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i ndenofuran d

erivatives, to a method for their preparation and to (J

phar maceuti cal compositions contdining them' The.invention provides
per hydr o-i ndeno[ 7, 7a, 1- bc] furan-2. 3-di one derivatives of the general
formula | | wherein R represents an unsubstjtuted benzyl group or a benzyl
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PAF- Acet her antagoni st activity. Mst of these conpounds
PBESCRIBTION eresting therapeutic activity in the
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The invention provides perhydro-indenol7,7a.1-bclfuran-2,
3-dione derivatives of the general formula I

wherein R represents an unsubstituted benzyl group or a
benzyl_group'ring substituted by one or more straight or
branched chain alkyl groups having from 1 to 5 carbon atoms
and/or one or more straight or branched chain alkoxy groups
having from 1 to 5 carbon atoms -and/or one or more hydroxy
groups.

The %‘ompounds according to the invention are useful as
precursors for the synthesis both of Ginkgolides and of
related derivatives presenting a PAF-Acether antagonist

activity. Most of these compounds present also per se an.

interesting therapeutic activity in the field ' of
anaphylaxy.

The indenofuran derivatives according to the invention may

be prepared by ‘condensing perhydroindeno-

[{7.7a,1-bcl-furan-2,3-dione (I,R=H) with a compound RX
wherein R is as defined above and X represents a halogen

-

]



P2 - atom The condehsation is carried out under nitrogen circul ation at
a tenperature of from-10Cto [err] 1in the presence of an alkali netal
hydpi de: Preferably X represents a brom ne atom The preferred al kal

al hydride is sodiumhydride. This process is within the scope of the
inventi-on. .Perhydroi ndeno{ 7, 7a, 1- bc]furan-%ZS dione, - which is the-
starting'naterlal for the -above descrlbed pr.ocess, |s a known conpound
‘(see J. - Am Chem Soc. 1984, 106, 5384-5385). W have found
that perhydro[7,7a, 1-bc] -furan-2, 3-di one shares the PAF-Acet her S
ant agoni st and aFPP: analihy| SepAEnpASHER: il SFrEHed compousnriient nikgogen

i nventi 0[1 B ci’hf?latﬂﬂﬂn?tok tbhﬁéQEQﬁQe &Eﬁt erdm -_-I_.'Eh@‘c to t0 C il -
perhydro[ 7, 7a, 1 uran- 2 r use | era y e invention al so
provi des. a pharﬁgﬁeﬁfﬁéﬁfcfo o§?1| %%hp??E?i hydy ide. =~ Preferably X

“per hydr oi ndeno[ 7ePredehtsf ar &rohidreditoan. orTaaIpﬁkﬁuﬁnaﬁﬂaﬂﬁélﬂahEW%l

according to-t tkQn i adn1xt e mnth har maceut i, cal ccep able -
di l'uent. or car :ﬁ’%&}?i’#% E?ol Iogvl\'nur'{' Jess |T$ﬁ§t PiPECPRe ’ﬁw‘@#ﬁ th
EXAVPLE 1 Perhyﬂ¢@PQd@ﬁofﬁ¢7ap1ebt}6unan 2,3-dione 200 m of acetic acid, -

10 m of acetic anhydride and 20.1 g (O. 075 nol) of Mnif[err]. [err] were

pour ed, under n|trogen circulation, -into a reactor fitted with
erhydr01ndeno[7 7a 1-bc]furan-2-3 dione, which. is the

" _start1ng materlal for the above déscribed.process is a
. known compound (see J.° Am. Chem. Soc. 1984, 106,
O ' 5384-5385).  We have found that perhydro[? 7a,1l-bc)
' - -furan-2, 3- dione shares the PAP- Acether antagonlst and
.antl -anaphylactic properties of theée compounds of the
_invention. - The invention therefore extends to
perhydro[7,7a,1-bclfuran-2,3-dione for use in therapy.

~The invention also provides a pharmaceuticalfcomposition_
comprising perhydroinden6[7 7a,l-bclfuran-2, 3-diéne or
an indenofuran derivative according to the invention in

-'admlxture with a pharmaceutlcally acceptable diluent or
.carrier.

The fpllowing Examples illustrate the invention:

EXAMPLE 1
Perhydroindeno( 7, 7a,1-bclfuran-2,3-dione

200 ml of acetic acid, 10 ml of acetic anhydride and
20.1 g (0.075 mol) of Mn(OCH
under nitrogen circulationl into-a reactor fitted with_

ZCH3)3' 2H,0 were poured,



- 2a - warmingmcooling and stirring neans. The reaction nrixture was

warrred to [err] and stirred. ‘After cooling to roomterrperature there was
added under stirring, 5.5 g (0.03 nol) of '
1, 2, 3, 4-t et rahydr o- phenyl acet oacetic acid. Stirring was maintai ned for 20 o
mnutes at room tenperature, under nitrogen circulation after which the :
reaction m'_xtur'e was poured onto ice; then extracted twice with 250 m -
~of [err]. After washing the. organic ph 8eS with water, and drying, -

t here was obt ained.after treatment on a silica gel colum (eluent, ethyl

acet ate): hexa ap |
El ement al anal %‘?%’Fﬁw &%fﬂ% and S&rcfi?hﬁ %Q'i%ondghser@aﬁ}'liﬁ" "'[Vidi’f?ure
formula [err]; Wafe yﬁﬂl‘@ﬂur"eowag &)nﬂnﬂnﬁth}:eﬂc Kbgew Eopling to room
2a- (2- Met hoxybmﬁérmwdr eha%n%?s 7adaehcldﬂti@f' 31:70153%1%0“95 Ity (o5

apparatus . descrd becgt' 1 in ngt el e poured R
tetrahydrofurar’n“%?d kel G0 41’.["1 Fﬂ‘ydﬁ? PhﬁnzbﬂﬁSfiﬁGcBFésaﬁ&idl-nsE)i&rFﬂ-I!E
1. The mi xturewss mathtdined- £dE 20Thﬁxﬁat@§ &Beftcﬁiupvtefmﬁéésgurépd%rnder
stirring, 0. 735;1%:(0%&175&8{.1::1910:; a te'ttrv?h§9% the Or'elgctionllrnrixtgre was
poured onto ice. then extracted twice w1th 250 ml of

CH Cl After washing the organic phases with water.'

' and drymg. there was obtained after treatment on a silica .

gel column (eluent. ethyl acetate) hexane_ 2: 1 __by vcl_ume)..




was mai nt ai ned for 30 m nut es. There was then added. dropwise. 5.85 g
(0.030 nmol) of 2-met hoxybenzyl brom de. Under gentle stirring for 3 hours
th enperature was allowed "to' reach [err]. The reaction m xture was
n poured onto 100 m of |ced [err]. After extraction with ethyl
acet ate, washing with water and drying. the residue was chromatographed on:
a silica gel colum (eluent ethyl acetaté: hex%ne 4.6 by volune). The title
conmpound was thus obtained (yield 23.5 %. is was a white powder nelting.
0 at 142 C (Tottol i), elenental analysis of which showed a very good

d
o cpar od: EXAVPLE 3 é?qu‘@em#o?y@ﬁé‘l N %F?q?‘iefﬁﬁf?ﬁr , fhoved
2, 3-di one White 8powd®®LY nel 9o at °°[EG§FP'°“@'¢M§0I i yWith| enchhel aforpula -

of whi ch showed @ VEF%og@oéhéoéEQ&EQﬁQ@”%s""c&ﬂiﬁeﬁOW'B@ﬂcerr] EXAMPLE
4- 2a- Benzyl - perhyaPo? d 7a, 1-bc]furan - - di one - 4 - Wite

powder - nelting at - [err] (Tottoli), elenmental analysis Qf whi ch showed
a very good corr XAMBHEBNR2e with the formula [err].

" 2a-(2-Methox benz 1)-perh droindeno[1 7a, 1-bcl furan-—z -
3-dione - '

Into the apparatus described in Example 1 were
poured 100 ml of tetrahydrofuran and 2.1 g (0.1117 mol) of
_ the compound prepared in Example 1. The mixture was cooled
AN  _to -s5%%. There was then slowly added, under stirring,
o 7 0.735 g (0.0175 mol) of NaH (titre 59%, in oil). Stirring
. was maintained for 30 minutes. There was then added,

dropwise, 5.85 g (0.030 mol) of 2-methoxybenzyl bromide.
Under gentle stirring for 3 hours the temperature was
+ allowed to reach 0°C. ' The reaction mixture was then
poured onto 100 ml of iced 1N HC1l. After extraction with
ethyl acetate, washing with water and drying. the residue-
-was chromatographed on a silica gel column (eluent ethyl
acetate:hexane 4:6 by volume). The title compound was thus
obtained (yield 23.5 %). This was a white powder melting
at 142°C (Tottoli), elemental analysis of which showed a

_ O SR .' very good.correspondenoe_wit.:h.. the formula cunzoo4.

By the same method were al_so prepared:

EXAMPLE 3

: za-(z-Ethoxybenzyl)-perhydroindeno[‘l 7a, 1-bc]furan -
2,3-dione - - _
White powder melting at 168 °¢ (Tottoli), elemental
analysis of which showed a very good. correspondence with

the formula CI,H“%

lEXAHPLE 4
2a-Benzyl Jerhydroindeno['l 7a,1-becl furan - 2, s-dione '




EXAMPLE 5 2a- ( 3- Hvdr oxybenzyl - per hydr oi ndeno[ 7, 7a 1-bc]” furan - 2, 3-dione
Wiite powder nelting at J[err] (Tottoli), elenental analysis,of which

showed a very good correspondence with the fofrmul'a [err]”. EXAMPLE 6 -a\né'Q;
2a- ( 3- Hydr oxy- 4- met hoxybenzyl ) - per hydr oi ndeno[ 7, 7a, - 1-bc]furan- 2, 3-di-oné"*
Wite powder nelting at [err] (Tottoli), el enent al anaIyS|s of

‘whi ch showed a very good correspondence wi< h the formula [err]. EXAMPLE 7
2a- (4-t.Butyl benzyl ) - perhydroi ndeno[ 7..7a, |-bc]furan -- 2, 3-di one Wite

powder nelting at [err] (Tottoli); elenental anaIyS|s of whi ch showed
a very good coWhétpondlﬂﬂdﬁWthtetlJtdnfgornata [1%3%)c  TOEbELSYiThe tokéméiival

- was deterni ned 0 Yol

arvays over 1 SURGTPOE o8 SWBAZHS ARG s’ Vori Good Ho¥iRanorkiiids "Efkn
pharnaceutlcal ?nf@FEﬁia 8&1ﬂgb93-conpounds of the invention has been
established by t he fol Il ow ng pharmaceutical experiients: -

EXAMPLE 5§
- 2a-(3- Bydroxybenzzl-perhxdroindeno[ .74, 1-bclfuran -
2,3-dione | o o
White powder" melting _at _ 131 °c (Tottoli) elemental
'analysis of which showed a very good correspondence with

the formula °11313°4

EXAHPLE 6 . ' : ' :
'2a—(3 Hydro z—4-methoxxbenle)-perhzdroindeno[1 1a.

: -bc]furan- 2,3-dione. . . - . :

White powder melting -at' 101 °¢c (Tottoli) elemental
analysis 0f which showed ‘a. very . good correspondence with
the formula C,.H,,0

18%20"5°
EXAMPLE 1 . . | |
p2a-(4 -t. Butylbenzyl)-perhydroindeno[1 1a 1 bc]furan -
.2, 3-dione

 White powder_ melting at'.187 c (Tottoli). elemental
analysis of which showed a very good correspondence with

the formula czx“zs°3°'

Nt

TOXICITY _ _ . . , : .
The toxicity was determined per os on'rats -and mice by the
usual methods._l_'DLso was always over 1 g/kg for rats and
over 100 mg/kg for mice. , ' '

PHARHACOLOGY | o o o S
The pharmaceutical interest of the compounds ofx.the_
invention has been established by the following
pharmaceutical experiments: - : -




1) Test of passive cut aneous anaphyl axy (PCA) on the rat associated with
hyper per neabi.l i ty to PAF or to histamine This experinment was conducted
as,g,descrl bed. in 'Fiche Technique' [err] 48 of J. Pharm Paris 1979 10
(1) pages 69-72 (adaptation of the nethod of .BITTEAU E. and HERTZ F.).
The method is sunmarized as foll ows: Ml e Sprague-Daw ey rats (180-200 g) -
six animals per batch. Eight batches weré used: one for control, one for -
each of the exanpl e compounds, at the dose~o%.25 ng/kg. In two sites of the
back, previously shaved,  were made two injections of an honol ogous -
1 mmune-serum (0,1 dlluted f uater 48 hours Iater the rats were
subm tted to a HeontLE B2 iga ‘ A1 BCA fthe rat
m xture of ovmamsua&aﬁénfwatm. :ﬁéusiiﬂt aa PAR oﬁhtﬁlhlﬁﬂhﬁine
serum . - As a consequence. -‘the fornation of gE- ant1gen conplex
~induced the.exudation of plasnatic proteins and the formation of cutaneous
wheal's, "thi's pfﬂﬁkﬁrerﬂ:tp&!éilll@humsf i conducted i nast maescsnbédcei(nS) *Bibche
their col oratl f‘f"'{e exwoacﬁhnq,f (o] _24#;9%5 |ﬁ oiggm dfos llit I%Qﬁea'
e

at  ferr]) density super nat-ant eter

at 630 nm by a?’spéé@?ﬂﬁﬁ&tj@ﬁet%ﬁ thee Mhﬁdso\ﬁerﬂmufﬂst ianl f BERT3
hours before tlipe )contrid -methitsd i€ hisiimia ¥E563 2641 £61F6wg: by | P route

. Male Sprague-Dawley rats (180-200 g) - six animals

- per. batch. Eight batches were used: one for control,

one for each of the example compounds. at the dose of
28 mg/kg. -

. In two sites of the back, pr'eviou_siy shaved, were

- .made two injections of an homologous immune-serum
(0.1 ml) diluted for a quater.

. 48 hours later, the rats were submitted to a control
~and received an in_travenous injection of 1 ml of a
mixture of ovalbumine (0.5%) and Evans blue (0.5 %),

'__in physiologic serum. As a consequence, the
 formation of the IgE-antigen complex induced the
- exudation of plasmatic proteins and the formation of

: o cutaneous wheals, this phenomenon being quantified

A\ | - ‘measuring their surface (S) and their coloration

(after extracting for 24 hours in a formamide
~ solution atf 65°C): oOptical . density of the
_supernatant was determined at 620 nm by a
.'spectrophotometer. . ' _ | .

. . The animals were kept fasting for 18 hours before the
control. The products were adminstered, by IP route

: just before the administration of colorant. _
. Just before the IV injection of colorant., all the
animals, including those of control batch., received.

two intra-dermal injeo_tiohs. in two sites of the
back, of PAF (0.025 mcg/0/1 ml) or histamine, opposed



just before the adnministration of colorant. Just before the.IV injection of
colorant, all the animals, including those of control” batch, received tw .
intra-dermal injections, in two sites of the back, of PAF (0. 025" ntg/O/l\‘
m ) or histam ne, opposed - 6 - to the injections of inmune-serum 30 .

m nutes later. the induded wheals were treated as the wheal s obtai ned mnth

| mune-serum The results are appreC|ated -bg the percentage of variation
of opti.cal denSity with respect to control. The corresponding values .

appear in the following table. P A - H STAM NE COMPOUNDS
AREA COLOUR AREA:O theo infeaions of iméGné-serum.50.5 - 23 S

- 18.7 NSEX 2 .-G lmin tegb

P Vi S utesSigtar. phe'Sfhdiq widals Werl' tlonteq gs
- 39.9 EX. 5 - 36. 6 e v ezel% °btainqc!s witls immugesseifumX. 6 - 50.9
- 62.7 . - 43.9 'mﬁaBrE%uﬂ:s are 43ppreciate53 §y the . i:%rceN%age of

18.4 NS NS E f
4TS E 5'9”"‘vyP1£€¥ah rgptféal density with respect to control. -
B The corresponding values appear 1n the following

table.._
| oxen | coronn.
| =x2 I - 57.1 - 61.2 |- 18.0 NS| - 1727 N§
. AN B L O NITY R Yy '
_CEX. 3. | -394 | -444 | -268 | - 234
S "_ 2 _p e ek
CEX. 4 } -436 | -s517 | - 368 - 399
. EX.5 | -366 | -438 | - 162 Ns| - 17.9 Ns|*
- L e | ser ] aes e
. EX. 6 ] - 509 - 627 | - 439 - 368 __\J
CEX. 7§ ~421 | - 535 - 13.7 N§| - 18.4 NS}

'"NS“_”:_notJSlgnificant
: significant
**  : very significant
see highly.significant

s
L]



hi ghly significant " 2) Anaphyl actic bronchoconstriction of a
passiyvely sensitized gui nea-pig Pagsive heterol og sensitizing Male Hartl
gu;uea pigs (400-500 g) were sensitized by an intravenous injection (I
of " an antioval bumn rabbit inmune-serum (Cooper Bionedical. U S A).
To obtain a ‘sati sfactory anaphyl actic response,- 24 hours later, t he
follow ng condi ti ons of use were fixed: i'njecjion into the penis of a _
di-l ut ed serum (to hal f  concentration a 0. 05 mM /7100 .g). Bronchoconstriction
nmeasure QUi nea-pigs were anesthetlzed with urethan (2 g/kg | P) then :
tracheoton zed gjd v S : | s
stroke volune 1T viommen aa_' ke D O T-a e s —tro e —t—c
abol i sh spont an&ensitized guinea-pig initi al resistance was kept const ant
at 10 cm wat er pressurer’according to-the nethod of Konzett and Rossler and
t he excess of - air vql une -asured 'tq.a bronchospasn1transducer quee
BASI'LE) connect &282V2 0858l =etia.ane ==emni'. - The jugular vein
was catheteriz¢hlef manmsyavg:mmwi@st (ono-soihg)am&wlansxtmby\mn :

oval bumi ne. prod e avaRShe T BTG, Cain) (Y40 A, I RIRE Eabee

stlnulatlon in ﬂmmmngwseamua (Cooper Biomedical. U.S.A.). To obtain a

sat1sfactory anaphylactic response. 24 hours later, the

'following conditions of use were fixed: injection into the

penis of a diluted serum (to half concentration 3 0.05
N ~ ml/100 g). ' '

~ Bronchoconstriction measure
.Guinea-pigs were anesthetized with urethan (2 g/kg IP) then
tracheotomized and ventilated by means of a respiratory pump
(UGO BASILE): stroke volume 1 ml/100 g, 60_strokes/mn. A
'pneumothorax was done to abolish spontaneous respiration.
The initial resistance was kept constant at 10 cm water
pressure according to the method of Konzett and Rossler and
the excess of air volume was measured with a bronchospasm
transducer (UGO BASILE) connected to a UGO BASILE recorder
'Gemini’. The jugular vein was catheterized for
intravenous'injections. The anaphylactic shock was induced
by an intravenous injection of 0.75 mg/kg of heterolog
-passive of ovalbumine. Products were given by oral route,
1 hour before the antigenic.stimulation'in the form of a
gnmmy water suspension at the dose of 25 mg/kg.

.Results

The bronchoconstriction induced by'ovelbumin was expressed
- in percentage of 'maximel bronchoconstriction given by

clamping of the trachea. The results are reported in the
following table. : | |



. N

gunmy water suspension at the dose of 25 ng/kg. Results The )
bronchoconstriction i nduced by oval bum n was expressed in percentage of .. ..
maxi mal  bronchoconstriction given by clanping of the:trachea. The ,_}aéﬂﬁ
results are reported in the follow ng table. - 8 - - PERCENTAGE OF =~  ~ 7%
REDUCTI ON EXAMPLES N OF BRONCHOCONSTRI CTI ON 53.2 2
49.8 3 63.7 4 : "58.3 5, 41.4 6
- 55.9 .7 : © 48.6 **  : very S|gﬁﬁf|cant ***  highly :
- significant POSOLOGY I n human therapy usual doses for per os adm nstration-
are 0.5 to 1 g per dieff .tn tapblrets, : bne . nont h In
| V. adninistration, thre weekly jnj i sotonic
solution, for one month ,af&" cens e Lo '
o S ' _ BRONCHOCONSTRICTION
- e ;
. TR . .‘..‘
i . e
2 | 408
I L soe
= R Y X I8
T '1. . . . L hek
S B | 58.3 . | - o
' . L1
6 §5.9
T e T
7 48.6 '
**¢  : yvery significant .
. %%® : highly significant.
POSOLOGY. . o _~ L | B _._1  W,

- In human'therapy usual doses for pei os_adminSttatibn are
0.5 to 1 g-per'diem._in tablets or gelatine capsules for
one month. In IV administration, three weekly injections

at 0.05 to o 2 g in isotonic solution, for one month are
recommended. ' '




“CLAIMS 1. An indenofuran derivative of the general fornura whereim R
represents an unsubstituted benzyl group or a benzyl ted
ne or nore straight or branched chain -al kyl" groups HMH aﬁﬂ m

ea on atons and/or one or nore straight or branched chatn a

havrng from1l to 5 carbon atoms and/or one or nore hydroxy groups 2.

2a- Benzyl - per hydr oi ndeno[ 7, 7a, 1- bc] f uran- Z; 3 dtone. 3.

- 2a- ( 2- Met hoxybenzyl') - per hydr oi.ndeno[ 7, 7a, 1- - bc] f uran- 2..3- di one. 4.

2a- ( 2- Et hoxybenzyl - per hydr oi ndeno[ 7, 7a, 1- -bc]furan-2, 3-dione. 5.
2a-(3-F&droxybﬁﬁé&ﬂﬁlperhydroindeno[?,?a,l- -bc] furan-2, 3-di one. 6.

2a- ( 3- Hydr oxy- 4- net hoxybenzyl ) - perhydroindeno[7 7a'1---bc]furan 2, 3-di one.

Z: E_a (4-t. Be&yl bri\nz;éé‘)deperth“ydrorﬂnecé:ﬁtny - -bcI furan-tz Ofaom '*.

|ndenofuran

_where:ln R represents an unsubstituted benzyl group or a
benzyl group ring substituted by one or more straight or
branched chain alkyl groups having from 1 to 5 carbon atoms
and/or one or more straight or btanched chain alkoxy groups
having from 1 to 5 carbon atoms and/or one or more hydroxy
groups.

2. '2a-Ben2yl-perhydtoindenb[1.7a.1—bclfurén-z.s-dione.

3. 2a-(2-uethoxybenzy1)-perhydroindeno[? 7a,1-

-bc] furan-2,3-dione.

4. 2a-(z-Ethoxybénzy14perhydroindeno[1.1a.1-
-bclfuran-2,3-dione. |

5. 2a—(3-ﬁydroxybenzy1)-perhydroihdeno[1.7a.1-
-bcl furan-2,3-dione. '

6. 2a-(3- Bydroxy-4-methoxybenzyl)—perhydroindeno[? 7a,1-
~ -bclfuran-2, 3-dione.

7. 2a4(4-t.Butylbenzyl)-perﬁydroindeno[?.1a.1-
-bc) furan-2,3-dione. "



~derivative according to claim1, the process conpr|5|ng-Eﬁﬁﬁéhsrng————— [;
per hydr oi ndeno[ 7, 7a, 1-bc] furan-2,3-dione wth a corrp i S a,s

defined in claim1l and X represents a halogen W@(’ ﬂ[’ gen 3

circulation at a tenperature of from[err] to [err]in*the pr B

[ i

al kali netal hydride. 9. A process- BOCQI’dI ng-to claim8 in V\:hl ch
. perhydro[7,7a, 1-bc]furan-2,3-dione i's condensed with a conpound RBr
wherein Ris as defined-in claiml. 10. A process accordl ng to clarm8

vt ge 11 " 8NRer Ao FO0dEB3bl oyl BEEBSEERILR 1 2 CIRAER SR U
met hod of trealemkiabive h@cmmé @rtanlcrlﬁllﬂbdd.y tiyetnémp§s cemprising

phar maceut icalg (ﬁ%{%t ion »g& +8ih4 7C8gpPeuU disn oY of
clainms.1 to 7 |°nn m xture w t% Pm’)har rrgcgﬁ?lﬁcal IyQa%ge]ngglhe 2dlgl E(eint or.

carrier. 13. With a Eﬁ&PﬁﬁEéutRixcaY'lhere’ébnﬁoéstlﬁ defdppgr i nglaim 1.

per hydr oi ndenqgipa 7ax 1- beptesanté 3-4li ORloj8n adHoff,Ur cudliéh anitrogen

phar maceutlcal l:l}/ cazg:lcae £3n| gtdlatl ugglglp(e)lr:agg;gl eorf from -10°C to 0°C in
. the presence of an alkali metal hydride.

- 9. A process. accordlng “to clalﬁ 8 1n ‘whlch

perhydro[7 7a, l—bc]furan-—z 3-dione is condensed with -a

s

compound RBr wh_e.rel_n__ R is as defined 1n_cl§_:_|.m. l_. Co _ \)

10, . A 'procéss accdrding to .claim: 8 or c'la'in{ 9 in
'wh:Lch the condensatlon is effected in the presence of.
sodlum hydride.

11. Perhydr01ndeno[7 7a l—bc]furan-—z 3 dlone for use
'in a method of treatment of the human or anlmal body by’
therapy.

12, A pharmaceutical ' composition - coﬁ\prising a
compound according to any of ¢&laims 1 to 7 in admixture
with a pharmaceutically acceptable diluent or carrier. -

13. . A~ pharmaéeutical . composition cOﬁprising '
perhydroindeno(7,7a,l—bc]furan—2;3-dione . in admixture_
with a pharmaceutically acCeptable diluent or carrier.




