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65 duced pressure and chromatography of the residue on a silica gel column (Waters Associates, Prep




20 . . Analysis: Cald. for C20HNNOBO.55 H20: C, 72.07; -H 6.68; N 4.20.
Found: € 72.07; H S AWN 4.1t d) (-i 14413(Dl nehyl am nc)propylidine)-6, I1
-'di htdr odr bej oxepn-2-carbel aci Ep(E2rpmReBHI 2). 25 Pure (. (2-brno-8,

| 1- dI hydr odi benbxol xepi n- 11-yi dwene) N-d | - (1S6 , 4.3 mvie),

was treated under nitrogen hi cold (-70C) tethydrofran (100 M) with 4.4

roc s e e B S R

by 't h r.n.u s).meqw JS1. R 7ML H, 1), 7127 @\081.8 Bz DIFRES, 724(dd, J=1.8, 9.1
sem prmanaaﬂ).\aaac(alaunncam ed with 20% net hanol in water 1gagont aining 0.1%*

308 etmﬂmh farCosHyBrO2iIG, 58,16: bhd3dﬁ Br.|28.64.&ound: B 88f3cH. 31985 ®A(2r af f or ed
0.012 CDC1 8 7.85
(d. - %@@E"f’fa%#’"'ﬁﬁzﬁ P B%WM@WP"?W@%MWWW 585 te. 111,
An m biomido! @%&M)G'D
‘ 3 (10 g, 34.6
M|WEWW6 N

(poa)

o
W .o (t'@llz).(%b;

- 4b), T84S SH) NM6; 28390 B somen, 27135, 6, N’&zme)m)ZSO of
N, N- di rrm&ysid'(ﬂahm for GoHaeBNOrtA HEELFTAT; Hi 586,355 Found: €. $T62: H, 5B32H,
mol ) .3%he reaction nixture was stinred at roomtenperature for 18 hours,

.t Qé@mﬁ?w?gﬁﬁgﬁ"ﬁﬁ’%@ ok S dolintb St SRR ") 1 vt e

- \l»® give the crude 45 product Anal yti cal sarrpl e was obtai ned by

recr yst aﬂnl lsmmﬂcommmreom&)yﬁem@-mm kummnzmq}11-quawmuw(om| 3)
8 8.0 ine1 3,0 g8 mrBole) 3o Y5a3L dryyte Bk 70°Ciy: i ,sw

3. (@ . :. e A gt . ] @ﬁu ‘-: B -ié’ b _ 4. 08;
Br, 24ShedionH foverte phiise PRP-T senf-preparative colafin With watbr/attonitrile (87:13) to

2- ( 3- be.081g 11 dEgatiyer {ophifizddcpondbr) ot 24 Dityophiliee nﬁ%ﬂ%at e
(34 (Qmwmnmddd.nl-aommurm &8) 28D(dill=105T H4 Ok HOJ7.82+7. ammatici 200
rr1_3‘bf (tyr?ﬂer
reduce W:hen
acidif e atidic

sol uti o Y 05 ) . @‘oﬁi&@(&%&)&!}?r gae
t hes 2- §933t) H) 1635h BN 6.09.) Qaied Jor CupHaNOL0.2% HaO{ G573,26; M, 6.611 B3 4279 Béind [{Biiso-
( CDCALIperk:.C, 33.2¢; H, 6:60; -2‘P-16) 6. 84- 7 74 (m 7H, aromatic H), 6.16 (brs 11H,

5 o1 BRIy

oo dwydi)(mbrbﬁﬁ,hbdmdmhip rartq.oaesuspenm on of '

.~ 2-(3-bronmophenoxy neth 1) benzoate g, 0.1 1 nDIe in 100 mL of

- tr| f | uorPbeanab(d; e) aril 1'20 tae

"~ ‘eonpl € go"' r and
o RIS T
- re- 6s aewhwe kp&h@luﬁﬂm iA 50irhil. eAtrigel

. cnl ummmmsrmhmdo nat. e Boron BRGA @pedure 6f Example 2,

hexane#t%? P Splid ?Wb?
12¢C. G- g (¢BC

afaehesim teetopswduas clierketone] 10- 1
91@8?3 I 50 86 U S proabe M 594 G114
H

. % o 6 Hz, 1H,
ey 72 d,"*’%@-i‘?'?iu“%-éfé‘&ﬁ"'-ﬁ?&*-,*“?’f%-" @“‘f%“‘é““"’i&?ﬂm (dd.
o J 1 8 b)QE)Z(Z]-a-(B-Erbino-Bﬁ)-dnhﬁrddbeﬁz[b ej@tdpinAn Gliddad)-N,B-dimethylpropligming: Cal cd. for

X BI’ 27.64. FOUI’]d C,  5&13; H 3 19;
'._::_'.- 27557 (gl y I B e,

480 (1 :3.5) isomeric mnxture of bromoammes Flecrystalhzahon of the mixture from diethy! ether gave
B 0.17 g of Z-isomer and 1.8 g of an E/Z (1:4) (assayed by HPLC on C18) isomeric mixture which was used in
60 the next step without further purification. pmr (Z-isomer) (CDCls) &: 7.38-7.44 (m, 2H, Hy and Ha); 7.13-
7.18 (m, 3H, aromatic H); 6.84-6.93 (m, 2H, Hz and Hy); 5.70 (t, 1H, CH=); 5.15 (br 5, 2H, ArCH20); 2.55
(q, 2H, CHz) 2.43 (t, 2H, NCHy); 2.22 (s, 6H, NMe2).
Analysis: Calcd. for CigH20BINO: C, 63.70; H, 5.63; N, 3.91. Found (Z-isomer): L, 63.85; H, 5.65; N,
3.92.



1

10 96 mmle of n-butyl lithiumin hexane, and 3.brono-G
11-dl hydr odbenzboxepopn-11-one (10 9, 34.6 mmole) were reacted in 580 nlL

{dry th f by the procedure of Exanplgpb21ai7e®Bh. This povided an (g)I(2)-(1
1 3) Isoneric mxture of brompbamines (6.0 g). on f half of the mxtures (3.0

g) fromethyl acetate gave 1.45 g of Z-isoner of 293% *] purity

| e i Bl S e

orrer) " 1H, CHS, 93% Zisoner) 5.15 (very br s, 2H ArCHgO),

3 12 (m 2kh idomdjic ey E2n(1:2Hof BI(B-Brpmo-B, T8difirodibienzthbl -ylldbﬁ%NZNs!mmpro-

1 2.71 §s, pamnmedm smm)meem} rontahgﬂs&mran @amfawasrreact@rﬂmmlqn@m@* C,
| ifEmamE T MGR

] 1-(3- (D| o

; acid (Co%ﬂaﬂ& Nophilis 2 WI i%%‘l 66‘:'3)18 794
1- di hygdr qsHsp &R.2%5 bens;len H).815(nmm ¢ls), 6187 I O1HYHJr y
t et r ahy d6FBumaH,dis), 5B8QCT \AHI MCHOM 4801dbres, Hidt ArOBO), B/00 i, 2H, Gilz),

aphed“on s

be

I mxt u,ge ure was
] semi - pepar Ajdlysie: Caled!for CbdHHNGIHEI-0.20400 1T, tesidde H $261R) 3i82. Poundi (Eisdinen)8 @y Of
! E-i sonmer 65655.0i18.51; No@.9p.obakek Jor SadtzNCB@R.2yHD: GZ-684Grhh7.05: Wop#86. Fouad] (Zsisemks): ) .

jpm(E—s&wﬁf» uc;wm&ee 785(dd J-8.0, 17H21H2)750(d 317

._% 2) 2, 534&%3{1,& |ben%[b&'j_bx6p‘ih-1136rie NVB) 2. 70 (q 2H NOH2) . pmr

sorrer) (CDCLsITFA) 2H, Ha and 114) . 24- 7 36

e SER TR RS e

: 2H, NCHz)" férsangll"%nhl%roﬁéi HthQ) 38&*291 3% Bp273%; H
© 6.39; N, 4. Found( -1 soner) 69.64; H. 6.25 N, 4.03. Calcd. for

: C20HaNG3 b (_B@-HEKQ-BNQO-SY Si-dmrdjbet&[tfﬂqxem1 &ylﬁne)mmtmpﬂme) C 7 3 2 0;

" H 6.%0; N 4. 20. Exae3
- 14i hvdro e (g
- 1-di hydr
: car bonat gn(

(ElegI met % _)‘ vI | deeongel mo‘e)'
;'. :‘ p: 1 oone 12.7 g., 43.8
Exdmple rovided

A ienof15ﬁm6imnﬁ5s dryStalition) lof (lidmf)mrdefrdﬁﬁ sthyeasd-ed

: . (1:6)
"Wt h aset ﬁte/daeibandmava-ﬂtgmﬁmrezmhamseits h?drochlcﬁde saltoinel)i gem; amld?rm g)f

: 1&)
Dxanpl ¢ z;:rxﬁ(g:% awa*&é et i wpmg?fw' T (25

t) which u t 2
4- br aig0- (541 qusxymat hy ben20| C Iatgl gfédi(wgd:%nN L ﬁédﬁg\gg ls(‘::%"’hcz:ecsjnl;sn 50

m. of tri- fluroacetic anhydride containing 1 nL of boron trifluorideether

conpl ex Isy(E@H ?33@'0‘9'@!!%@0)999%#@ 5] '@‘V§t°é'99@[b eluxepin-8icarioxylicaciddCorapouadi?)py

5 ST N S ety e

aromat i C ithjum in h&;éhné Sollowsd, bygfas eAbbHdiox 0AIb ltheSprocedra lof Bxand|
58. 16; Hmﬂmspoﬂdmg Gatbaviic déidamsl anﬂz (38) ¢tBrecishmesc lrixmrSrTheZtﬁlxtE@ wé;) chromato-

(r)/(-3- 3 '."a "n terlaoetonme (85:15) to provide
-yl i dgne) e ?7’1@ Fgg iy mggn Wﬁ o}fl‘,)c”)aspa'eye"gmglas; iy
32 (i et I RThaRon 1, SHEH) s&% ﬁﬁ NOHL )fﬁ@f(ﬁe o 1 2aTEY,
48 mol e), mhled adr @nM&J-zblug iOITBM!B hewamsen ams! cmtw‘zs H, 6.84; N,

11-di hydrﬁdm benzrb, €] oxep| n-11-one (10 g, 34.6 i nmol e) were reacted in 580

m. d f h d b. Th ded
on 16 (B ) S Cabrrundeepined: ol b Sl B aSHCPBROR B e
- mixture frmdﬁ J@/bmﬁ.&heﬁ1%y&oabekz[bmoseép.rzntﬁeamrNwlnélmﬁpr gﬁfmn@n(ﬁaz o.14)

(assayed dpymkbl
. step w t lapeifoliéwadtbly grseo mq:dbooaitommbygemro
=6,

: 63. 70 H, En bhlcd?»f&hzo

n@BId GZOL) dr SRy dfotTaN<(50! me) emmuzsuadmbm nbltyl lithiun iA emsi-
}[Bﬁb IC)T?& pravide8 1e. dédir

2H, 1P a jo aoid 1\?1#-'6?' r r do pyjeld & l?ﬂmgzm m22a$1
ey e T

HICG: arrma)os H.-6.6531, 6. H;unE ©.572.958; H36.8%.N,65
85 4.13.




- EP0214779 Bl c) (B)/(2)* 1-(3-(Di nethyl am no) propylidene)-6,1 1
I Rydr odi benz>b, e] oxepi n-carboxylic acid (Conpounds 5/6). An isoneric
m xture f (1:4) of 3-(8-brono-6, EP 0 214 779 B1 \
11-di hydr odi benzf be] - 11-yl i dene) - N, N-di net hyl pro- 5. pylamne (1.8 . 5.0
mmole) in 100 nL dry tetrahydrofuran at -700C was reacted wrth 5.5 rrrmle

- n-but yl Irtg! 8. I
pragedure o anp

acid as an B %ﬂ@é)p&hﬁf@ﬂ%ﬂn@,@mgﬁmmﬁe m xt ure was

chr omat ogr aphed on a reverse phase PRP-1 semi - peparatrve col urm wrth
wat er / acet onjA gajladiv rﬂ. Y9, de/Sanmpls) iphasphipe {0. ‘
~powder) and] 1159xodbene(b sloxe,

& 7.94 10
H, 7. 14 (nratiodof s Sef rddiibed phéts
CH ), 5184 raphqdd:d—#ilic&oﬂldﬁmmnma&s

2.78 (m 2H6-1&igLeh

J-7.0 Hz, | mMp. 11&y14C (9?'3)?& '?M %c‘m% )
6.84 (m 2Hy: ! v ﬁ‘) Js

4.80 (bnss, 4'@5( 1% 15 th d) - an
NCHO), 2.46 (mrychan}i rmbvsi.sza @ad.rradc mmo n:muchns*Hcr O 4 H20:
65.44; H. 6.26: N. 3.82. Found (E—|s mer): C, 65.55; H 6.51; N, 3.91.

Cal kd. for w‘@: Pimstylamincleropyiensy e, 11rdihydrodibenglp, mmﬂd.som)
C, 66.25, H 3. 83. 20 Exampl e 4: (E)/fD 11 ‘

- (3- (Di et hvl g %@ﬂﬁwﬁﬂﬁ% %Wo@omun bromide hydrobamlde (0.8 g, 1.57 mmole)

-\ di hvdr odi baag ¥EZ0 ML Of ary
1- di hydr odi (sc8M)[wae]
1 -one S ent
104- 106 5T ( Y orahydpfuran 3 4 4s des
NI 0), 6.98- dgsbebed i 3 and'20 . of
Ci HgBr C2: Canﬁ&orlﬁhohls.ﬁteiﬁeuﬂmo’ﬁm4mlﬁeuadmc

%mmoa&asww

27.51. b) (@ 2 o Brsiuwéis chioristufapbelt @ BRIP:1 ictlarh with watér/acetonitile (78:22)togwe
- 1-ylided®)-§ ofrdcisop ' rﬂolifaa"QG’QQﬂ erﬁr ('YOphillZﬁdPOWdef) pmr &

3- (di net hyl § L Ao ¢§ ig@%fdﬂa Hz.1H
- 60.9 mmol e) B X b

11- di hydr od X4 e 1h- OfaG )

750 mL &y qﬂigﬁw&m%@m@' u(?e of r?}ré"%ﬁembﬁéﬁ),r% gtm. 2“

provided an EI'Z (1 6) isoneric m xture of bronpam nes. Recrystal l'i zation of

- the m xt ur eExample & Antipistamine Actily t at e/ met hanol gave 1.2 g. of pure Z-isomner

~as Its hydroc Iorrde It{meltr. 1-1 OICanId .16 g., of an ErZ.
- (1:4) i apney S g e, 1% EHgTE 9 intas
purificatio tive) ~condahtiatibri-res:

G.I X
- (t, J-8.0 wzsm.,wﬁa)wm nd werdltbtalnbd uovﬁwg%sﬁm otissuds We
- XT5 (s, 6HpneNidupiith the aé sompouﬂahrwherfarsecﬁnd;hﬁlaﬁmmhm@; rﬂéiorﬁé)mhbwssaﬁ,
N, 3. 54,5 FoBite Phe dotite nist ponsgntration-is i ethe
l 1 3 (D .:..-‘;.;’:;";0 D S al €
- aci d_( Conpoakighorist-and\[B] i RE Hiol 8d ‘an lestinth A%, i.g, the negative
o 11-di hydrOdb@mﬂﬁhﬁD ! iy lof ﬁﬁiﬁb}\lsNulﬁibrdsHifSt 3 b@ihﬁl—hléiﬁmne Bbﬂcﬁdﬁaﬁ& [;gpc&sﬂcurve
- 5.6 mmoLke) tol@Oight dry tetrahydrofuran at -70ec was reacted with 6.
» mmole n-butyl lithiumin hexane foll owed by gaseous carbon di oxi de by the
- procedure of Exanple I, Stop ¢, to provide the correspondi ng carboxylic
. acids as anEl Z (1:4) stereoisoneric mxture. The m xture was chromat o-
. graphed_on a reverse phase PRP-1 seni-preparative colum with
water/atetonitrile (85:15) to provide 0.06 g of E-isomer of 295%
stereoi sonmeric purity (assayed by HPLC on CG as pale yellow glass. pnr 50
(DVSO-de) 8: 7.83 (d, Js 1 Hz, 1H, H o), 7.79 (dd, J-7.2, 1.5 Hz, 1H, Hs),
6.69-7.39 (m 5H, aromatic), 5.85 (t, J-6.4 Hz, 1 H CH), 5.22 (s, 2H,
CH20), %81 (m 4H, NCH2CH2), 2.61 (s, 6H, Nwe2). Analysis: Calcd. for
C20H2i NOB-2.8 H20: C, 64.26; H, 7.17; N 3.75. Found: C, 64.23; H 6.84; N,




3.76.° .55 d) -1 1-3-(Di met hyl ani no) propylidene-6,1 1

-di hydrodl benz[b e] oxep| n- 9- car boxyl i ¢ aci d( Conpound 8) Pure

() -3-(9-brono-6, 117 - di hydr odi benZfo 239TrBY- 11

-yl i dene) - N, N- di net hyl propyl anine (0.78 g., .2 .mole), in cold (-7000)
.dr'y tetrahydrofuran (50 nmL), was treated with 73 4 mmol e n-butyl lithiumin
hex- ane followed by gaseous carbon dioxjde by the procedure of Exanple I,
Stgg c. This provided the desired dable c%lrboxyl ic acid which was
recrystallized fromwater to yield 0.15 g. pure Z-isonmer, mp. >2050C
(deconmp.) with nelting ID,8 784(d J=1.8 Hz, 1 H,
Hi0)% 7.81 (dd, J=6.28%31i3caRiRl A IO ARNITO aavayd] aromatic), 5.78
(t, J-6.9 Hz, 1H, CH:) 5.25 (s, 2H CHZO) 320(m 2H NCH2), 2.80 (s,
6H, Nwve2), 2.50.2.90 (m 2H, CHZ) Anal ysis: Cal cd. for C20H21NGB-0. 33 H20:
C, 73.06; H 6.62; N. 4.26. Foungd:/TOQ72a92; H 6.59; N, 6s5 4.13.
EPO284 779 Bl Exanple 5: (EV? £2hyl ammg\ Dr gEl dkJne) - 6. |

| - dTbdr odi benzl b. el oxen-2-(E £t hyl () - 11Ki - dhydro- 1

- oxodi benzl [ bgoxepi n-acryl at e : ure of palladiumacetate (QA g,
1.73 mmol e), triphenyl phosphine (0.4b 46 nmmol e), 2brono-6.

11- ¢gkhydr o- 11- oxodozo( b, ej oxepi n HLO g‘*:%ﬂ(cﬂnhl e), ethyl acrylate (13 g,
130 mmol e) and tr-n- butylane (7.7 9. 57 mm de) was heated at 130-140GC
under a nitrogen atnosphere for six hours. The re- action m xture was

partitioned between det Nyl etner (100 nL) and OLN hydrochloric acid (50
m.) ...Evapo- ration of the ether under reduced pressure gave a yellow solid
‘residue. The crude mat CempaungaNoenr togrd%aj on a silica gel colum
(Vaters Associates - Prep 500) W Mﬁﬂ et hylg, 1cet ate (82) to give-6.12
g of (E)-acrylate product izcystagcéa from gtg acet at e/ hexanes gave
an anal ytical sanpl e, 13-114 (CDCb) “&78.39 (d, J=24 Hz, 1H,
Hi, %.88 (dd, J=1.5, 75Hz21H HiEsR= 0 (d, 5-364Hz IH, ArCH.), 7.66
(dd, J-2.2, 8.6 H2, IH H3)g 7.46- 280 2H, gnd Hg), 7.38 (dd, -1.0,

7.3 Hz, 1H H?), 7.07 (d, 386 H2 ELE.

UCHCOY), 5.23 (S, 2H AkcHDH . q, 2H, 1.34 (t, 3H CH3).

- Ana®@sis: Calcd. for CaHtlcﬂ C 74—9& 5.23. Trf8und: C. 73.90; H. 5.28.
b) (K)yI 1I-(3-(D methylam no)propylidene)-6, 1

1- di hydr odi benz[beoxe Zlf]dyey ﬂ% gté;pgm.g / us
3- (di nehyl am no) propyl t on ?ghos oni um brom eﬂﬂadg%ﬁb gég\%yqf'q

BTt e iBS A M““’ Shinkl s (i, Sialer 00 m@r@ﬁw&“%ﬁ :

. 6. 42 J.16.0 Hz, 1H,
9c§<2)

under aguihear pigs mM’na tuasﬁogdmmwwhm and\bantinually) gassed with

t | onal ¥, Aorase 4'gbunzer Thoguineapigsweremoniﬂoredforsignsof!us'ammaana—
s-:&-,ﬁﬁ,; g ieps of rightinglnder the test 1y
25 dr , } deedl r Bahos AL UL P 2 hal he
reacti ommmm plétely protect - at Heimect st 1\:@&;»&: ked
U as ddesing). Complete piotestion was (defined ozgndhis@hbesylmnmamm acsosot dhdmi N |'N
sodiggm Rerderpmximately 19X the collapse time of the gpnt-akaeimalR)-c et hanol , and then stirred at

roomtenper- ature for 18 . hours. After neutralization with IN hydrochloric
acid (20 nL) the solution was evaporated to dryness and the residue was
chromat ographed on a PRP-1 columm with water/acetonitrile (7822) to give 30
O.aéé g of Zl somer (Qophilized solid) and 0.009 g of J-isomer (lyophilized
powder). pnr e-soner) (CDsOD) & 729-7.38 (m 7H, aromal kt H and ArCH.),
6.82 (d, J-8.5 1i , tH4) 6.37 (d, J316.0 Hz, 1H, -CHCOg), 5.70 (tzZ1 H
CH ), 5.20 (veMy br s, 2H, ArCH20), 2.87 (m 2H, CHt), 2.77 (m 2H NCH2),
2.50 (s, 6H, NMe2). pmr (Il-.soner) (CDsOD) a: 7.27.49 (m 7H, aromatic H

; andss."CHn), 6.72 (d, J-85 Hz, 1H, 114), 6.5 (d, J.16.0 Hz, 1H, - CHCO02),
6.10 (t, 1H, CH), 5.58 (very br a, 21H, ArCHO0), 2.78 (m 2H, 3s CH2) ,

- 2.50 (m 2H, NCHg), 2.40 (s, 6H, NWe2). Exapie6: Antihistam n~e cffl A

klyfl manti hi stam ne activity: The |ongitudinal nuscle was isolated from
~the®ntact Ileum of guinea-




40 .pigs (Hartey, male 25040 9) and placed in an organ bath under 300 ny
tension.- After one hour of equiw libration, cunulative
concentration-response curves (Van EROQIATI9BY . Arch. Int. Pharrmacodvn.
Thar 143. 29-330, 1963) to histam ne were obtai ned. Fol | ow ng washi-ng, the
ti ssues were incubated for one hour with the test conpound and then a
second hi sy am ne concentration respgiaerfurve was run. Shifts to the right
of Ule agoni st concentrat an-response curve produced by the antagoni sts were
used 45 tto construct Sch| | d pI ots (Arunl akshana, 0. and Schild, HO., &
J. Phaamaol . 14 48-58paq , C ) on Log [Bl where dr
i s anSequi active respb e of antagoni st and [ B]
I s the nolar concentration of antagoni st aI I ovved an estimate of pA . i.e.
the negative log of the concentration of antagoni st which shifts the
control histam ne conmmmto the right. 55 60

65 1tEP 0 214 779 Bl Table | Anti histamnic Activitv
inlay.r' Assays 0 10 18 b(mg/ltg,;:b.o ) H

CH2GCi 12N(cH3) 2 20 4 dosing Cal powd

PA 2 Doxepie - Z-Z2-C0 8.3 25

2 s TE2.copn Doxepid (E: % 'é v ?H%chZH 6.7 7

- Z-9-. O2H 0.%r2360H (1 8 Z- 9- CO2H
7.8 al he Dozepin saple tested here had a 2: E ratlo of 4:1 35 eL. ii fO

Ant hl stemmc Actit. Guinea pigs ardey, ma 30-50 g) were fasted for 20 .
hour sag and #n dose onpound. _One_houir,.af t er
dosi ng. on an 1ndi \maﬁﬁﬁégpgw %tg”&umdé %gapféssﬁ’i#jzgsgear pl astic
dcanber whi ch was aEE lﬁﬂd S 0.29% hi stam fOm an
aool nebul zer. The dguhnea pi soge%%g %%@' ig% '@hof -hi stam ne ana-
‘phyl tads ( fihess P35 wid R 1A LB 18 Sofaiori3 of bt~ Of
r hi ng%d ﬂg;g Q%S&' condi o il contol ani rra s collapsed on average
econds

within 33 s EDso's for prect agai nst hista- mne were cal cul ated
" by probltwmmﬁ.mt fte EDwo |nd| cates tt at ta partilr dose

' 50% of th apipal S %ES Sbgl,.-%'}%&s&%@
. W mwm
10X the ¢

iratory!
779El Bl MmandnedbmebﬂdammlnaﬁonaThemspmmsqummdbydemmhmgmedose
35 test compound which protected 50% of the animals from death at a given time point.
mmmmmmmmmmmmsﬂmmmmmsom
do not respond to histamine (i.v.) with symptoms of anaphylaxis. Agents which block the effects of com-
pwmmamcommonlydassiﬁedaslnhlbhorsofanaphylachcmedmrsorinhibitorsoftherelease

of anaphylic mediators.
40
Table III
'
45 )}
50
Compound EDsga'b

Triprolidine >30
55 ~ Doxepin 0.15

Z-2-COo2H (1) 1.1

2pose of compound (p.o.) providing 50% protection against

60 . .

death induced by compound 48/80. =
Pat least 50 animals were used in each asssy.



Tabl e"l | 5 Results of I nViwo Anti hi stam ne Assays 10

Conpounda " EDb(ug/kgpPo..) 4 rpost dosi'ng 15

Dozepin (E: Z-4:1) EPD 2142776 H (t) 0.15 20
aThe purity of these compounds*was in excess of 96% bThe nnber of aninmals
was at |east 40 25 In addition to thng results. it was found that

N B ok Bt et 13 B 2o R A Gl B oo’

po‘T ours beore conmpound 4U80 chal |l enge. One hour prir to challenge. 5
Mgnk Lp. Eropranol ol was admunl stered. Tnme maphyl actod i nduci ng agent,
.cérrp is weii known in the art of p c was given

di st rg ﬁ% K S, € 0813t i Dr BB b5 Sl BRSSP Y
eterm ni ng

gantitate the dose 35 of ed conpound which potected 50% of

t¥e ani mal s fom death at a given tl@ ggi{,guoﬂwe aboe _pdnena design does
~nhot give - rsilt f selective antihistam nes. Also rts, do not espond to

hi stane (xv.) w th synptom of® anaphytaxs. Agents which block the effects of

- com are conmonly cl assified as Inhibi o%%
n@i-amhl bitors of the rel ease of anephl nEdators aple 111l 45

| nhibigd oeoﬁ%jyﬂlmd -48/ 80 | aduced Ananhyl act oi 4 _feggti on 50 Conpud

ED50a ‘i)dé?r%iepro 1 di ne >30 55 g Dozepin

- 0.15 e t.1 aDose of c d (p.o.) providing"-
S0 pro eg)?gkr.] ag’zﬁcum%b qdeath i nduced by conpoungngoﬁo bAt | east 50

'each %asa‘i{‘éf"!“d "‘2%3‘4é &?ﬁ%oéﬁ'ﬂ%%ggpkg/

Fo[ mul ati ons The active conpound Is

(a 11. (3-(di gnethi anb) propyl ei ewzm[ bQCepi f x2ecar- boxylic
d. ie., Conpound 1. 10

' (A)-letredlent r
- Anmoun oule 15 Active Canpound _ ]
: 190 NRet¥five: Cokpéurld?) ections, g.s. 1.0 mg 1.0 ML
2 .
Cocoa Butter _ 2.0 g

or Wecobee™ Base q.S.

Wooobeoisatademrkandlsahydrogenatedfattycarboxylicadd
"~ The finely ground active compound is mixed with the melted suppository base (either Cocoa Butter or
Wecobee™ base), poured into moulds and allowed to cool to afford the desired suppositories.

“ {C)-Syrup
. Insredient | Amount per ml
* Active Compound 1.0 mg ]
Ethanol ' 0.3 mg
% Sucrose | 2.0 ng
Methylparaben 0.5 mg
58 Sodium Benzoate 0.5 mg
Cagcry Flavour - . q.s.
& Colouring ' q.s.

Water ' Q.S. tu 5.0 mL




The finely gound active conpound is dissolved In the water for |njections.
The:solution Is filtered and seiied auodafg. -25

(1)-SUDW d tory Ampunt ner sucoos| EP0R18@79BActi ve Conpound

1.0 ng Cocoa Butter 2.0 g or
Wecobeet m Base Q. s. 35 Wecobwe Is a trademark and is a hydrogenat ed fatty

cupes! ettt e AR g i

" noul ds arbaumaﬁdaamaftfqudﬁdnhe desi red suppositories.

(O -Svrup Inredl ent Anmount
por &L 45 Active Conpound {D)-Tablet _ 1.0 ny
Et hanol _ ' : ' 0.3 ngy 5](.)

Sucr ose I%gggglgng Amounty pernfablet

Met hyl par aben 0.5 ng Sodi um
Benzwat e Active Compound 0. 5.0mpgC narry Fl avour
g.s. Colouring g.s. Water

QS. to SLdbtvseds EP 0 214 779 Bl Ehanol sucose, sobtlQu@ g ate, ne
and flavouring are conbined in 70% of the total batch quantity of water.

Col ogr i noceris Staschy iFregelwtifiidedre di ssolved in the r2yBimg ng water, then
the two solutions are mxed and clarifed by filtration. 5 ,

(D) - Tabl epogdty Sedréh t - 12.0 mg

Amount per Tablet 10 Active Conpound - .

1.0 L agdgifesium stearate 0.5 ng 110.0
us |iébg Corn Starch, Pregel atinized : 2.5

kg Pot at OTﬁmeompoundisﬂnelygroundandinﬁmatelymlxedwimmepowderodexupiemsléﬂ:sawg: 20
Magnesi ustareh, @atatat starch and magnesium stearate. The formulation is then compressed to @ffgrd raytalpiat:

actiye waighng18mg. finely ground and Intimately mxed with the powdered
exci‘Ppi ents | actose, corn stach, pot atoigaaEch and magnesi um st earate. The
formulation is then conpressed to affo wei ghing 126 ng. 25

- I nar edl ent Anount r
Capsul e IREESYIORt Conpoud m—dﬁi L 1.0

my L¥ctose ) 440.0 sg
35 Magnediokive: Composnd 1.0 =g 5.0 ngy
Lactose 440.0 mg

35
Magnesium Stearate 5.0 mg
The ﬁnely round active compound was mixed with the powdered excipients lactose and magnesium

© andpackedlmo gelatin capsules.

F)=T:

- ingredient Amount per Tablet
Active Compound 1.0 mg
Pseudoephedrine HCl 60.0 mg

50
Lactose ' 62.5 mg
Potato Starch ~ 14.0 mg

85 .

Magnesium Stearate 1.0 mg
Gelatin 2.8 mg
60

A tablet is prepared from the above formulation by the method previously described in example 7 (D)




The finely ground active conpound was mi xed with.the powdered excipients
| act ose. and nagnesi um stearatée and packed Into gelatin capsul es. (Ft-Tabl et

I'mgr.edi ent EP 0214 779 B1 Amount i p
abe 25 Active Conpound s 1.0 ng
Pseudoephedri ne HC 60.0 ng sO
Lact ose - 62.5 ng Potato
Starch {G)-Syrup 14.0 ng 55 Magnesi um
Stearate ' 1.0 ng Cel atin
2.8 ngm | s prepared fromthe above fornul at hod
Previously described in exanple 7 (D) 65 EP 0 214779 81 (G -SVruD
| ngr edfetkive Compound 1.0 B&ptnt per 5 zL 5
Active Conpound : 1.0ng P
I eudoeﬁ?@%ﬁmne HC1 30. 390:93"'80 Codei ne

' ﬁhosphate 10.0 n% Qual f enesin .
100 ngCedeine Fhosphatd aben ' 0.5 ny
Sodi t. benzoate 0.5 ng 20
FI avouGuaifenesin ' | 100 mg s. G ycerl
00 ng 25 Sucr owe ' 2000
my Pur Methgliparaben g.s. to O05m@ 50M 30 A

syrup conin other active Ingredients in addition to a conpound of fornula
(1) i sSpdismbenzoat® te above | ngredi eves by an andb&uB8nmet hod to tha
esrbed for Exanple 7 (C) above. n)-Vaal Spray s |nnedient.

Mt DElaw®wy 0 nl Active Conpound q.s. 1
Sodi um Chl ori de 0.8 g
Preser&yml 500mg. 5 g 45 Purified
Wat er g.s. 100.0 mL The preservative

Bs di sSutwas® | n war m purified water and after cool i2000 mg25- 30C the sodi um

chloride and th conmpound of formula (1) are added. The pH is then adjusted

to 56Pﬁrtﬂtdpﬂat6lr ed water is add- SQ.8ectao bnt 840 mbal volunme to 100.0
- Onht hal m 2 Sol uti on | naredient -

m%m mbammpoundoffonnula(l)isprepmdm

to that described for Example 7 (C) above. 0.8 g

(H)-Nasal Soray
Ingredient | ' 100.0
Active Compound _ B 18
4 sodium Chloride |  o8g
_ Preservative 0.5¢g
45 Purified Water g.s. 100.0 mL
mptmrvaﬁveisdlssolvedin-wann purified water and after cooling to 25-30°C the sodium chlonde-
:gdto”:ing cors&ouﬁnn:' 31‘0' mutl: 1(l&,a‘r,emagded. The pH is then adjusted to 5.5-6.5 and purified water is add-
{1)-Ophthalmjc Solution
Ingredient | t 1000
Active Compound: 0.1 g
Sodium Chloride ' " 0.8¢g
Preservative | . 0.5¢g
Water for Injection q.Ss. 100.0 mL




S T T ey

so Preservative . 0.5 g Water for

I nJection . q.S. ~ 100.0 nL 65 EP 0 214 779 Bl
This formulation is prepared in a sim ggpg 2972908t he nasal spray.

(J)-Tooi cal Cream I ngredi ent :

Amount per 100.0 X Active Conpound

0.1 Errul SI fyi.n 15.0
M ne?al ¥hi B V%bmspraparedmasimnlarwaybtlwnasalspray 5.0g 15 9

White Petrol atum (J)=Top Cream 5.0 g
Preservative Topical _ 0.25 g 20

Puri fi edd Wat ef redient . g. S: : gggﬂ% B§5 100.0 g
£ OADOUE e R e e e
~~~~~~~~~~~~~ A c~-t"~j'y§~!;‘:’-'EE(-!‘!}?-d~~~~-~~~~-~~~~ae gl The prsvve Isﬁél sgol ved |
appr xi mapl y ed war and ar coon bog 0C t he
conmpound of %q‘gﬁér?&]’agd In a separate container t e'ﬁe | sifyn
wax, mne nd petr ol atum are m xed wel |- and heat

appr oxi mat el 3'% ﬂggbaf/he adseovs solton contn 25 kig the®C ngound of
formul a{61) | dded.to tlﬁ war dm xture of emrul sifying vvaxtgﬂrgngral oal and
etrol atur w S‘ dng while cooling to 25C. Addi purified

2 is addegd with pixing to bring the total weight of th&ggsgmto 100.0
k21Ol ai w for designaret®stats: BE, CH DE FR B, IT, U 30 1. A
i poung,of formy.a.(M4 353 40~~~~~~~~~~ 9 ~~~R COCH( I

i qﬂl 2 fzﬁxrgfigdg%élex?’ggt g? or ani de ther%(ﬁ vther ei n dPo Q €rAR or
R2 andmm lin Sgrdfihe@y 5615t m&%%m

alkyl or talesnsc-ow rq waﬂ&n e

het er ocy rlang mmhedsilelrand

bi val ent®al i %ﬂ) c@mdﬂfymwanmmm
system at - t W"%Wﬁ%@mqm
(1) as define m"ﬁa eregin RF represents CH or OCH2-; R2 and R3
are the santisline toridesighitbd sﬁ&aas,cmdg,ﬁa,ﬁbduhgszeferably methyl; R4 is
a singl &bond or a C-7 bi- valent aliphatic hydrocarbon group and may be

joined to the‘zﬁmﬂ'@t‘fhﬂgﬂ%\@) the 2, 3, 8 or 9 position, 50 preferably

at the 2-position and nis 0 to 3, and salts, am des and esters thereof. 3.
él aim1 wherein RV represents

nt apd are each G -4 al kyl,

@GCQ Bi val ent aliphatic

hydr ocar bon group ar® he aromatlc ring at the 2¢xp3, 8 or

9 position, preferably % : gion and nis O to 3, and salts, esters

and am des thereof. 55 © . mo%s)f formula (11) 60 65

pref er abl y net hyl; R

\’/ or a salt, ester or amide thereof; wherein R’ is CHz-O- or -OCH2—; R2 and R3 are the same or different
and are each hydrogen, Ci-4 alkyl or taken togetrer with the nitrogen comprise a nitrogen-containing
45 heterocylic ring having four to six ring members; R4 is a single bond or a Cy~7 bivalent aliphatic hydro-
carbongroupandmaybejanedtomeammahcnngsystematﬂ\ezs 8 or 9 positions; nis 0 to 3.
2. A compound of formula () as defined in claim 1 wherein Rt represents —CH>0- or OCH2—; R2 and
RS are the same or different and are each Ci-4 alkyl, preferably methyl; R4 is a single bond or a C+-7 bi-
valent aliphatic hydrocarbon group and may be joined to the aromatic ring at the 2, 3, 8 or 9 position,
S0 preferably at the 2-position and n is 0 to 3, and salts, amides and esters thereof.
- 3. A compound of formula (I) as defined in claim 1 whersin R! represents —CH20—; R2 and R3 are the
same or different and are each Ci-4 alkyl, preferably methyl; R4 is a single bond or a Ci-7 bivalent
aliphatic hydrocarbon group and may be joined to the aromatic ring at the 2, 3, 8 or 9 position, preferably
at the 2-position and n is 0 to 3, and salts, esters and amides thereof.
4. A compound of formula (lI)




'_ EP 0 214 779 Bl . lic This formulation [s prepared Th &

ount per 100,05 act1 ve. conpoungmozermeer o IUERNILARNL AR 0
0.1 g 10 . Enulsifying Wax,” N. F. L

15.0 g M neral Ol 5.0 g 15
Wi te Pet 5.0 ¢
Preser vat IV @Mﬂlonisprepamdinaslmllarwayﬁomenasalspmy 0.25 g 2D

Purified V\at er (I)-TOEQQQ% Crean 100.0 ¢
Thpreservative is dissoived in approXrnately 50 g of warm purified water
and %fter%%o about 25-ARC te conpound of forrrulmﬁh); bér aqﬁpg gln a
separate the emul sifying wax, nieral oio an e petrolatum are
rrbl ed we h@ﬁn HO apprxi matel 700-8C. The aqueoyg ¢sgl uti on contai n-
kV t gqggrrpo nd of formula (1) Is added to the wanbtgre of emul sifying

vvax,wmn et atumw th vgorus m bng Wml ling to 25MC.
CAddi ti on%ﬂ?ﬁ%@uﬁ# ﬁlqlé added with nmbdng to bring the ?ot al wei ght of
the cr eadﬂ&'%’i‘?o%ﬁb Cl ahm for desigatled Staes: BE, g:io , FR, GB, IT, U,

NL, SE 3 ound of formula (1) RAC—~~ffl H-~1) 100l CH(CH
2) MR R3 0 ester or am de thereof; wherei I's CHz-0- or
- CH2-; Rﬁ‘&ﬂa é&&aoﬁg‘ti"ﬂe sanme or different and are eaﬂ I:%drogen. C0- 4
al kyl Q%Fﬁ éﬁﬁ(ﬂt her with the nitrogen conprise a ra bgogen- cont ai ning 45

heterocyl ng four to six ring menbers; R4 is a“stngle bond or a
_ o bi v t|c hydr o- carbon gr and may b (o] d to the
aromtlc%ﬁrﬂgig Fatt he 2. 3, 8 or9 gg#)TIOTTS n |§°B Poés 2. A
caapound Wﬂ Warhn PEHESE elRind! B¢ 15 abddi20-
or OCH22se the mmlémmmf@p&%mmmmﬁ

pre]l‘zgradrelmixadv&nmyl RPPIOXi mﬂ]m o

hyd
-9 posu% S Kee 9ot
- am des and@ es > 3. Acorrpound of formula (1) as defined in claim
1 Meremmmwmﬁgcﬁb@meﬁ w3, NU)gsesane or different and are
eac®0C0-4 al kyt, preferably nethyl; R4 i's a single bond or a 01-7 bival ent
al i phat i c1-/compound ptormyladlip and may be joined to the aromatic ring at the

2, 3, 8 or 9 position, preferabIX at the 2-position and nlIs 0 to 3, and
salts, esters and apdes 5% 4. A conmpound of fornula (11) so

65 3 EP O 214 Bge I!AII 12222 (e ittt *C LM
s 5 RCOH
(1) n CHOHR) (n

10
0 cH(cH,) Ne2R3
n

N or a salt, ester or amide thereof; wherein Rt is CH2—O- or -OCH2—; R2-and R3 are the same or different

and are each hydrogen, Ci-4 alkkyl or taken togetter with the nitrogen comprise a nitrogen-containing

45 heterocylic ring having four to six ring members; R4 is a single bond or a Ci— bivalent aliphatic hydro-
carbon group and may be joined to the aromatic ring system at the 2, 3, 8 or 9 positions; nis 0 to 3.

2. A compound of formula (I) as defined in claim 1 wherein R! represents —CH20- or OCHz~; R2 and
RS are the same or different and are each Ci-4 akkyl, preferably methyi; R¢ is a single bond or a C-7 bi-
valent aliphatic hydrocarbon group and may be joined to the aromatic ring at the 2, 3, 8 or 9 position,

50 preferably at the 2-position and n is 0 to 3, and salts, amides and esters thereof.

3. A compound of formula (I) as defined in claim 1 wherein R! represents —CH20—; R2 and RS are the
same or different and are each Ci-4 alkyl, preferably methyl; R4 is a single bond or a Ci—7 bivalent
aliphatic hydrocarbon group and may be joined to the aromatic ring at the 2, 3, 8 or 9 position, preferably
at the 2-position and n is 0 to 3, and salts, esters and amides thereof.

55 4. A compound of formula (1)



or a.‘salt, ester or. amdo thereof, wherein R is -CHz-0- or -OCH2; and R5

is:sa single bond or --OH joined'to the aromatic ring s;'m ﬂm ﬁll Hﬂl 8
or 9 positions. 5. A conpound seEpo2¢47f9B1 (Z2)! |- DI |6, 1
1- di hydr odi benzpb. ej oxspin. 2-cryllc acdd 15 (0)-1 - *

-3-({[1netfylan1no~propyf|dene)-6,1 ydb eoep xyo acid (g)-1
1-(3-(Dinme no)P ne)-B, 1 1Id nzl.e.o cy acid (& 1-(3-(D
am no)o . : e.eoxpa fc acid (0)1 1-(3(Dimeth

pyl amm~pi | dene) -
)6,1 1- hydrodibe
1-8hydrod e.

) ~epk- 8cabo acdd 20 (-1 1-(3-( i no)
o, g (1 1-(3(D ene
; ; 1-1(D @l noyo . (I 1
| addo. eepl n- 2- acr . e o] n crsing a conpound of
formula (1) as defined i dmnure 25 wth a phrcual a
~carier. 7. A compound of Fﬁ&ghgkﬁ% 3 2) as defined in claiml for use In
mewi cl ne. 8 A conpound of the fornula (1) as defined In claim!| for the
manuf maMMuM|mmer'HT& = on 1QHzpand f1°ds @ pingle bond or ofHsGHd of
the f [ig;the promatic ring systac at th9 2.3, 0 posttigns. he rranuf act ur of a nedcament for

he control or

ac'

her ei nbef ore
dtodibers aauth an 45 a
Bve dilsidioditereib.ejoxep Wydrol ysis of a
propylidene)-&11 . -agelianeidCH ) NR2R3 n wherein
,~;§;_q§m%hmsawbapﬁmagf |WM?4ang'wﬁmm‘wm!“wﬁﬂac)
TR 'ﬁ%@ﬁ)’r‘ﬂﬁju&f Inbdiadelr MUl @ (1) wherein R4 is
definied irFékdim 196k 1 mahufaliliie O 8 thedibarhdht foPthE dbri2 (V)

a

ea.nagwgen

H11l II111111111 ik are as here| nbefore defined In daim1l vmth a
ca®pound: d 4- CHRSCCR IJ1 which FI is a C4 biva- |lent allphatffo hydrocai bon

p a»Qd thereafter renoving the protecting group
pnverting on conpound of the formula (1) to
sired. claims for

~when required, ﬁ e
anot her conpoyn f j
. de@i ghat ed St ats\

- formula (i)

" wherein R! and R4 are as hersinbefore defined in C.aim 1 with an appropriate Wittig reagent or with an
appropriate Grignard reagent followed by dehydration or
b) the hydrolysis of a qompound of the formula (V):

Rl

X ' (v)

* 1

2.3
CH( caz)nnn R

wherein X is R4CN; and R, R2, R3, R4 and n are as defined in Claim 1
60 ¢) when it is required to prepare a compound of the formula (I) wherein R4 is a single bond, a carbox-
ylation reaction on a compound of the formula (V) above wherein R to R® and n are as hereinbefore
defined in Claim 1 and X is a hydrogen or halogen atom, or
d) when it is required to prepare a compound of the formula (I) wherein R4 is_other than a single bond
the reaction of a compound of the formgla(V)abovewherem X is a halogen atom and R' to R3 and n




- h saWe or different

o~

10 4°4() 15 : 9 >

112R3. 20 or a salt, ester or amd. thereof; whérein Ri

- -; R2 and R3 are te sane or dEPOR4TIEBE are each l’ﬂgmHm
ai kI of taken together with the nitrogen conpnse a nI t r ogencontianinn
heterocyc if ring having four. to six ring menbers; Is a single bond or a

G -7 bivalept o iﬁ'%&fwm %gﬁi‘l%m

aromatic ri
g he reaction of .a conmpound of the for mula (110: 30

process CoNgienéfuireds
(1'1) 35 whes)dhenealtbr comebriing one eonspmurisof dierforfular (6 tavanothes corepopnchof thextormul (X i de-
reager® or $#ed-h. an appropriate GC- gnard reagent followed by dehydration or
b) the hym%_ ound of the formula (V): 40 / < OoX
(~~~m SRR SR SR SRS ) Ne R 2n wherein Xis RACN, and R, R2, RS.
R4 and n arg aAgvoce& fbrisbrbgaradtibiéfd cdmpdihd Witethulalin | S required to prepare a
conpouad of the formula (i) wherein R4 is a s?(?]gl e bond the carbox- yton of
a conpound of the forgula (Y) abave wherein RMto R3 and n are as
- hereinbefore defigegzaqd XR| 2 gogen or halogen atom or d) when it is
e~ f ormul a (;‘) wherein R4 is )her t han
a singke bond the § ; opme ham%arula(\/) wherer’h X is a
. hal ogen at om and R 1r4”aS herei nbefor® defined with a
conpound: CH2- CHR6CORYOi n i ch Ry js,a C0-5 bivalent aliphatic hydro-
carbon and R7 is a prot ec“%”ngm d thereafter renoving the protecting
groupzwnen required, and e) th fter converting one conpound of the
fornul"a (b aban, aﬂa{daammmmﬁa@ﬁmwcﬂgoonwamm)- ma:daasmmctamaordﬂm
process amd)ndlwhmdlﬁew Mak!lmrw:m

| (Ré) are ? -dsrlg QPFPW ngﬁﬁmwsﬁeﬁ;@m

s a ??ng f,_ %mm‘,@auphatlc hydrocarbon group and may be

joined to e aromatic ring at the 2, 3, 8 or 9 position, preferably at the
2- posi ton and nis O0_to 3, and 65 salts am des and esters thereof. '
EP O 214 779 B1 al11* Gill M 111111 1112111 ,, *
3 A pM8cess accord th prgparation of a conpoqgfr
' BT e R0 Hepr esent - CH20- nd.R3 are

; prefably nel; R4 is a single bond or
iIr ocar bon group and may be Joined to the am
9 posi on, preferably at the 2-posidon and n is

a C. 7 bivalent allphatlch
"matics3ng at the 2, 3, 8 o

Oto 3, andwﬁénﬁaemswaaﬂlh&oimm vﬁmFAe&aﬁ\vmaﬁWé@
- clai m I C f ognatdreagenticlionsd by dehyiedtipoond of for mul
- OR b) the hydrolysis of a compoung&aiihe-formula (V):
: 40

)

-
CH(,CHZ)nNR R

50 wherein X is RYCN; and RY, R2, R3, R4 and n are as defined in Claim 1,

c) when it is required to prepare a compound of the formula (I) wherein R4 is a single bond the carbox-
ylation of a compound of the formula (V) above wherein R! to R3 and n are as hereinbefore defined
and X is a hydrogen or halogen atom, or

d) when it is required to prepare a compound of the formula (I} wherein R4 is other than a single bond

55 \hereacﬁonofaoompoundofmeformula(V)wheremXisahalogenatomandR'toRaandnareas
hereinbefore defined with a compound: CH2=CHRE8COR? in which Re is a Ci-5 bivalent aliphatic hydro-
carbon and R7 is a protecting group and thereafter removing the protecting group when required, and
e) thereafter converting one compound: of the formula (1) to another compound of the formula (i) i de-
sired.

60

2. A process according to Claim 1 for the preparation of a compound of formula (1) as defined in Claim 1
wherein R! represents ~CH20- or —OCH2—; R2 and R3 are the same or different and are each Ci—4
alkyl, preferably methyl; R4 is a single bond or a Ci~7 bivalent aliphatic hydrorarbon group and may be
joined to the aromatic ring at the 2, 3, 8 or 9 position, preferably at the 2-position and n is 0 to-3, and
salts, amides and esters thereof.




15 - . C8( CE2) 0(CH3) 2 wherein Rl Ts as
def i ned above and R5 Is a single bond. 5. A process aco

the-preparation of a conpound selER0 2t8 7798 24 (Z) 1 1- J!mm"ﬂ""m,m””m
‘atm) pr, 1-di hydr odl beui be., opi n-2carboxyli add ()1

- (D rntham no) paydene)-6,1 1 <ebel2 d (> - t31-(B3- (D| ni ehl mo) pr opl dee41

1 process accordinglfo. Clai PR 6,
S 1- 1\bydnademhpmsem-cnzo-'¥ga% %MW%MM
61- di huetbyib@his@ single bod orcs Caxbivaientaliphiatib hydradafhd) @ fay be ined 1o 9 ol c)

11hydr Haliesing aythe 2, 3, wsmbon.mw:oywpam an@mmwa.@eésms.esmrs

-1 R ob - 1(D 1dy o
cone " & Ko g i i e o ampound tomff
acaid t13-1 1-(3-(D nv thyl& ndnoipro>6 dene) 4,1
* hyrod| benzge. Joxepl n- 2.2 I d
acid. 6. A

- on conpising a nd jof fo ’ i o ﬁg?zﬂml hi admxture wil a

-t conposi tion V\/mchco ri SaE bri NgT ng a com pound of the fornula (
- ast&lelned n cla linto asodi an vmﬂi(ﬂ%)FN(ﬂ:?) ao b wier. 8. Aconpound of
the formula (1) as defined in clai 3In a nmethod for the contol of
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1. Verbindung der Formel (1)
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oder Salz, Ester oder Amid dieser Verbindung, worin
Rt CHrO— oder —-O-CHz— bedeutet,
R2 und R3 gleich oder verschieden sind und jeweils Wasserstoff oder eine Ci-4-Alkyigruppe bedeuten
oder zusammengenommen mit dem Stickstoffatom einen Stickstoff enthaltenden heterocyclischen Ring
55 tFl'\:t :I bis 6 Ringgliedern umfassen. '
ne Einfachbindung oder eine zweiwertige, aliphatische Ci~-Kohlenwasserstoff-Gruppe ist und mit
get;nusaromaﬁsma n en Ringsystem an den Positionen 2, 3, 8 oder 9 verbunden sein kann, und
. 2. Verbindung der Formel () wie in ruch 1 definiert, worin
60 R1-CH20- oder -OCH2- bedeutet, Ansp
g: u;ler:‘d R3 gleich oder verschieden sind und jeweils eine 01-4-Alkylgruppe. vorzugsweise Methyl, be-
. R4 eine Einfachbindung oder eine zweiwertige, aliphatische Ci-7-Kohlenwasserstoff-Gruppe ist und mit
ﬂ aroxgatischen Ring an den Positionen 2, 3, 8 oder 9, vorzugsweise an der Position 2, verbunden sein
85 n, un
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wobel das ) fodiberzibia]oxepin-8carbensiure bi ndung der
Formel (11 {E11{3{Pimetylaminolpropyiide )16, 11-dihydrogibenzib,elqyepin-2 aorylsaure || (| 11) 60

worin Rl u £ : in %1
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~ Formel (V) @5 Ve ng der Formel (I) wie in Anspruch 1 definiert zur Herstellung eines Arzneimittels fir die
A Kontrolie von Allergie.

9. Verbindung der Formel () wie in Ansprurh 1 dJefiniert zur Herstellung eines Arznelmntels 2ur Ver-
45  minderung der nachteiligen Wirkungen von Histamin, zur Kontrolle oder Linderung der Wirkungen eines
asthmatischen Zustandes oder zur Kontrolle von Bronchokonstriktionen oder Bronchospasmen, wie sie
for allergisches Asthma charakteristisch sind.
10. Verfahren zur Herstellung einer Verbindung der Formel (l) wie in Anspruch 1 definiert, wobei das
Verfahren umfaBt:
50 (a) die Reaktion einer Verbmdung der Formel (11}

(II1)

worin R! und R4 die in Anspruch 1 definierte Bedeutung haben, mit einem geeigneten Wittig-Reagenz
oder mit einem geeigneten Grignard-Reagenz und nachfolgende Dehydrataticn, oder
(b) die Hydrolyse einer Verbindung der Formel (V)
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oder Salz, Ester oder Amid dieser Verbindung, worin

R' CH2—-O- oder -O-CHz— bedeutet, -

R? und R3 gleich oder verschieden sind und jeweils Wasserstoff oder eine Ci-4-Alkyigruppe bedeuten
"~ >der zusammengenommen mit dem Stid(stoffatom einen Stickstoff enthaltenden heterocyclischen Ring
“—mit 4 bis 8 Ringgliedern umfassen,

R4 eine Einfachbindung oder eine zweiwertige, aliphatisci.e Ci-7-Kohlenwasserstoff-Gruppe ist und mit

r%co.n (1)

de(;nusaromaﬁsdrena Ringsystem an den Positionen 2, 3, 8 oder-9 verbunden sein kann, und
n ist,
wobel das Verlahren umfagt:
(a) die Reaktion einer Verbindung der Formel (llI)
21
G co (111)

b

worin R' und R* dle in Anspruch 1 definierte Bedeutung haben, mit einem geeigneten Wittig-Reagenz
oder mit einem geeigneten Grignard-Reagenz und nachfolgende Dehydratation, oder
(b) die Hydrolyse seiner Verbindung der Formel (V)
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n O bis 3 ist,
. und deren Salze, Ester und Amide. :
N, 4. Verfahren nach Anspruch 1 (c) fir die Herstellung einer Verbindung der Forme! m
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CH(CH,,) ,N(CH,) 2 {IT)

worin Rt die oben definierte Bedeutung hat und RS eine Einfachbindung ist.

55 5. Verfahren nach Anspruch 1 zur Herstellung einer Verbindung aus der Gruppe
(2)-11-(3-(Dimethylamino)propyliden)-6,11-dihydrodibenz[b,e]oxepin-2-carbonsaure
gE)-i 1 -(&(D!methylanﬁno)propyliden)—SJ 1-dihydrodibenzb,eJoxepin-2-carbonsiure
<1 *(3-(Dimethylamino)propyliden)-6,11-dihydrodibenz{b,e}oxepin-3-carbonsaure
(2)-11-(3-(Dimethylamino)propyliden)-6,11-dihydrodibenz{b,e]oxepin-3-carbonsaure

60  (E)-11-(3-(Dimethylamino)propyliden)-6,11-dihydrodibenz{b,e]oxepin-8-carbonsaure
{Z)-1 1--(3-(Dt.memylamino)propyli_den)-6,1 1-dihydrodibenz[b,e]oxepin-8-carbonsiure

. {E)- 1-(3-(Dmethylam§no)propyliden)_—6.1 1-dihydrodibenz[b,ejoxepin-9-carbonsiure
(£)-11-(3-(Dimethylamino)propyliden)-6,11-dihydrodibenz[b,e]oxepin-9-carbonsaure:

(E)-11 -(_3-(D_imethylamjno)_propyliden)-6.1 1-dihydrodibenz[b,e]oxepin-2-acrylsiure

85  (£)-11-(3-(Dimethylamino)propyliden)-6,1 1-dihydrodibenz[b,e]oxepin-2-acrylsaure.
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dahs h reva caton 1, o6Rirepr GSnW CH2O-ou -CHO-; RP et RI sont |dentiquep
ou dl fbdmwmmmwnm4 al coyl e, de préférence nethyle; R4 est une

r akkpon alent en G -

peut g%%‘,“&”ﬁ%‘%’%nce i
| & pos Re esiil » oGy o ot 464Fur 8 Bl -
Compos E;;mgjons l'a revendi cation 1, Ri
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Ce- ar e A
neat O&ehﬁiqthtﬁamlﬂmz ssﬂarsﬁdeﬁréﬁm\wa Corrpose de formule
| (|)3550neaoaa R C02S
. (Irl YN m NS ALIOSNE » 2 2 3 2
ou un -CH2-0- ou -0-CHt-; et

L] b .'

0 RietR‘midenﬁqmoudﬁétemsetsomdwawn Ci-4-alcoyle, de préférence méthyle;
R4 est une liaison simple ou un radical hydrocarboné aliphatique bivalent en Ci—7 et peut étre uni au cy-
cle aromatique a la position 2, 3, 8 ou 9, de préférence a la position 2, et

nest0as3,
I\ et les sels, esters et amides de celui-ci.
5 4. Composé de formule (lI)
Rl
R>CO,H
50
(11)

= CB(CHz)ZN(CB3)2

ou un sel, ester ou amide de celui-ci,
o R? est ~CH2~O- ou -O-CHz~; et
RS est une ilaison simple ou ~CH=CH uni au cycle aromatique & la position 2, 3, 8 ou9.
66 5. Composé choisi parmi:
acide (£)-11-(3-(diméthylamino)propylidéne)-6,11-dihydrodibenz[b,ejoxépine-2-carboxylique
racide (E)-11-(3-(diméthylamino)propylidéne)-6,11-dihydrodibenz{b,e]oxépine-2-carboxylique
racide (E)-11-(3-(diméthylamino)propylidéne)-6,11-dihydrodibenz[b,ejoxépine-3-carboxylique
acide (Z)-11-(3-(diméthylamino)propylidéne)-6,1 1-duhydrod:benz[b.e]oxépme-3—carboxy'|que
es lacide (E)-11-(3-(diméthylamino)propylidéne)-6,1 1-d|hydrod|benz[b,e]oxép|ne-8-carboxthue
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Revendications pour I'Etat contractant: AT
1. Procédé de préparation d'un composé de formule (1)
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1. Pr-oc6d6 de preparation dun conpose de fornule (1) 60 B5 EP 0 214 779
BL-*"C L N S 7~~~~~~ R CO2H H') 5 CH(CH 2)NR 2R3 un
sel ,” ester ou ami de ,de col uki EEPORIKPTEBT- CH - ou OCH2- 1‘“‘%‘[&““:“‘“‘
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45 ol X est R4CN, et R, R2, RS, R¢ et n sont tels que définis dans la revendication 1,
¢) lorsqu'il est requis de préparer un composé de formule () ol R4 est une fiaison simple, la carboxyta-
- tion d'un composé de formule (V) ci-dessus ot R & R3 et n sont tels que définis ci-dessus et X est un
atome d’hydrogéne ou d’halogéne, ou
d) lorsqu'il est requis de préparer un composé de formule () oi R4 est autre qu'une Eaison simple, la
50 réaction d'un composé de formule (V) ol X est un atome d’halogéne et R? a R? et n sont tels que définis
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e) ensuite la conversion d'un composé de formule (I) en un autre composé de formule (I, si la chose
55 est souhaitée.
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