)o uorophenyl The
cor respondi ng hydrochl OI‘I% af tdr ;Vogﬁ “F5484/° N 3.57% - phenyl) -
pi peri di ne - net hanol “Cryst al R&ati ottt om 88 ropanol, nelts at 213-
145-146[ err] Cqys c&&%aidﬁi?mmedt#ﬂ&n 4r%u0t10r[20f - hpdbobehde(: - ethyl} 6% - 4 -
([?L r] |- i(sd Wu@ o 1% gp@hﬁa -(ppwtih dapheﬁﬂal mhymne) piperi-
met hanol (m en byi s er rr err]
prepared fr ﬁ%ﬁ?‘b (my‘f hm ,gmpc “g 'hy ﬁ’gﬂi?‘ 61%
80 145 LIS febbined B RS kel R s it
9. 26% 65 34 5@%fluorophenyl - :gleny)f-lmndmbendw&n) i di ne (m p. 84-
850.; b. p. 19596 %ﬁgds either s%&ﬁﬂﬁ%ﬂb%cyre d from4 - (p
i 7o
sier= Isiy found: . 9.26%E s di ' Pl enyl -

rret hyl ene): -¢ p1 24 ofl) - pyridine' (m.p. 8 '
(m p. 64 85@5)’lerhmhl70-l—h72f’@ﬂil m%)ep@r ed This compound is Pl‘epalfd from 4 - (P -

yl magnmum methyl - diphenyl - methylene) - piperidine

(m.p. 64—65°C) which, in turn, is prepared



4 1,242,169

4 by the dehydration of 4 - ([err] - p methyl- tion of 4 ([err] - m
- met hyl phenyl - [err] -phenyl) - phenyl - [err] - phenyl) - piperidi ne
- met hanol - pyridine - methanol (mp. I78-179C). (mp. 140-1I41C),

obt ai ned by the reduc- tion of 4 - ([err] - p -nethyl phenyl -
[err]-phenyl) - 1 - [2 - (2 - hydroxyethoxy) - ethyl] - 3 -5 pyrldlne-
met hanol (np. 195-196[err] C ) (di phenyl - nethylene) -

pi periding- 25 1,242,169 - 4 The
correspon

y -
ethyl] - 4 -by @IQ@Y@M"P 14|-0('} prd -5 df ot m - methylghepyl - « - phepyhy -~ et hyI
] ?é }g; e - methanol (m.p. 178—179°C.). “ di

- di phenyl Phg@ ‘Bﬁ |
The correspardong- Ry tgﬁgthy . re: [2 A ﬁl.}ﬁﬁr&xyetﬂ&y L& abl.i satlon
from isopr qpadiod - (mﬂgnbls(matﬁ?gggflemq)l-yl? err] N@phrgmy} li@thylene) )plpm% 2%

The oortespondhn hydrochl ter re-
éo 239'7 4 19 Z.e rr }Za ethoxy) - ethyl] - 4 - crystallisation from=g lzc:grop }rgfelts- at
[err] 7@ - mel:h lene) - piperi- 180—181°C.
f ound: dine.3 % Anal ysi s:

Clerr]Herr] I\I@{t@e@nﬁhﬂdmg hydrwhlvmde after re-  Analysisthi s corrpound i's prepared from
3 - (di- 10 C‘Ys‘*"z‘f‘go&‘lalfﬁ’m isopropappl, goclmogt. NS H@M 487, PRWso nmet¥yl ene)
- piperidine %_ 87- 15 : md 9 féogﬁs ; 333{742%
88[err]C.) \vdude: Ja; inturn, is prepared from

3 - [err][err] *H@"N&’*Egﬂ’&“o pllﬁ)%l’l °| ne - Wi is prepared frph -cgdn'pound is

pr epar ed yg?{) PR (m —
iyl . 3 eyl < et ot he) _(g%( per ﬁ %ﬁm W "J’“'mhan“ o ®
fl uor odi phenyl - met hyl ene) m'. 77- 78[err C)WhICh IS, |n turn,

obt ai ned This compound is |fm“n‘b (m - :gy [%%_Déz Srperpaoryr @il '([err] -
m - nethyl - m%dgg%‘g Whl Ff g %‘mﬁr Hhenyl - a
el ts At 20 ?&ﬁ”‘yﬁ“ﬁﬁ“%m@ﬁéé“w gt B "‘pf‘c””'
melts at a - 11 inepy dony -is ter gt

Anal ysis:  (@p. 117—118°C), prepared; by| Wmdm%rﬂ HO 45 . aI C.
total C 16. 6%4%”0 [err] 8.31% 45% N 3.28%

f ound: dfuf@fwo,Hg 8. 38% . 4.60% 3.31% Th| s
conpound 45 pr epar edicf: r ormotal Cl (16.62%, OCINe8 31/ me tRh sk, (nsh3|:28°/°182 183[err]C.).
55 chloro - 4 found uorod| p éﬂ‘% ma?t%%l ene‘)ﬁo-ﬁ 331%eri di ne (m p
103-104C) wit his in turn ( dr oxye IS
obt ai ned by ¢ W{ﬁﬁﬁﬁw nfrgrr‘%{ '('&haf‘ U(l)erB'%{L#)h : d| piﬁenyl -

et hyl ene) " pipridinet rri_ {242 hwru@mmemyn-4-

pi peri di n® 15 délydl‘a t¢ﬁa4nel(a (_m(p ! | e diph@y)) - methyleTit)e '
correspondl iﬁ%ﬁf‘; ld(é’c? 'F‘jﬁ’” 4)30 Theo&ﬁfs%;fmgf%pﬁg% % ductjon of 4 -
202- o

([err] - 4 - oets 60
chl or ophenylchlm{:henyn]- - 4. ﬂuofobluﬂyflp-pbﬁhylzpz—ﬂpyﬁl -. 3[ er r]cC

Anal ysi s: ) C[err]H[err]F[err]qurr]_-HCI
calc.: C [ érdysisB. 02% o E}% 89% N 3.13% 65 .

f ound: 8.16%  &ic-1 %%5? %%, N 313]'h| s conpound is

prepared érom 4 - (p - foundtrl f ucxrleviet hyi2z9e%di phemyl - methyl ene) -

Anal ysi s: pi peridi ne (b p. 107- 109[err]C/0 001 mMm Hg.)

C[err] H[err] ]'7 S prepared by t he. dehydrati on
g

turn |
cal c, 07 m’“hlml? ; %H“% fqg @ P - trlfl uor onet hyl .

. 001 mmHg

- phenyl - [ by the dehydratio- 22 YRalc 4%, NPI3E - 85 :
pi peri di n® -Of#Btd‘lapeltrl(utnopmhﬂGZ}henyl a169[ etfau]m(: aftes 22%cr y st2a I | sation .
from |soprci’hie a?’é?"h’l‘?ﬁ zﬁ‘@hﬂ@@ n i ned- by the. reéduction
of 4 -[err] -+ Cy lter o e s‘ﬁf’bhéﬁﬁi’%ﬁ

“panol), ulmm&d?o of 4 -t
tifluoronet iyl mf -phngrr uaﬁypnyl mpend,ﬁé d'rmer i[err]C
after recT5y$mdme ~/15e ll(uhpné57-—lﬁ‘é‘IQ1 IEm ebp. 49-4-s&0i on
from petrolfé'%ﬁlﬁ"'t‘ia @’t’l #omerang). 90 ?Oe ﬁls;aLﬂl a‘;hgnoln fro : '

-4-a- [ Phenyl -

i sopropanol )1._ 2. (2 - ?e%ly)C)&hyl] -4- i dme " methanol (myp, 90-92°C,
-4 - [err] -(ppt hrti;ty1- dun meﬁ}i}h’tﬁﬂyblpm-[erif 4 @hﬂl&g)ﬁon-fmm petrdleun} 2ther (9% -
hydr oxyet hoxy th e4 - eri d| e 40n&0CBANOl  (m p.- 90- 92C, (p
Db §0 b et B s o LBl gl on 1o
petrol eum etz 204°C requ isation from benzene). (b.p.
40- 60C.)) 95 80 , he correspondi ng
hydrochl ori de after re- -4 - [err] - p - t - butyl -phenyl - [err]] -
phenyl - crystallisation from isopropanol nelts at pyridine -

nmet hanol (m p. 188-189C. ,



203-204[err] C after recrystallisation

from benzene). 5

1,242,169 5 1 [2-(2
- hydr oxyet hoxy- ethyl] - 4 . -1 ]2 -(2 - hydroxyethoxy) - ethyl]-4-
(3,4 - dinmethyl - diphenyl - nethylene) - (o - nethoxy - diphenyl -

met hyl-ene) - piperi- pi peri di ne.

di ne. The

cor r espondisng hydr ochloride, after r1§242169 The correspondl ng hydr oclsl oride,

?ﬁ;?[a{ﬁsa%y? &mﬁ?*f"’i%&%ﬁ; §§£m33§ﬁzmt&;§ i - 47

219 220[9\;]

Anal ysi s: HNq err] HO The c'orrespondhng hydwchlomde, after re-
qerr]H ér r] dmg hy onde’ after e-al @gmﬂlgﬁgmo frogy rijoppagly, meys 3at4 g8,

cal c. ‘?’%A)mpm°n6‘9f“ - 050y 8.90% 3. 36%
found‘: ’ 0% ' 3.60% | nt er madl'at e.

product s: Amtlysis -4H- (3,4 - dinethyl Anal:wphen%l met hyl ene)

Intefrredlate DW 8.82° 348°p|per|dlfg§[ 89@9 gusdfter re- -4
- 0 - nethpxy Touﬂaphenngm/ thyg 4 found : CkY )‘Zal m%on fs’oom

petrol eum ether (b.p. p| peri d| ne (b.p. 128- 1300 /0601 mm

40- 60[err]CI)19€fmeJmte products: : -4- [err] -

(3,4 - o e HuChhaiVELy - OSSRt I e @ﬁny' .
[err] - thHYﬁyadlx frcm petrolenm ettitk 5.1 01 PBeridindBb A }lz’gfd)/oo@ e corres-
pi peri di ngs - HEL6080l 104-105[ err] CHg) : on i n

hydr ochl ori d¥ - af @4r dirsgy % EEH &benyl 'af'ﬁe'r“*écry’s"b

pet r ol eum et hgperdine - methanct Bﬁ%ﬁ@ sofEBis sr-lolk D%m b. p.
40-60C)) mxmméo lzm_ B AL oe))a n ether, (DD ]
-[err]- - --4-a=-o-meth m dlmephenviet han |

(m p. 161 162 rﬁefh fr(‘f‘ﬁ1 @—I%m }S)” {{ 3 P 3°C, oY
after recryst T ST OR thol ) 5F P PURRS PR PR BN from

i sopropanol .1.[2-( - hydro:&edu{xy’:) ethy?] -4hydro;{<?/etmoqzy)hydm@&h¢ﬂyj euhoé}y]- 1-{ 2
- [2 - (2 - hydmssbyet- 1 - meshsfeo)y Ipipeni-  ethylp - 4 - ((phenyl rempetfiylene) - pifeiheny| -
ety enef” - RLPEHpondil Mhrobuiad!afr S PP borsonlBA D ERGrie, RhBSEL &5 20
di ne. orystallisation from isopropanol, melts at crystallisati isopropariol, melts-lrﬁ

correspondi regy7hyeteachl ori de, after re- 144Ih6°Cerespond| ng hydrochl ori de,

after re- ? crystallisation from isopropanol, nelts at
crystalli s&t ’6’{% I_f rl\%anlsopr opanol neltsy, %&: - 207- 208[ err]C
144-145[ efT] C. cale.: 01—377%nalus;;,gb ' JH,NO,Gfa@rr ] H err ] N er r] HG
Anal ysi s: found: 88T%. . 3481 - 8. 77%lc: N ZU4698% N 3359 70
Jerr] H[ err])\l%n !FHCI t f ound;found: 888%%  333%3.48%
cal-e- p%él mcthylene70 '
found: O(mp 89—930 3f¥ter recrysml 1- limt ¢2 medi IptexyRihas)ICédoxy] -
-4 - p - rret hdg%eﬁoi froin peerel ethcret [48ne ethyl} -4 - @5 ﬂuoroy}m*pesrlr-me'rhmler(em
89-90[err]C., r i @.ﬁe <o, ,%mdl 4 E'p(% ) per hoxy]
) Erﬁi%e' Oﬂlethﬁ%l %hgﬁoilg 511 lyx-'aJC i% eh % ( p -
fI uor odi plqeny mﬁ),hyl ene) -. . : 13060@29&] C))
pi peri di ne. -4 - [err] p - net hoxyphenyl - [err] - phenyl -
The correspond‘?"ﬂ’@”’hydroch Ohl F,s re- pi peri dine -
met hanol gyhich is a knowL@} &gﬁ issat |I.0Q3é}; omy £41byl -acetate, nelts at
40 conmpound) . found - 8.07% 4.35%, 313¢- 132[err] C. -
AnaIyS|s : C[err]H[err]FN[err]HCI ' 80
cal c. % F 4-36% N 3. 21% 'I‘he corresponding hydrochloride, after re- 85
f oun d hydroxy )’/6 ethoxy] - gauon from isoprcpanol, melts at
di 1 -
The correspondy Bé &hfné re- A - {2 - [2% (2 -
hydr oxyet hoxy) - et hoxy - cryst allisation from isopropanol nelts at
ethyl - 4 p? - trlfluoronethyl - di phenyl - 120- 121[err]C
met hyI ene) g5 di ne. C.HLFNOHC Anal ysi s:
calc.:  Cl7 729% F 117% N 2.88%

fond: . 733%  119%  287% . -



Clerr]Herr]Flerr]NJerr] HO 90 calc.: Clerr] 7.29%

F 11. 7% N 2.88% f ound: 7.33%

11. 9% 2. 87% 6 _ 1,242,169
6 I- {2 - [2 - (2 - hydroxyethoxy) - ethoxy] - | he correspondi ng
hydrochl ori de, after re- ethyl } - 4 - - (m- trifluoronethyl - -

di phenyl - crystallisation from isopropanol nelts at

nmet hyl ene) - piperidine. 211-212[err]C The correspondi ng

furrarate; after recrystal 5 |iclg2,069 from isopropanol melts. 6at 135-

136G ' onal NS 8ol

d err] H er J&Q? Ydmyﬁ:%?; ]1- mﬁtﬁhﬁn froxl:x_g ;sopropagglt,le’t:gg I:; -

cal c. er r,]1 g?r(:m 9%  2i1—212°C. . &

C[err] H err]'H{eemt fn;s@taraﬁ#m[namI}O[err] ~ found:
9.74% 5 %ge mpmwn"bar"é“ tBSF 108% N 2:47%10  found:

10. 14% 49% C21H25N02HC1 R I - (2
- hydroxyetdaydgs: 4 - (d| phenyl - calc. : Cl- 9.85% N 3.89%, :
met hyl ene) - séhsﬁ@: NG Gl 2 - [2 fomd _ hyd?Bhet hd#9% - et hoxyl -

The corr sponF}‘ 0 hycfrﬁ%‘ﬁ r| éfter re- ethyl} -4 - (p -
chl or odi pheny “methyl'e cr st al l1i sqzr-omdmi{yeam) 4 gop(aymandl-, soelts at

pi peri di ne 5{ : 229)2300 The h dgénfumar ate, after
recrystal - 1T 2-{ 25-6(2 W@‘V‘ﬁ‘??ry |'§6}‘P‘W pano %F’t’% $ hydnoshiori

$5 103[e ch?ordd}pheny % 229__23000 50pE0 paml’ C. I d -
10.74% N 41‘1%%&;,011&0 fumarat afterrdcrysna&- T

found: 15 lisatiorl GroR6 Yopropanol, el IOZ—AWW@{& _ . 35_
C[err]H[errlpm\IQerr]C[err]H[err]O[err] foun. - a ig;go/; %ﬁ '
nydr oxyetylg, 4 - (p - chlorodi- Lalc. . 0%5% g &%y, TN 2. 63%
phenyl - P imeiNo, quitmer i di ne. 20. 1 - {Dubgliroxyetyl) - 4 .- - (6. 38t 2. 59%

The corresponmlm[? hydfrﬁlo'i;(!iﬂil"/or|1i‘lé63 fter rg- pheqy) - methylene) -

) -
crystal |®sat | $From i sdepandt®mel t 5, gﬁll‘?a‘mp‘%um °“dd1 Fy x;?%r opyl )
- 4 - (di phemngls - dmhy&r%irpﬂo%ﬁiew](@phmyl- 185—135133n rns*sl1 i ene’) ﬂﬁgrﬁerr di ne.

Anal ysr S: methylene) - piperidine. C[ err] H err] C NO HO 45.. .

cal c. - Cferr] 9.73% total A 19.46% - N 3.84%

found: Analgsisn2 oy o 19. 83% 3. 85% 1 - (2

- hydroxygt hyl) - 4 - (ﬁ‘-‘c *fﬁnNQfl{)%my ot €1 qmg/esm@(iwg hydr ochl ori de,
after re- pheeigt - rre9m%ene) - po.g8sti di 385% crystallisation

from isopropanol, nelts at 50

217-218[ erry Cg2 - hydzroxyethyl)n-ah VSfpS+ fluorodi-  The corresponding hydrochloride, efter re- . .

C[ er r] H er r ] FN@hdaidi - methylene) - piperidine. - crystallisationc ffom .isoprogangle mpefts 165 PYop  F
5.46% N 4.27%55 2A7—80%a: - 10. 48% 5. 42%
3. 99% ;lr”jb(sg hydroxyethyl) - 4 -([err]- net hoxy - 1-(3 .

- hydr oxypr opy -4- (di pb,@nmNonm di phenyl met hyl ene) - :
pi peridine. smet Gl ey i /idllﬁd27% : 75 ' The
correspo® ng hydrochl orriﬂ@d af t er 1048% /corrég%éndr ng hydrochl ori de,

after re- cr stalrsatron from |so]gro§an nelts aht cﬁp tlallrsatron

from isoprb - fp- o 191 ydroxypmwl)
190- - 1010 PR - P _ methykne) - piperidin

Rif L ydrochloride, after re-: drodhlomde afA QY ST S!
Cerr]Herr M isopropanol, melts at Icrystalhsa.tﬁpgm opandlD, this  at

80 60 19@a-|lSti°Q Cllerr] 9.85% N9B-84%. calc.: d -
10.31% N Am?% found: Q% ' - 3.80% .

f ound: i@mﬁﬁm " 4.01% 65 ZI-Ndu@royet hyl) - 4 -(rso-

met hyl - 1- (@alc hy dcox 983 y |1)r-3sa°/ (di phemgit.:  CI- 1031% di NHeAY -

met hyl ene) - (iupdsri di nd0.20% - . mi‘!‘w-ene) 1088%er | N The
correspondi ng ‘hydrochl ori de, after re- The correspondi ng hydrochl ori de,
after rees B5(z- W&ﬁ,ﬁ)w bt ] BRfIr-om -i @Ophyaaitatyl) el § gdiptenyl -
crystallisati ¥ omethylger pjpeniiie, neltS at methylene) - piperidine.

The corresponding hydrochloride, after re- The corresponding hydrochloride, after re- 85
crystallisation from isopropanol, melts at crystallisation from isopropanol, . melts at

201—202°C, 185-—186°C
70 Analyszs L o AnaIs:s
CmstNO.HGl ' T szHz-,NO.HCI
calc.: ‘Cl- 1031%, N 4.07% calc. : Cl- 990% N 3.91% 90

found; 10347, 402% found; 986%  391%



201-202[err] C 185-186[err]C. 70 Analysis:

Anal ysi s: Cerr]Herr] Nd err] HO

Clerr] H err] NOHC calc.: Cl- 10.31% N 4.07% calc.:
C[erri—9.90% N 3.91% 90 found; . 10. 34%

4.02% f ound: 9. 86% 3.91% 7 _
1,242,169 ' : 7 1- (2 -
hydroxyethyl) - 3 - (diphenyl - Analysis: . nmet hyl ene -

pi peri di pe C[ er r] H[ er r] qu,grzrﬂ;j-ld 60 .7 The
cor r espent-Rg—hydrochi-orrde;—after—re= —catT C—9A8% N 3. 73%
crystl|isiti &n- thylls o Dgfﬂ"ﬁ@ﬂnl Trel“‘t'@l"’?l{lz No,ﬁ.’é'r”d 9. 48%

3. 78%%  164¢ gﬂ%ﬁ' eth loride, after Te- Cl- 948% N 374,

The 1 £ y)ner:s ‘et hyl ]found Arved8Y/si s: 3.78%

4 - ([etr]64[—ei|65°p - di phenyl ) - piperidipe - net galﬁnol - '

Clerr]H err NOHC 4 :I‘ha i ,.5.'v, et gl ]Et arting

mat erial, rc,ﬁ};’NO calc.: OW],,@%"?@] 2%8 Stabirfs. al, is 65 Prepar ed
from4 - (] edlc]:, [ecr]m74v;t,| phemyll/), ppparmdfrom4- aa -~ dighenyt): - piperi- 11. 1%
4.22% foidne - nelA%nol 4RRIL2 - gﬁ@%ngmtwgrgﬁfmmm)-

et hanol the ma Sscki b ﬁ) s propyl) -3
! (aiprEngr” B Hf%?i@ %pas%m@ﬂ’hénpu on PhASe ooy ﬂﬁ’?ﬁ’ etz 10

met hyl ene) The hgBydrochloride, aftef teh After ¢

pi peri di negs mggtm from Tsprsorenplr @lyo rid ePFyE%'Z leride %’Pt%rmerl"%‘g Af t er
recrystall &2k from i sopr opanol , Ghds! B3 bR phLOM

i SOpr.op@nQuaysiyel t's at  correspondi ng fpyxddoycmla@d&ﬂedﬁﬁiwﬁ a nmelting 75
176- 177[err]CnH25N0HCI |nt of 229- 230[err]C

The fol | owi n@é%gp&hnﬁ%%%ﬁavé“ Q%% pre---' {Lﬁm m:)XY)ppifﬁyll -3

par ed by the nd'b the

[ er r FH enr.] {30 [12C1 (2 - hydroxyethoxy) C @th6xy] - ﬁmﬂmﬁeﬂfod]haslelmad;p/ %1 1 -
[2 - (20- chyldr-dx bt phe letﬂteﬂly‘]ene)s Example 1). ye t'hoxy) erhyl}o 28%

4
4.02%' gne)* & Iy lfe eﬁg
(The -pr epasar] q’ﬁi%r cma h‘%h%.y h?(ﬁ'oclﬂondesalae szolvegfrﬁmonﬁ hsel
hydr oxyet o3eg) - et hoxy] first metiod shlaﬁonaisrmﬂ;edbeeme ddd ovithbed in 20

/ ] d then boiled 85
et hyI} & gl chior odi phenyl met hy g8y hydrogs 4hoggg£ i (2 - (2
on

. pi peridine. guained af dct
hydr oxyet hox;':aic - et?‘hﬁ 620/ N 2639 The QM % :E&%lﬁﬁ isGpropahdL.er

recrystal - 8wumd:[err], §804] - ZGP%henyI ydrquidorivia nof] the

| i sat i on fro ]250(9”?1 nol r;e xy?t m mgﬁﬁgztlm Cl%l('?srﬂoved in
100 {'?0-' % iphenyl - ‘ w1th the one obtained by the first The
sol ut i on | s sat Uih&hﬁ&ﬂe)l rmieﬂcﬁucvm d Wi t Fmetho

gaseous hy dFieomesponiiog teuafiert teceystab o | ed 85 25 Anal ysis:

under ref Il’g?é of'F"maBsGEFPP“Hd’h&’G]Fss o e eblggie o o o
Clerr]HerT qurr]C[err]H[err]qerr] wl",’:” 20_9480 Ng;q%tai nea after
evapor ass mﬂcﬁ&hﬁ/acuum on - . . - 466%377 2.63%

a water-bath omisop

5.52% fﬂgg/ %gﬁé %jf 4lf7&é’or respéﬁ%f& %?Ysgd'he
product “obt ai ned el ts. at°180 1 err]@sta’z,ﬁg)ma 1waspmpmufm&3- 100 2-
hydrokyet hox g - et BosMpLE 2. de I’]eSSI ondiplienym [ niethp®l adl o(lrrd i's

et hyl } é i obt ai ned
oy h 11 syt N e T ”%En%ﬁ”emm o "

The corresq&mﬂgllb&g &uﬂaﬂai e:xm@ietﬁrlt eC I M&hyRhe - pclpendlﬂel sation from
i sopr opanailso WMMM mwym L3  After @B @llisation from isopropanol, the

Jerr] - ethyl] - (u,.a - mm@mg hyd mchlondgogf the product
methﬁobmﬂ% /fdl BSObKna melts at 147—14 - .

calc.: .. k%
found: - A soEJ@tmOﬂ%g 1 - [23, ClYaydroxy- Andalysis: . R
chicuid %"ﬂ q e%‘fl‘m“m Fll‘io. 07%

d err] e'r - :

found pA,fter']ea' nd over- 3 - err] [err I'p enyI -
pi peri.di nemght,n'ée hetivh miswet is bmled imder. 1 - (2 - hydroxyethyl) - 2 - (d1phenyl -
SR e TN i

EXAMPLE ss. and the residue

40 1 [2 mopéoﬁauo e prsdied d has 2.8
franner de- mstMZZI—Z%ITDphenyI - rret hy bremig )acid ipheated ifati nbours at dP0°6ed i n

Exanple 1 for the condensati on of The preparation of this conpound
has the sane chlorohydrin with 4 - diphenyl - al ready been descri bed
in Exanple 1. It can nmethylene - piperidine. 105 al so

be prepared by the dehydration of 1 - After recrystallisation from

T



| owi ng manner: A solution of 5¢9g. 1- [2 (2 - hydroxy- Analysis:
ethoxy) - ethyl] - 4 - ([err],[err] - diphenyl) -

Cerr]Herr]NJerr] HC 110 50 pi perdi ne-net hanol
hydrochl oride in 500 m . T calc.: aTerr] 9.04% N 3. 7%
ethanol is saturated in the cold wth gaseous found: 9.11%
3.49% hydr ogen chloride. After |leaving to stand over- ni ght,

the reaction mxture is boiled under 1 - (2 - hydro-xyethyl) - 2 -

(di phenyl - g refl ux for 20 m nutleﬁz_ 69" :
et hyl ene) S -ne he aYa ; : dto
A sol ution of’l‘lia&eg:non mix(uit is cdsvjedramx d?- ﬂé%s—

resi due recr He 15#1’8‘1&1‘“1“201““ e‘P eF— g‘b t (anp‘i‘“}’f}@l" |

met hanol y?w;% &iﬁ%}l - © - bro de
in 100 ni. scomegteid ydg_lonsopropanol O&h&ﬂl-é!@ B4 1 {diphenyi -

brom c aci d i ssidweais Momllh@lumawcemoc meﬂlyleﬂc)-
1, 242, 169 The meddml g hy drzogo_mndﬁoof the pro- compound Xeihoé {f_ﬂ; 2|- B?.;ﬂ
mxture is cooﬁae%bmlmn ETim a%:te sa%gt corrpoundmja %] y} roxy-

m xture and thmhsstper nat ant” solution is d&mpoundemhoxylz hyﬂi'diy&h]yl) 44 (o -

met hoxydi - 10 CadtaOHBf . The residue is (dhewl e <iperidine.  phenyl -
nmet hyl ene) - pi nﬁdl il 21-; 4 N 3;4 ynes’g’ rXI ] 'gﬁ 'nf"%g %at -
whi | e corrpound' 1-{25 T2 - () 5 a |n8eacht| 50 m .

| sopropanol . THee 1- & hoydrpxyabythox P - u,ae-t h pound Xﬂ(\’dl pheﬁzyl- @ - hydrexesi due is
. as

finally cr)(stﬂl’hemée erIl’ 5 startyypt et ?8 1H‘iﬂ thyl - The
cor r espondith ﬁ?ﬁmﬁ ol Lt - 1~ 302 (235
hydr oxy- Slpteitlin® D bRInALY 300 @?bﬁé& 28 gr.r%(l (» [cfhlgro - p‘e W

et hoxy] - et hbyld-ym and/12-g. fnhydrous lsadpamocarbo@®  phenyl - methylene) - piperidine.

di phenyl m Fgflm ourp gt 95;_"{%%‘“ cool- Anal ysi B ing el

conpound X 8 ol penzeng A1 1 OronrohoRI A £UEF4 1 NO. HBr

(di phenyl - n&ihydnesia) waterllhh@@'th dned Method] The dogs B rendeted3ifichitic N803. 74%

conpound Xl | IThelconms ythe) pro- by exposure pleer dioxide (c£. IQT_WI@Z%
by Y g

3. 70% enyl - J. W I
pi peri di negs Anaz sissthe 1 -. (2 - hydroxyet hym’ v;sm@sdr @ﬁ!}%@gﬁrﬁgﬁﬂwnd XIV:
1 [2 -(2 -hydrd%gHZsNogHBil pheny| - Ql per i dicni pnmntﬂetrlyaﬁgbl used as star§-

et hoxy) - ethyl ]'Cak: 4 Bf( 371t’r|NI3‘ et hy [Resdisi oA yepyq di epar ed
as fol | ows: found: &6l - h ng en m‘mﬁ 254,, (2 xture
of 20 g 2 - [err] - di rmmh 3. conpound miave 1y)02 y - 75

pi peri di ne3 Hstrkmdmr: T8® g. et h}/l ene br okg.)mm'aveewlylorldl mk/kg OS) chl orm p'
- fluorodi- . ’2"“‘@] F’Bﬂﬂ"t{;ﬁ

met hyl ene) ﬁ,ﬁgﬁﬂ % amrqmg P S neafEd” fofas‘gﬁ%% k§‘f taer cool
20 ing, 40 néordpamaene -aze @ddedtoaabbxihe SlASsﬁﬂIareﬁeJct is (Bfaﬁz&{: inl:rﬂklboﬁsg
effects  35si ginli s4f |(¢P@Yédme}h3ﬂen9)nd’lnms heskehinjgtration (pé heophglline]at af dosdge ohc¥i ti

dogs. and Egg‘g% er b IBYE: dried. Met hod: The dogs
are rendered b |4IJ9, Yﬁ@,m,,henl 1: ef_sgg@m,éa,g,,g@ydrobrom de of the pro-
by exposur IE?tomlul-d o dimhmgm de . L”gﬁé‘a Aﬁamandutthem-gesdtlemel ts at
224- 225[ er A Compound [1Ig rmé-wv t}é%ﬁvew P ossler,

exp. Pat h. 261 Bfm E n@%m %&Eﬂ& 195, 71—74/ 100

ed and curarized

the viscous I’Ebﬁllpﬁin vel @f- Hyﬂiﬁxyéﬁ&w I a&tﬂfe&pﬂg is subjected to artificial resmrauon
C[ err] H err] NOfeyli - HBr - (o - chlorodiphenyl - Thaacrtdourashepiapmasvwllawdc dédi Ra

aI emhy ) Plpef £37% 5 78fpted bron ct
decrease of -t oo v %dﬂu;%%,?m AT i o'%ﬁe%f % 189
(R, exceedi ng %rt;ne) -Spl %m dose (ED 50) wlnch inhibits uhm spasms is
after adm nj s¢° '1:' SNIpt - (E%)ﬂf?o-th!drowef(l@wh‘g ¢aloulated. - EXAI\/PLE 3.
kg. int ravé?lou len%ff ¢ rﬂféou nigetyidieny] vy L4 RSW" P'H 3811 r‘?:“ the,
kg. 1 ntravenogsiphins %‘ - (BES nRfedxy- 1 wale ?rﬁ FSe fnesfs e vas
made of the:.fole -ethyl]A4-e($S mﬂmiﬁﬁ}m hdvauﬁddmte I.ng

conpounds %gco 3, ?{ es& e aggﬂﬂl ZSﬁ%ounds
Xl and w - oline conmderabl
i ntravenousl y) phenyl ﬁ&ﬁ@g;n.dg Xy[ (WW mqu t;g’ﬁ.f;g simlar

effect is obtalned after |ntravenous 35 ethyl] - 4 - (di phenyl . .

nmet hyl ene) -~ pi peri - adn1n|strat|on of theophylline at--a dosage of 95 .

di ne. _ . -4 ny./ kg, conpound H 1 - [2

- (2 -_hydroxyethOXy).- .;-*ethyl]-f~4 - (p - chlorodiphenyl - methyl 2.
I n gui nea- pi gs. ene) - piperidine Met hod: A
vari ant of the Konzett-Rossler 40 conpound II1l: 1- [2 - (2 -

hydr oxyet hoxy) - nethod (cfr. H Konzett and R Rouster, ethyl] - 4

- (n - chlorodlphenyl - methyl Arch. exp. Path. Pharnakol 195, 71-74/ '

A NN LN A PN AN\

:3::

ke



45 met hyl ene) - piperidine. peat ed bronchial spasns

are induced by succes- conpound V: 1 - [2 - (2 - hydroxyethoxy) - sive
i ntravenous injebctions of acetyl oholine, 105 ethyl] - 4 - (p -

fl uorodi phenyl - histam ne or serotonin. The 50% effi caceous

met hyl ene) , piperidine. - dose (ED 50) which inhibits these
spasns i s compound VI: 1 - [2 - (2 - hydroxyethoxy) - calculated. 50
ethyl] - 4 - (p - nethyldiphenyl - Results: The ED 50 towards the
various 9 nethylene) - piperidinga 169 ) i nduced 9

br onchospa ; f ; = ' . = = =

hydr oxy- _ 1 ow ng Tabl e. et hoxy) - ethyl] -4 - (m- nethyldi phenyl -
These conpounds prove to have .a foderate gp 50 (in @.t W ene) - piperiidine.
anti-bronchoconstricting effect towards acetyl-- conpounds VIIl: 1 - [2
- (2 - hydroxy - chol i neCampdundonsi| dSsraidmie 4 dicaahnlinst|i cHistahinet s et hoxy)
- ethyl] - 4 - (p - met MOXy - O { [QEaray nipsgam nic g, particul rly,
seroto- ‘115 - phenyl “net hyIﬁene?' - 7pi pedi né. - ni ni c

br onchospasns. 9 11 '0.065 9 0.1 1,242,169

°O ED, 50 (in ng./kg.)
Conmpound Ser ot oni AY AcetyP@ﬁ%I ide 214 stlani A7

| 0. 0075 \4 115 o.01 §5030 [ 0.065

|1 0. 065 ' 9 0.1 .

|V 0. 048 Vi 2. 1{- 0.003 9. 17 0.1

Vv 0.01 8.5 065

v o 954 v 5{° o.0065 851 0.1

VI | 0.0045  VII 4.% 0.013 081 0.043

VI 0. 013 748 - 043

IX - 0. 004 X 5 45 0004 8483 .03

X 0. 007 X 0.1650.007 0.697 0.07

X 0.01 : R 1.6 - 0.076

Xir 0,039 X 3lg 0.01 b611 0.076

X 0..018 11 512 4.030 96007 0.11

XIv 0. 0045 - 8 0.55 .

Theophyl |'i ne 3.5 X 0018 52 3.5 0.007 _

Anti histamnic activity. v Th% dund_ to be tegsted are adm ni stered
The anti histamnic activity of these sub- | i nf;ravenqous Y (2.5 ng./kg.) or
orally (2.5 ng./ 15 Thesphyliireées [has.soeen [studi ed i|n gaisnea-pigs by .kg.,
per catheter). 5 theBovet—ant—Staub—rmetHod—~(E—R—Soc—Brol. In the.
control animals, the mninumdose = 124, 547/1937) as nodified by S.

Levis et al. of intrj sadm ni st eredf st.am - s ch.
Intern. Phar mmmmﬁﬁpﬁ%@ ) thiese (‘sm-oriﬁta%m i%{z%ﬁig%%ﬁ (i?éi%.r‘/l 5

gui nea- pi gs ofances hasThees studisd i guisdapigs tyn kgeperahaeng t he nunber 300 to 400

he B ta C.(R.Boc. Biol. the gnimalys the ppipimpyE
e G e
h « « 'y . 1 J 3 i) . S i Y
i nj ect ed mmﬁ , §§m caik Goo, Haa 1055 VIRHoiehs b BHRUI00% b hebi &
previ ous Eb e icGbibta frf Geerfihing fihe | IR 400 @, RGE Weight, Maties betwden @4
are given |n of toicfidojes ofiinmayenously ipjettaintiistanchnd 9 wgikgt i on of this activity are
Tabl e:’ l'oe\;-%mﬁglm are neutfalised by the previous . . o

adin? of an amihistaminic agent. The  -The results are given in the following
ex:&nt‘ :g‘d the duration of this activity are Table: '
evaluat C




10 1,242,169

10 No. of toxic doses of histan ne
neutralised after 1 hour

after—4—hours _ Conpound i ntravenously orally,

I ntravenously orally I 600

[ 600 600 11 1200
1000 \ 1200 1000

Xl 10 800 1,242,169 - 1000 1|

1000 ' 7Y 500 — 600 — 400
600 The activity of conmpound XV. after 24 A__moderate but
significant increase in Q811 oF, todicS adstsl bef hidbéind whierslisaliNi ni st er edgnt r a-

cerebral output is prodyeed—by—se: . ly) and 600
(when adninistered oral lly). awdthsd conpoulnds,” pEF i Farly by conpound

V (1 ng./kg. int T. ' - nd S wly | Odefiyl atory effects "in
vivo" . Xl _%‘:%ﬁﬁg_ s \/,9. mt.tav?/gt-ged—i—irﬁiaﬁnest heti zed
dogs, subject ed IThe Vasodithatijng ef fects on ferofal and to
artificial respiratjon, dynagj.c fcerebral Eirculation are
relatively specific, in fectls arg studi edjunder the -experinental
the sense that theyggare d 'hgooa nuch cpndi ti ons described by
Wl | ens and Wauters |legser or evien nil st)nulationfof the cardiac 10
(Arch. int. Pharmachdyn {17112946-p508%%00ut put . 1968. The cardi ac,
muscul o- cut aneous apd I n gope spre exper| menpgl cpnditions, theo-
cerebral outputs are negsured by ans of | phylline]ldoes not appreciably

| ncrease the 45 XI peri - anqodr i probes pl aced arpund the aorta fenoral
out put; on the oth d, prop - and| t heyenof al vert ebral
arteries, respec- eJ%ces a h%ogh | rrp?aogp fo} Pp?({ghr:; n..?@fﬂ.L_but 15 tively

only at t he i ntravenous ‘dose of 20 ng./ kg. Resul ts: The

nuscul o- cut apeo battex fid-RG! bieS sipafeaPablad Ry an im
output is Gngglghgﬁafn%y%ﬁﬁwng XJ% Z?m?t&%ﬁ] outpﬁms bmﬁ%f@lx;cebmlat th@n 35 f

cardi ac rhy&iously) an!d5®0(whenadmm$t®st@dlybo tmIPPiEl ease

Concl usi re than.20% . duri ng ng’?’é‘& conpounds
accor di ng toMg,% ;‘ﬁg&té sg.lg&@ave rmws&n&m anpr esent
inventi on haweifkiab Ortere'bml uirrulansxt net nelgtively fspetifippy . of

conpounds leffect m{fbﬂ;@ms swﬁmi m&ggg@?@dﬂ?g mgﬂd V and

s

of 2 ny. o ‘5’ m%

55 ok{m:]’ he Stdiaca Afsc A e&scﬁét|nlncﬁ§%w experimbiie? chidaiomateo-i n_f enor al
out put is werebyal fare mefS@ed b ﬂldfatphylﬂgpeeﬂtieecmt approvgbly Linqegsen the

cant (50 t E@iﬂd utput; on the othen Banbold gB¢ f et hod
1 or %Q%W% W‘ﬁb?g’ﬁe(ﬁ.‘ ﬁ%&h‘m%ﬁeh@ﬂ* ated
rabblt hear Rhsaus! g hlusaﬂo-m@dmpaipa&nrcatmma@& BaEROMEEhphhiddObylart -2 Y. |
| at ed by elogtpter i comsitiérstlyt simubprd bfhmtc‘zfrcnmlyweleram ofj gardisgvibyiys|y P 2 to

10 my. /kcg. PERel compumid g ey | U Bl 2 0
duodenal, )munutes) is observed arﬁltqe% intravenous ad- present utﬁtﬁ QMS@W Spone i S
constant anginbhio36f 1 m@p@aus Confpounids I [the/iséod Isapplydmthe megulb-attinerss adhe  out put
of the perfgl\bnﬂd ofalll MOB@FJI cerebralaregi®p.al  out put cannot b 5
subj ected t : pnd 1 A3 i gnl ficant
o ot oot R et oy TELSTIR, comar B AL R bty e
muscul o- cutnaez)ucsusc Sﬁcﬁuﬁ&tslaﬁd’ldbserved aftabl eMethod: The 1solaued rabbit heart is ﬁbri'l-

J

65 administration of compound V (0.1 to 2 mg./ lated by electric stimulation. The coronary
Z kg. intravenously or 2 to 10 mg./kg. intra- region is perfused by cannulation of the aorta. 60
duodenally). The perfusion pressure is constant and the

30  Because of its physiological regulation, the output of the perfusion tiquid (Tyrode solu-
cerebral output cannot be subjected to varia- tion) is measured.
tions which are as significant as those observed Results:  These are given in the followmg
in the musculo-cutaneous circulation, Table: 65
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11 Concentration I ncrease of
Nunber of Conmpound [err]g./m. output in
% T I 1 37 T
12 .. 2 65
12 5 134
12 20 148
12 |1 _ 5 113 _
12 |2 — L1 20— 145 -
12 111 5 103 12
| V-"*"—\x 5 Concentration n?jlncrease of Numb 12
\Y o ”5& 2 _ am.m‘;t;g"
5 d pg./mi 1 ?output in %
5 132 1 112 37 12
20 116 12 Vi
5 119 - 2 g © 12 VI
5 121 5 9 134 12
20 172 _ 12 X
5 ™ 75 20 12 48 12
20 31 12 ; '
50 39 20 12 145 12
100 76 ' 200
147 IﬁlZ 3 concllusi od® 2 C
van-der Eycken, CIVNi enggeerss J. d.. st In thizs test, the various
conmpounds have a Phar n Chem 1, 2481-297/1959. 15 very
signi ficant coroany di] ati ng effedt, whtdh R{tati ntf rod: N. W Dunham T.
S. Mya, 5 is far grealer than thgat of gfeophyllinep J. "Am Pharm
Assoc. 46, 208-209/1957 . :
Behavi our (exciting or kedati%e): g |r\h, 12 Effects on the
central nervous system| Gordgp Research ,gonfergnce op, Medi ci nal The
activity of the conmpounds awarding jto em stny, Aug. 1959, 3-7, Col by
Juni.or 20 Ve present 5nventfi on am the dentral9 nervous College, New
London). - syster s bgen de%/er m ned bylzfrea of the
El ect ro- encephal o m [ abbreviated EG™ fol | oW ng tests:
S. G urgea and Meyersoops, Mag. Exp.8 172 Pot gnti atjoon of pent obarbit al
:P. Janssen, C 66/ 196p. Van de WEsteri rgh A. Jaguenau P. Denvoen,.
The results obtai ®ed by| these3tests are &m 45 12 B, Hermans, G Van
Dael e,” K. Schel | ekens, jmariggd in fthe flgg_l ow 1ig Tabje:
Theophylline 20 31 12
‘ 50 39 12
3. 100 76 12
200 147 12
; Conclusion: C. van der Eycken, C. Niemegeers, J. Med.
In this test, the various compounds have a Pharm. Chem. I, 281-—297/1959. 15
very slgmﬁoant coronary-dilating effect, which  Rotating rod: N W. Dunham, T. S. Miya,
.5 is far greater than that of ﬂleophy]lme. - J. Am, Pharm. Assoc. 46, 208—209/1957.
. Behaviowr (exciting or seda.nve) S. Irwin,
Effects on the cermal nerovous system: Gordon Research Conference on Medicinal
The  activity of the compounds according to  Chemistry, Aug. 1959, 3—7, Colby Junior 20
.. the present invention on the central nervows College, New London). -
- system has been determ.med rby means of the Electro-encephaiogram ~ (abbreviated EEG)
10 following tests: .- S. Giurgea and Moeyersoons, Med.' Exvp
- Potentiation' of pentobarbztal P. ]'anssen, C. 66/1963.
Van deWestennglyA Jaguenau, P. Demoen,  The results obmmedbythesemtsgresmn— 25

B.._I-_Ie_._-tmans, . Van Dacle, K, Sche‘llekens,

marﬁsed in the following Tablﬂ

* c L M s *
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12

Behavi our Pot enti ati on of Conmpound

pent obar bi t al Rot ating rod EXC. Sed. EEG i
M O 14 RP 31 + + sedati ve

I M O 44 R P 13.5 + sedative
|V M O 14 RP 33 + \Y

M O 7 RP 21 + + active

VI Wao 5 R P 1&2A2169- + 122y
MO 9 + 4+ XV M O
16.5 RP 10.5 + o+ - Signification of the letters
and nuneri cal 3.1 - [2- (2 - hydr oxyet hoxy) -.ethyl] - . values: ™ =

nmouse; O = oral admnistrag 4 - (o - jchlorodiphe yIBeha‘;;ggj hyl'ene) - piperi-"
tion; R = rat; P = parent ¢grdoteadibmioftir ati on; di '
35 5 the nunmeri compamges| apwtobshitbsdedRetsingrgod Cex, [1sed. [2 EE@ -

hydr oxyer hoxy) - ethyl] - M 69 @nl faly, BOdY,, Wel gNT,; UNe, SN The 4 -
(p - fluorodi phenyl - nethylene) - pi perl}? A nu rert cal 'l'/al aE'Yle greater
the activity of the Idine.| M Oted#ted cd!rﬁourlds + . sedauve

5. 1 - { 2 - ]2 - (2, hydroxyeth V\he1her intleformof free-
bases or of ethoxy] v et hy ﬁﬁ q?dl Fhe‘?ﬁl 3 et 1y|+ene*) - |40 10 salts of
i norgani ¢ or organi cvphar nB.CMUd_)I cakbly| mperigli ne] 4+ |acgcept alifeaci ds,

t he conpounds accord tg 6. 1 -2 - (2 - hydflroxyé¢thoxy) - ethyl] - -
t he present i nventi oM Hﬂay beMa@ni n?ste;réﬁl’ 416 (pl- *hljorbdilpheny!l -

met hyl ene) - pi peri - arapl gy, rgctally or pareptgralily,in unit doses
di ne. of 10 to 60 ng. |and, in accgrdance wthyfthe +7 1-12- (2 -
hydr oxyet hoxy - ethyKY - [45M16 d6de [ofR Bdnilfisst | ath off, +n fadni xture with
4 - (di phenyl nmethyTene)y - pirperdarne. - sSorTd—or T guird—pharmaceuti cal
exci pients 8. 1 2 - [2 - (2 - hydroxyethoxy) - VWHAT WE CLAI M
1S - : Signification of Rl RAKY land MBI - 341 = [0 (2 - BldQbastkphemyly -

1. Di phenyl - rretmuhserm =p|i}nmse|;m rreeraloddminivea- Nt toyd mwﬁhph@ylpaﬁﬂtmeﬂs plperl-
general for ation; R = rat; parenteral administration;  dineg % g- dr OX
0 1 the numerical values m‘e expressed in mg./ 41-T2-(- hyd oxyerhox pél@

- ethyl] - animal smaller the 4 - fluorodiphenyl. - 1

met hoxy - di pherrmwenmmmwgw@}mmwwofme dme(P e llpp3¥ drRgie

10. 1 - [2 - (2test<‘.d et hoxy) et hyl ] -{2-[2-(2- hydroxyethoxy) -

4 - (4 - chl Whather _in fthe) fopr wfet 1 z@yl} 4 - (diptienyl - methylene) - 40
Ocalts inorganic or organic' p

ene) - pi per i difd&mable acids, the compounds a o 891 - [2- (2 - hydr -
11 PR kbl a O RrakBO ey e S 4G - UElloroc(hphen};rl f’mﬂ)

- - giveectpfiy . or p@npmgy] t
4- (m- trifl Lg;?ll%j to 60 mg. and, in ummﬂqgglf:hyd 7.1-[2-(2- hyd.mxyeﬁhox;j er.h_y $ .
pi peridi ne. 1 stratlo in admixture with. 4 - (diphenyl e lene " (
hydr oxyet hyI 0r1(q ’trcal I excipidheT €1 1 Ars&n éhry en at om
or nethyl ene) - oxy]GOeﬂxyl} 4-a(pC-yﬂiﬁﬁJd@li:ﬁy1p- or-a
hal onet hyl , al kgéi &Phenyl-raeshyleme-mpe(ﬂgm pfy ny@zyhyq pezdine. (p -
al koxy r adi cal %ﬁa eﬁ@ ;’i’zyg i} 50
pi peri di ne. Ris aft oxyal kyl , hydro mefhylep [2 -

(2 - hydroxyet hoxy) - N hydrox m klox[ al(ky}hydfraglmai) -edtgl] -al kyI'
4 - (p - methyl - di ph‘gnyl - cﬁ/l ene) - I ﬁhﬁg aﬁl’kaswo Fp'éﬂlwlc-amethy- :
p di

ene) - piperidine.

containing up' to 4 car i ne. 111_2
at ons; 45¢m 1 u['lﬂu( mdfﬁ&b%@t hOXY)
- ethyl] - or the"ad Ttion galts therecﬂre)wpxbmpimarrra- 4 - (m- methy
- diphenyl - MeLAVLENR), fosoeen Bgcally acc la ?eh 1) - 4 - (diphenyl - 5
piper i ne. 30 ¥t e B pelirigbfeal o ye (2- o4 45 dusl 2 (2
- hydr oxyet hoxy xlkoejz fcdl-and 4 yp (5254 1eme)
pi peri - & he ﬂmxyﬂm-th#%% |<per| rie [Zet-hl-lgldll'loxukiﬂmey) elfg:] -
al - -m - enyl - -

17. 1 - [2 - ,agg%%gg S S Vi - G - e 6

atoms; ; 15 1 - [2 2 - hydnroxyethoxy) ethyl] -

or the addition _sa:lts thereof Wll‘h phm-ma 4 - (m - methyl - diphenyl - methylme) -
3 w;mfuy [aﬁwe?zableh;ggs ' e
-[2- xy'et'lwxy) et‘hyl] - 16 1-J2-(2- hy'droxyeulwxy) euhyl] -
- (m - chlorodiphenyl - methylene) - pxpen- - (diphenyl - methylene) - piperidin 70
dhne 17 1 - [2 - (2 - hydroxyethoxy) - et'hyl] -

* € L M 5§
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12

Behavi our : Pot enti ati on of - Conmpound

pent obar bi t al Rot ating rod exe. sed. EEG

M O RP 31 + sedative

M O Aifl . R P 135 1’2124169 sedative 12

Y M O 14 RP 33 + \Y &
0 7 RP 21 + + active - ) 11|
M O 5 RP 16 . . + X ~ M3
9 : + | + Bfidviour M O 16.4
RP 10.5 + Potentiation- of-]  Gj gni f i | cat of—ttretl etters and
auneri cal 3 Comppound 5 | ( pentobrbitl o4y o RA1EHES =od otlhyiEg | %ed fval®s: m =

rouse; O = oral pdm nilstigpe 44- (jO Rpchlglrodl phenyl 4 net ghiee) - pipeg
tion; R=rat; P = parenteral admini stration; | ding| -
35 5 the nuneriHal vql u@soareﬂexpregé’ed I35 /+ | 4. 1]- sgdptive (2 - X
gniggl bedy ight thejsmaller the 4 ¥

hydr oxyet hoxy) -pethylj .
(p - fluorodi phenyl - rrthyI ene) pi peri - nunerj cal vyal ue, the greatgr
the activity of ¥Yhe dindO ﬂest edRd@npziund.] + + active .

B 1-{2-1[2 - hy xyet.hoxy) ., - Whethef in {he formof fred:-
ffases or of et hX%] - &h@ % -ﬁ(d{(r}’hen% - Imethy] effe) |- 40 10 salt
#&nor gani c or org®nic hamnaceutpi cal ly piperiding. + a¢cept abl e aci ds;
#8he conpounds according to [2 - (2 -] hydrpxyet hoxy) - ethyl] -
%he present inve&ion ne} Be a'érﬁ |s?‘ePr edl0-3 - (% -1 ctit of odi pheny! -

et hyl ene) - piperi- - orally, rect al ['y or parenterally in unit doses §
.dl ne. ~of 10 to 60 ny. and, in accordance with the 7.1 - [2- (2§
Hydr oxyet hosiynjficatiort bey kile 'letterél&na5nunﬂfﬁ&€ of 3.adnini @t + widtoRyerhoky - 2chpl] %t ur e

4 - (di pherfglues: MEF ‘@mm - ? mﬂiﬂne4 (0 - chigriodipheny! - |miethylieat) p WRFirac ut|.
exi pi ents; rhe’gm al “valu& are esse et X ) ydmr]g: ethoxy -e

I.S: - kg. animal body weight® h)4| m‘bd1 H?.nyl n¥ yl -

1. Di phenylmmdayﬁkm,ehqagmmmam&yofﬂzé helmerret h I ene - peri d| ne.

general forf ] " ;ﬁ‘? eth‘; %y), - 1
hydr oxyehhogg of m&mof orgam nnaceutxogallog ;fg:?d]meﬁmY&(‘ﬁ [(g ena)l phenyl i
met hyl ene) acceptable acids, the compecunds according to 6.1 - [2 - (2 - hydroxyethoxy) Pleﬂ@l]l-dl ne.

10. 1 - [2 the (pPesent hxyvd!m hbs §mmlmdh |4]- (p - chlorodipheny! - methylene) - piperi- 4..

rally, rectally @%ﬁ t _do
(4 chlor Oof Oﬂio 60 mg an in a ngzh with tfh?g t 9? ZPZ (2 - hydrexyethoxy) [-%Efl]]
ene) - pi PErh&He "G administration, in -admixture with 4 - diﬁnl methylene) - piperidine.

11. 1 - [2 solid & ki oblmmlﬁwg@npmet hyl] 8. 112122 - hydroxyetoxy) - '
(m - trlfluol CLAWYL R ery t hy IethXY] -ethyl} - 4 - (P-efiveyodlphepﬂperldl |
12. 1 - (2 g T“)"p‘-perlflm” (°ﬂ|’ﬁﬁe|ﬂ§hylem[2 3 dg&;& EIgwﬁuydrﬁgge.
hal ogen at ofr mﬁt hyl ene) - pi per| d| nq & - meﬂmy };n phenyl - ylene) . §an

group or a haI orre | kyl or pmcg.& hydroxyet hyI)

f:l uor o- al kog @o cal [2-@- hydfw

et hyl en?a pi per| di-ne. cﬁ is a hydeipf 4hy8?°6 Wox?%'i"ﬁyl

FA. 2 - (2 - 0 - ethyl]ir1 E[z (z hyﬁﬁ&y%ﬁ&)@ﬁ@l]@xyal &
radi cal each al ky| @ (pR rret hyl - ummehyhyldwh@)’lmmeth}’l- and
al koxy radl cal containing up to 4 car boﬁn Zuhfﬁklg‘

1 iphen
65 at oein A is a hf'drogen or halogen atom or methylene) - ine )gL%hY)l -[CS (12 ~60
hydr oxyet hoxy)cyanoeg or 2 halometﬁ)ﬂ, ike oaddi 13| 0Rn (sah;tdsoxyaﬂqneaf Wwi- tﬁhorphar ma-§ 4

- (m - Ialkozygﬁdfjb%b ne) - leheanemﬁlﬂ@h) piperidiapt a aci ds
pi per i d| j %;3; ,’ga of Yﬁ*’h@rqx ﬁ@%?ﬂf’memﬁej *)

(2 - hydroxye radic#® ngupto 4 carbon  pipeni
atoms; 15. 1 - [2 (2 - hydroxyethozy) - ethyl] -
or the addition salts thereof with pharma- 4 - (m - methyl - diphenyl - methylene) -
ceutically acceptable acids. piperidine.
30 2 1 - {2 - (2 - hydroxyethoxy) - ethyl] - 16, 1 - [2 - (2 - hydroxyethoxy) - ethyl] -
- (m - chlorodiphenyl - methylene) - piperi- 3 - (dnphenyl - methylene) - piperidine. 70

dme - [2 - (2 - hydroxyethozy) - ethyl] -




4 - (m- chlorodi phenyl - nethylene) - piperi- 3 - (diphenyl - nethylene)

- piperidine. 70 di ne. 17. 1 -
[2 - (2 hydroxyethoxy) - ethyl] - 13
1,242,169 4 - (p - trifluoromethyl - diphenyl - nethyl- ene) -
piperidine. 18.1- [2 - (2 -hydroxyethoxy) - ethyl] - 4 - (p -t -
butyl - diphenyl - nethylene) - 5 pi pei dine. 19. 1- [2 - (2 -
hydroxyethoxy) - ethyl] - 4 - (3,4 - dinmethyl - diphenyl - nethyl ene)
13 “[err] pi’ﬂgliégdl ne. - 20.1 - [2 - (g8
hydroxyetho e)

in which A ha4s fmeﬂ‘@a'vmmyhﬂﬂwnﬂs- inethsdd ai m A pi peri di ne

1, is rea‘t cF (mﬁon t ener al 1. 1 {2- ]2 - (2-
hydr oxyet hoxy4) bfu nﬂﬁﬂg%ﬁ nﬁﬁin which R ha e\san®, mean-
ethoxyl -et5hy;hpen e (p- trifluoronmethyl- ing as in cla and Zis a
reactive atom &% 1 - [2 - @i- pidsorysthoxy)nestiiyll ene) - pi B g _
group capable ére%l’é’ftflﬂg d\ﬂhf"ﬁl’tﬂéthﬂ?@rogen 15 1 - &2 - [2 - (2 -
hydr oet hoxy) “%@hanpan:t ikl fjam of the | peridi ne.

et hoxy] - &h@/l—Xo-rEtrhgxym alpmenymmanrbgem which "ﬁi@é aml eclmm %

Qﬁ e

preparation dflpe ny|l thy pounds
of the gener %mﬁf BhV s C#r:ng_ ing as i E:Immlland{zls-a mmwx‘

hydroxyet hoxy henyl - i i Ty eerr - di grvereppeble Olfxlmctﬁg-wt |tpeh3rd1_’0_gen
et hoxyl:- II,Z% 1- 424 Re{?@ hydodxy -pheEYy Po the“éf}‘ g o tHe
gener al for <l - gt WI- ggemeﬁvlner 456 the gencral foRfila, diven|ifl chiint
di hydroxyprop y g - l‘pm I -lm&lﬁybneme)duphqnylp I-ermlen -
25. 1 - (2 - dﬂ;ody]oxgemhyh) (7)-4dlﬂbr iphenylCh| @peo~ methanol of [they geperal formuli-gheny| -
met hyl ene) 20 1y ) i piperidips 26 1 - q(Hz - hydr ogxye ylg- 4 - (o - nmeth-
oxy - di phenyphe 1 ¥ °"W§§W erd uf Y H (2 - hydroxyet hyl)
- - (m .y h‘d:-di& .&,b_yl ene) - B PETiM) n¢ 28, 1 -
(3 - hydrogpﬁm)mﬂﬂm}- in whjch AS ? ave same®®
meani ngs a h )-p‘} é?nmthe :' ingfaiml, is
submttedto‘f"' nh _4_ . 1-(4-5 oxybuﬁyl)-4-
(di phenyl - dmaet hyl ene) p| per| ‘di ne.

n w

37. Process foes. ﬂhe§3 ph;dq@ammpylp)n diphenyt -

; A%d haye ghe sane %t yI) -
3 - (di pheﬁﬁllm‘zﬂlﬁeﬁﬁ Q&%orldlpgdhg cl alﬁ‘t}ﬁ;ﬂ ';%m b e ggion
net hyl ene) - xy“’“ D ( hes®I nbeiswoetnkeﬁﬁﬁakdme.doamdn
exenpl i fied. y&oxyeﬂiy@ 3h¢aﬂ;m.yly.prmplpds ccordg -to yepypfants
Conpounds .ac m
ever prepared gﬁ/ Iﬁ)’ g%@ylbt%o@éﬁhﬁ’gl't oevgmpfepmdb

lene eSS »: wdi
hydr oxyet hpxyngyl zcﬁm etdf 35—617hy| } - - (4 -
chl or odi phenyéﬂwxy] - f{ -Rh-a@ x?l -co %}1 ) m}s,mp“?' 0

mer hyl ene) pisridine. }(ﬁ A
to ctaim 2 %ﬁ‘ jm }?'%_ Al %m lhydgegmme&( 1
wth a solid M et ho et hyl - -
trifluoronet h 4. 1 (Cetllvdmérhﬁx-cz pldiphtnyl - V@gm HIP Y gé}'re) -
pi peri di ne, messyTene)3-4plpe£1 (2 - oxyet hyl ) Ruﬁbﬁ - VENNER,
SH PLEY & G0 ponti m | ne. (Ruy g

Char t er ed PatEnwheAge at Siphenylmethy def@aess for th % i on of com
Rugby Chanberqfﬂlegmeralrfgmnbfsiflof t he general forr%f“é?go@g PP "ai m : 2,
Rugby Street, 1, wherein_a_di phenyl - net hyl ene- pi peri di ne

London WC. 1. Prinied fot he Ag&nﬁaiuode@rm&sythe Courier Press, Leamington Spa, 1971.  Agent s
for the Appli cant®blished by the Patent Offge; @@@W@em}%ﬁyg% Y% ferery Office
by the.Courier Press, Leam ngton Spa, y o871 Publ i shed by t he
Patent -Office, 25 Sout hanpt on Bui | di ngs, London, WC2A | AY, from

whi ch copi es may be obt ai ned.
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