EP 0..337 689 Bl Description This invention relates to novel conpounds
having retinoid-like activity. Mre specifically, the Invention re- |ates
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appropriate base under mld, conditions. An acid of formula | can also be
convertgd to an ester. 2 R : 7 689 Blg CGeneral Enbodinents
Definitions 5 The t & 438 as used h €f2nsZt o and covers any
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where R, n and Z are the same as defined above.
To synthesize compounds where n is 1 or greater and the corresponding formula 1l form is not commer-
cially available, the acid of formula lll where Z is COOH can be homologated to insert the desired number of
"~ 85 methylene groups. This homologation product, the acid, can then be reduced to give the corresponding alde-
hyde or alcohol. Such compound can'then be co_u'pled with the corresponding formula Il compound, the Z func-
tional group being protected as necessary. Acids of formula | may be converted to their salts by treating them
with the appropriate base under mild conditions. An acid of formula | can also be converted to an ester.
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mentéof tshis function with dl cohols. Exarrpl es are the[err]al kyl esters
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cont ai4ai ngteaderandyipHdoil1 3aid6lats TPA) ifdudkd ODEacA. RetiholéTadd IhHibits is induction onDd@t | on
Wi | | consadtivitytbg TEA. IThe cofpourids 6fthis Inventibresdol inhibit TEA Biuktisnadf DDG as bémanetratedibg an
tered sysassay essdnliglly folowirgithe procethed seeeut inabder Rewcl 18621M§7¢2¢975kg body wei ght  per
day will effect a therapeutic or prophylatic result in nost instances. The
retinoi c geecic Emnbadimentsi vity of t hese conpounds was confirmed through the

cl assi® neasure of retinoic acid activity Involving the effectof

retinoicacid h%W“BPWMﬁ“ﬁ@Vﬂ@E'a%GRVF%@a nprRer ettﬁ@amafvnmvm-ﬁhemwavs To

corr el at | Wyptrafe thisjaveqlion, h‘?’%lsr';m"ﬂt“%raée’?ﬁﬂ’ Ins '@"? PP°EB‘I°Y°“|5? UP‘{'qaéF?ﬁ"f'bn
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cel l ul ar prolrferatron Thus _|f CDCactrvrty could be inhibited, cell
hyperproli- feration could be nodul at ed. Al t hough all causes for ODC
activity increase are unknown, it [s khown that 12-



45 ¥0-teiradecanoyl phorbol -13-acetate (TPA) induces ODC activity. Retinoic
acid Inhibits this Induction of ODC activity by TPA. The conpounds of this
i nvention also inhibit.TPA induct iER? 37 68®! as denonstr at ed by an assay
essentially follow ng the procedure set out in Cancer Res.: 1662-1670,.
1975. Specific Enbodi nents 50 The conpound of this invention can be made by
‘a nunber of different synthetic nhﬁmcﬁlsmmys To illustrate this
invention, there is h outlined a se of steps which have been proven
to prOV|de the com p u os of HCdr mul a £n such hesis is followed in
fagL afid in spirit. e_gynthret+e—ehe i1 reajz:g ap=—preciate that
the conditions set ou ere are specifigenbodi nent s¥whi ch kcan be
generalized to any and all of 55 .the cogpounds represented by formula 1.

Compounds of fornula | vhere Ais -C(0) 04 are prepared as fpllows: 4 EP
0 337 689 Bl Reaction Schenme |- [err] [ferr] 1. 2 10 5
osition 2 on

4 3 20 [err [err] @he case
t he tetrahydronaphtNgal ene. Ebdﬁ"s al k)4 - 12 C Y
Scheme A 35 [err] [er err] 55

R This reaction fl fj ggr am T TrTustr I1fic conp® Z but these
illustgations can pe\generalized to & I[N conpounds di scfoded herein

I ncl udi ng those where Agis C(OS or SC(Q, by varying the starting
materials or 5 EP 0 337 689 B1 selectf%g t he appropriate internedi ate.
Compounds of fornmula | where Ais -C(OO0-, and only the 5 or 8 positions on
t he tetrahydronapht hal ene are nethyl (alkyl) are prepared as per Reaction

foll ows,

Sc_'nemll. Reaction Scheﬁe'll 1. My/ Ether 10
[err] 2. dinethyl Kketone > (CHg)y -2
HO R
R . .0 — _(CH2)y -Z
25 ' -/ 2
A Y
. _ R
%0 The case where position 2 on the téttahydronapﬁtﬁalene ring Is alkyl (methyl) are made as follows, Scheme
IA.
% oy HCG a. '
OH Ql .
. R
40
' /(CHZ),., -7 0 o
45
I ™ —
R R
50 _

; i “ ,C\)/(CHZ),, -Z
55

This reaction flow diagram illustrates specific compounds, but these illustrations can be generalized to all
compounds disclosed herein including those where A is C(0)S or SC(0), by varying the starting materials or
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10425 043012 . ' R 35
[err] Conmpounds of forrmula | where Ais -OC(O - are prepared as per

Reaction Schene I11. 45 50 55 6 EPOR@37689B1 689 Bl Reaction Schene |11 R
R 14 10 [err] [err] 15 R 20 [err] A general description for making
t he conpoedtting theadpRPridteinteddialer €goi.ng schenes f'ol | ows. 25 The

2, 5- di hydr 0xcompoundsiaf Raprnilily'| wherea1e-CB)Of, @fidanlyahd 5 or 8 positionsdnttRskekahydror@phthalene

cor r esponeremgthyi (alkyl)@re priepamil ad ger RedctionSclmetlk eat i ng t he di hydr oxy conpound

-~ wWith hydrogen chloride gas. The reaction is effected at roomtenperature or
t Gereabout by bubbling hydrogen_chlorid as through an aqueous

hydFochl oric acid suspension of Regstian Sghemexdl conpound until a saturated
solution is obtained. The dichloride precipitates fromthe sol ution during

the process of saturation with_h .ﬁgqen chl oNgdeHgas. The crystalline
precipitate is collect and 'r@% Iy wash it er and then dri ed,
for errrpI e, P v, Cerpedhe—3—the~ ‘

tetramet hyl tetrahydro t haj en N onpound 6, (i Te.
pent anet hyl t et r ahydr onaph- %a éirg@eﬁxfl?eacti on Scgene | A argq prepared by

reacting the 2,5-dich|oro-2,5¥dihefﬁn¢hexane conpound wi th berjzene and
tol ueng, respectively under Friedel-Crafts conditions. For exgnple, the
2,5-dichloro- material is dissolved in benzene which has beenjcooled to

. between about -10 and 10[err]. Approximtely a 50% nol ar exg 35 cess of an
hydrous al um num chloride re@ative teg he 2,%-di chl or o- mats added.
or

After addition of the~s s ous al orjde,_ the m s stirred
at™betmeen about 10 pr efrer db roomtenper- ature; bet ween
1 and 6 hours, pref Thé solution is then refluxed for about
30 minutes to 2 hour§, 'byygpreferably qggoximately 1 hour. ThéOresuIti ng
solution is acidif}ed and the product recovered by extraction and ot her
means such as fragtional distillation. 40 - The ketones of fornula 4 or 7
in Sch®me | A are pobtained by treating the .correspondi ng tetrahydronaph-
thal ene with acefyl chloride in the presence of alum num chloride.
-Asuspensi on\of . &l umgpgum chl ori de i pol-arQinert solvent is prepared under -

an inert atpeSphereland at reduced i.e.,gRc10 to [err]. The
e argomr—or=n
y

e,
Inert gtnos pP erabl y PaerfCHansr eacti on

~I's convenie Farried out.in a solVe as mdon 2 chloride. To the
al um num chl ori dey suspension i s addediBhe tetxahydronapht hal ene and 45
acetyl chloride via a dropping funnél or siml deviCe. About a 5% nol ar

excess of acetyl chloride and 10% nol ar excess al um num chl ori de,
relatise to the tetrahydronaphthal ene material, iX used. The reaction is

~ef- fected with agitation (stirring) over 0.5.4 hour$ at /e(ﬂﬂgrnaﬂure
bet ween 10-50[err]. Preferably the reaction ¢ . 0,@
O - z

“ Compounds of formula | wheré A s -OC(0)- are prepared as per Reaction Scheme 1lI.
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ef fected in about 2 hours at roomterrperature Then the reaction is
quenched with water and/or ice, the product extracted and further purified
by distiilation or some other appFBﬂgVeﬁs%B?reans The carboxylic acid
function (fornmulas 5 & 8) made by oxidizing the ketone with sonme oxi dant
such as a hypohalite salt or acid dichromate oxidant. Preferably the
oxidant will be a hypohalite sReactind $¢hemeddii on will be carried out in
the presence of a dilute base with a water-m scible organic solvent such as
an ether. For exanple aqueous sodium hypochlorgteg i n a four-fold excess or-
myre, 3s mixed with dilutefaseq S%EES 2N NaQR? di_cothne along with the

- acetyl - subst B%e&rohna b e is heated at between
- about 55 ro@n O&nper at ur & d 100 degrees for &0 Whutes to 4 hours,
preferably about 2 hours. A pot tenperature ofR 6@ 70 ddg#ees will effect

t he 0xX datlon in this time period. After discarding the organic |ayer, a

_ redUC|ng i s added gddc emove any &@@ldual oxildant. The solution is
then acidifie \th_a stron id such furicl acid and the
t et rahydr onap c aC|d re by —conve Qpa ans. 7 EP 0 337 689
Bl Treating th Rogues, CDOE ppropri ate phenol or
t hi ophgnol gi ves conpounds of formula I. Most neans for esterification or
thi oesterification will provide the desired conmpounds @f formula 1. In
t hese cases, esterification was effected by Rr@@tlng t hé=appropriate acid
and phenol Wit h 1, 3-di cycl ohexyl carbodl i - i e e A\diQE ‘ylantnopyrldlne

If the Z group is an al cohol, al dehyd g n st be
p?ﬁte@!ed bef ore being used in the foregO|ng O |ng°Reactio¢F %N ohol s
may be protected as ethers or esters, and alRdeRydesjand ketones as acetal s
or ketals by known nethods such as those described In McOm e, Plenum

Publ i shi ng Rgéefal de&&%ﬁon&&%lﬁﬁh@é*&n\pﬁﬂxdﬁe@m&tEdforeSi”t@%Bl%meJﬁl‘HﬂvsW| ey & Sons,
1981. TheseTreRBRdiliyaRR Es dimsth@ieRaredf foiRia 1isRoMBH& teiislasrresponangdicondeunfdriumi al s
at soffe aityesatp@ihadihyidioxy ddmpayidiitiaiirogen EINGIESGas. Thoreaction \Sfecda b dneRtueON
Schene | |qrtHsleebaut iyrbubliing hydrbgenicblbride gasthrough-e8 aqaaus\hydschiodaeeid suspensioa df they/di-

avai | abl eyfinoxyrcompopnd untica satuestedealutidn decbizineC T hey dichiorideprexipitétbacfropr thersoiugioridudeg de

t 0 the t ethe prageps of|saturatidn with hydiger chipridg gascThestystelineppecipitaly is geliscter! ang papeatedivct | on
usi ng spragrReRgdrkh wate nd ¢1ep diindcforepample, dpdgr ey | et her and acet one. The
magnesi um i Somropag3, hetetigmethvitgtrahydrenapht sl e.f%eqmpmvdérﬁenewwwwe@

(eg. nit r‘B ﬂﬁ ‘"W"P‘t‘?“& "'Qtﬁ'%"éPFPW‘F’ﬁémﬁ?t %eﬁ’ﬁ'ﬁ'ﬁ‘m ﬁﬂ'“! d“’m‘
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t060m
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gr ect ed ﬁ,eﬁgmgmt, gue,{;slf,awm h. W th ac pre erably a strong

d | I ke stihd rdlohds oafatrﬁl.ta Hér 7ri.e§tsas.ﬁsimtametna& bY thati Ghe cofrBspbifdiing b fylirondpht €1 @

bri ef ¢ eaghiérewith ad¥Bi chiofid in tReyséserta oftiuathumichibrite) AuspeRblonGLaNAIMdEh chivride ¥iapdmt i ON
St eps conmetdolernt B@ebparad drider afliriert athivephe@uid &tirdtijced temperature, i.e., -10° to 10°C. The inert
1, 1- di netdtmbspler@may, bé-argoh praiityogenoprafpiablinargor. Hmodcﬂontidfmnvenienﬂyeammbut io abéhent WO
aci ds, 8,s8ehasahdtiylene chialide Tol thelaluminui -chioridle lsyspermion &, adtieg thehtetrabydrgr@phthaidne pid
above g n chsetylRbigside viaa dBphioginile! orBimiipradevice. Hbputs 5% DniproveRss ofigoetyl chivride ped/Wiks e
connect i Viay excpsef algrainugy chlopide,yelative hydm@mthq'qas elgtiab dp ysed. Foe reqetion igat-
Schere | |fpctedmith a?me?vdf"""ts} °Va' Q:'vb‘? P tﬂﬁg’aw aetwean 10-50'S Prefarably theyeagiion Is | 5
reacted gt h anth 1’1 fga 'é'%@!’ﬁ&"é‘%‘l’“"éﬁaﬁfﬁ“ﬁ’ﬁﬂ?%w UP‘?‘H'e

fedin abg

(Fri edel - "’f’é“‘f | b‘ﬁ;‘ f% vent

e e tsuch asa
rea]E:t |5't)lr31| e %Fd{glc I%}:loate t eoxl n w 0 al& sal iag réa v1;ll
prefera jl clb % al'l chQs ne

time. Adi ;ﬁe ﬂpoefﬁa, i Joﬁ
reac lo g nabout
cormound rodkiofh thebhﬁoa% umasraurta%ﬁ |
avai | &bl esofmaarseaw@hmhsa ida‘ﬁ&mmtdé uhey&m 3&«@&@ yoreﬁm}er £lRIng bdert and
sel ect i vak yddbyd kemoye i résidudl HiddanioHRsAGMoH is tHIRRCIGNIUNith B Sirdn§ B6id dublassbiftplc 2 ke
t he fi nalanptHedét@hydichapghindic acidiemoved Bylcorlintiéhdsmeand, i ati on of the generalized
reacti on sequence and condi.tions gi.ven for Reaction Schene |I. Al cohols are

made by converting the corresponding acids of formula | to the acid
chloride with thionyl



chl®dride (J. March, Advanced Organic Chemistry", 2nd Edition, McGawH ||
Book Conpany), then reducing 35 the acid chl or| de with sodi um borohydri de
- (March, Ibid, pg. 1124), or bi di BN BAEIBY uct i on. Al ternativel y, al- .
- dehydes of formula 11 can be reduced to the al cohol usi ng sodium.
~ bor ohydr i deTreatingtblagcid or its Rnalagueswith thelappropiate obemdior thiaphehal gipessgapogutis bt fomulah e
correspo mcMoatgnqm fanestprificationlotthisestetifiatjorrwill provideithd depired compounds offermiila b dn these
~exenpl i ficas. GBZT’W&Pﬁﬁ&ﬁ?ﬂ?k@%@@”ﬁ”ﬁ%laﬁwemhw@1 Hdicyciohexgarbogt-
Schi dt , ™ige andf-dime\hganinopyridne. 1979) . Al kyl ating t hese al cohol s By, t h
aRpr offr i at of P &gpunisan sifgtol, awﬂwe W*m'\eawgmsweafetew befng
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, 2, 3, 4- t edfuzligforabous Hitb BRuniputes. Bater\whichran bisih the farm otick, Is tHeo added, and thd &@npoynd. 55
nol ) 2, 5-puifiet bystandard Bchiiques: hy| hexane in 300 ml of benzene was cooled in an
- ice bat h arfing dlasure Germylari9) inptfoeiedby remting b tertiarviplcdiobuith agkl praferably ashiongiaridiikej

1 po istlfudigacid, atprdycegtempergiare,figs-183te #1086 AH?’“N@TFH"F@H‘G‘@P@!QIP@WWB“ B&Rr s,
u®ed °?‘GF°" PV Piation stepsicerpmonty ysesidn the art. The ssulfing ., 1+dimethylok.2,3d-tetrahygrorgphther g9
Bl i ce aé‘ “6' ES.'HF"(?*'&?@#‘%&‘!’ a@éﬁ'&‘r‘&? Serdialk agid, by ﬁaﬁm"'i‘ﬁé’ﬁéﬁ”’

' t t ed® ract | ons . ter
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ASUSPENSi ONTeRbhtRali ackis(tRackls mb&mﬁouémamm&&mwamgue fromhostthenifBd supbipivas-
chl or bde edieTheyafieybe dsterlie®dind36I@Kively HydroNzell Gthé Mbrio-doia 1 The duPlinig Feudtion dsedits Kiake
Stirring théfinkl prodidt i the senedk ankyvidus aridtionorthg generalized reaction sequence and conditions given
1,1, 4, 4- feReatiwt Sthomell, 2, 3, 4-t etra- hydronapht hal ene and 1.94g (24.7 mmol) -
acetyl chl oNicotigls are made wcmp\prtl-g tlfqmndporlﬂinelaclds qf Grmdall to thetdeidchigrideiwitithiomyl The
cool i ng Ishieride (i Mancks (Mdyentedi@rdartid Rhemisity" 2nd Edition; McQfaw-till BookiGompany), thee redegingnc hed
Wi th f&ce theRigid chipria with sqdiynchoropysiddes(Marsh. dhids gg- A124) prRy dibagaaygductionAllerativelycatt ed
With 2 x dsitydepof F@ﬁéﬂ?ﬁ!"‘@ﬂ"d@ﬁ@ aﬂ'?9r9°@5\'t‘ re com 15 b| ned and
vvas hed WI t I"NMY‘L’F of {orppule Uk cgmpquads ERresRen WCP""[“

g%acton

e e

Hz) 20 Exarfgi?l € 4 5,5, 8, 8- Tetrarrethyl 5 6, 7, 8-t etrahydr o- 2- napht hoi ¢ aci d
A mxture—UT—'3‘8g (16.5 mmol ) of

5, 5, 848- toatoiemori-25bimethfexhng - 5, 6, 7, 8-t et r ahydr onspht hal ene fromthe pre- 25
ceedi ng Exanpre 3, 70 m_ of 5.25% aqueous sodi um hypochlorite (49 mmol), 25
m" of aqueoarogés chiafidd gaswiks Bibblat thivlighth saspainston of48g (033 inalfhbf 2,5-diaiBthyicl, Soieidnedialr 2
hours. Tldrehpia 600en izsncahttated/bic Unti tiscoluticnveis sdhaated. The resulatcrgstdilng producewasy ed.
Then t he colyctedhydilttationewashedrepcatediywith watdn anddgedrmatvaeynm lingfto give the title Torapoyef Asou S

| ayer %va$ whitesryataiiine melgriahiPMR (R6Iumd - 6Rd2th il 1:P4 4Hes)-sol uti on until the _
solution was negative to the potassium|odide/starch test. The aqu- eous

| ayer wadXampi8? cooled and acidified with [err]. The resultant white

preci pi tate was coIIected b filtration 30 and washed with water. This

cr ude_pr dddA Teliamethyi].2,8 4 fetraliydronaphthalg recrystallization froman

et hanol / wat gr M, X- stirred solution of 1009 (0.55 mol) 2,5-dichloro-2,5-dimethylhexane In 300 ml of benzene was
cooled in an ice bath and treated with 45 g (0.34 mol) anhydrous aluminum chloride in small portions. This
mixture was stirred at room temperature for 3 hours. refluxed for 1 hour, cocled and poured into & mixture of




‘turé to give the title -.conpound as a white, crystalline solid. PVMR [err]; w
1.31 (6H, s), 1.32 (6H, s), 1. 71 §4H ) 7 40 (1H, d, J N 8.8 Hz), 7.85
(1H, dd, J N 8.8 Hz, 1.8 Hz), JN18Hz) Exanple 5 35
Preparati on of 4-Substituted Phenol ic Esters A Pentadeut eroet hyl '

4- hydr oxy Ise andJéGl.cThe ordanid Iaerwas separfledha theRqdebln IQ@BEKractesl With @fher. Organic fractions

4- hydr oxy wem gembined,waghed vithywaterGati@id Npz@6h, saturbteth Nagi salutiorand dhen driagl (MgSTR). Aftter of
benzene afamowl efisplyant e resiskie wanfractionally pistiiieq (B'S. (:&mm) to gige the captiehed compedndiasa f or
24 hours elorless ligpig SMR (GRCH); w {3124 9.1 744Hheh it GHamk 78(&bm)-The sol vent was
regoved and the residue extracted with ether. The ether extract was washed -
w th wat eﬂgﬂﬁéurat ed[]err] and saturated NaCl solutions and then dried
(MgS™M) . d r]trat ed in-vacuo. The residue was

purified BY e A Sy G p SRS % et hyl acetate In hexanes) to
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of 4- hydr mvgemndine reaidiuaidisinal by G kogeirblit @dthan(9I0IC; 045 mmYito give ingdin@adnpeundas 42 1l
of wat er veieslessckll RMR CIDChyly wt 321(8H, )y 11.33 BHC=MHA2I (4Hne) 2 BU(SHDH), 7.41 (1i; [dl N BAdIzRNd
4.67 g (177hftbl dd, HN 88-2-.Gliz) Zg@ Ol I MAGHE). The m xture was heated at refl ux
for 4 h and then diuted with 30 M of water. The mixture was extracted with
2x36 nM° cEX@PIe4The et her extracts were com bined and washed with water and

sat ur at ed Na I sol utr on, The sol.vent was, renoved in-vacuo and the residue
purified .J—h 'X&ﬂiﬁ—é@\ﬂﬁ— 10% et hyl acetate in hexanes) to |

glzéf?fhfr“ “l? iy %ﬁ%ﬁ i e g i Ol

ani
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tem 9 ko §BSthe Gifid cdthboyind las b Wwhite, Ergslalitne is6IidERME (DDCR: v 0.8T @H, s)/ 1326 ls)) N1 Was
t hen cool @, $o7.40{8¢ danNs.s He), 1.88)¢H wids! Me Hed.8Hzy 8108 Hod) dNelBt Mz).pour ed sl owl y
into an excess of saturated NaHCO3 sol ution. Any excess isobutyl ene was
.renmpved bfxampleds of a nitrogen streamand the mxture was extracted with

-3t

. et her.%The et her sol tgtron was extract ed with 1IN NaCH .sol ution and the et herww'
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| ayer wasPrepars
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sol V&> t h°:t'
chrona ograr? d;/‘% B/ﬂ "s 'ga %’ﬁ §
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Hz), 7.89 (%a?r b ?&g Is'o I % Inh ethetitlecom undasa
4- hydr oxy- SerEJ&aux ﬁrRzr@@ér;ye ey 8@9.7 ’ﬂ@s @HE Ny nzoate -

mol ) as di S- udigthe sams g&ﬁéﬁpbmedtkmut uskioHeRunG iraibad, mhe;@ndmyaraﬁ/bmzxatwa s{mhen
cool ed t o behesised #rachlorléhs, visEatis 61 PBIRICHCL):w0920BH, In) OM13646H, 2, 1578112H) m), 486 (BHdi um
nitrite In ZOJNeL7 i), 61921281 d,\WN8.8 HE)ETI9RIMW] IN8BdHERdD t o the m xture such that
the tem persat-letadayl tHydroxyberizames- Th @ salution w6 42D rwaai)of 4-hyblmaybenzolciacie ami:a00
stirred at [mar(29ofromol)iddsadivent hydroxidedn 12weipof waterawas @dded 250 rig of nuethylirieagrylamdhogitmr r ed -
fore f&rt herchio@emnh4i67%g(17 mmol) ofnitefraderlib@dide. The Gikturerwss heatdd at tofiwifor 4hiand thew
trihydrate [diuteiyth3p mbef water. She miture adeiextractesl with@x30ae| etheroTherpther extracts wire eomed by
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- w 1€39 (BH, t, JN7.1 Hz), 2.28 (3H, s), 4.37 (2H, q, IN7.1 Hz), 6.87 (1H,
~d, JN8.5 Hz), 7.38 (1H, s), 7.79 20 1H, dd, JN8.5 Hz, 2.0 Hz),
7.85(1H,.d, JN2.0 Hz). E. Ethyl 4FRY&%889B3 5. di met hyl benzoate - Am xture
of 500 ng (3 mmol ) of 4- hydr oxy- 3, 5-di net hyl benzoic acid, 20 m of absolute
et hanol and peratumtand stiried foa2rtaursl Thafmbaurb waly therscobiéd to VB hﬂaheaabea\tas bgEhedand itOr 2
h. The m xt gertentepstured stowlyinte anescesstf satusataiNabiCOslolttionaAng pxcassibobutybens waa rérhavad.
preci pi t at e bwmeans plamifiogen streBmand the obxbice was extiacted withaetiwr The ettier soutio wesexiracted ed

. | n- vacuo t 0 Wijh $hb NeQRbsaiution and thereiheriayer was discaried: Ehegyous exragRws{aoidifigd with dikse
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of tert-but {'H: p (& 82, P9 _5_ “ﬁg az Ie
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(6H, s), O. @ spigddtrempved th-vacuo@id the jesidus piFied By-flastochemeitogiaphyaliica 169 bthyldgetale N
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4,889 (40 nmwol.38 (3H, LANRY HRo%S8(8H. 8 4DE (R @, J87.6 Hy), 8.80@H.dxdiN8.5 134}, 7.38 (1Hh8), 7.79
methar| an&l"'EdQLJlgBQHBZMLZB%ﬁHﬁ » PNRQ Hig) or t hoforrrate and 28 ng of
p-tol uene s &t Ethyhé-Rydraxy-3Sdjmethyibenzeatst Amixtyreeff9 l%@"‘m3§'ﬂ‘"ﬁthﬂ1ﬂeﬂz@%cess
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sol-utign of whbfandBatirfledNdNStutiondnd then dried Na2SO,). The ether solution was concentrated in-vacuo
5, 5, 8, 8-t et aRdtaé Ryditaft.chudd deJcBWésEbbﬁfﬁﬂﬁy R ARbrhdterdphyp@iica; 1008sthigl) adefhtelin hex-
nol ) of et hylaneby Ib)gie e yihe conpaing as 4 doloriess IOPMFODCI,) w08 (6H, s), 0.93 (9H, 8), 4.66 (2H, -
1, 3-di cycl opsyd aHytadls), Bi74iHad) d NBGIHE), 7A6 25, toml 8.9 1ad).
4- di met hy| aiG. #Dinethioxjimethyipirendl 5A mixtucefof /188 ¢§0 ramal) ot 4rhydroxybenzaltiehydd, B.6 g €206 anol) oom
t enpersat ur e ofruathehfl ahdhist g(48 M) of timethylorthoformateiand 28ymg ofiptielwené sulfords asid waswlirredhe

i | trat e comtrem tempesefure for {21 Avexcaiscf NakicOs wen thenraddsddndthomixtum atitred fors further-| ash- - -
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(3H, t‘" J'ﬁfs*b $8 (1, srésem o, JNS.5 1z B3| BH, o, &S High 738 (1) brosd &g (o1 g,
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(2H, d, J m ° ), 8.14 (1H, s). Using the same general procedure and

t | f t hyl 4-hy-
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benzyl  4- Ryelf sty 4 AR R hate! HEmE 0165 RinbPTT B IRFHINBHIcENGHIRESANE B6ing@ 28

crystal | i gra-dhsskiy@minBpdtdibedn 15 il ofmdthylehe CRibTide Svis stifred&t rdoftbmp)aturelfor’12 héﬁ}H Th&)

5. 38 ( 2H, resiction mixtid-was #bn fiffdrbd di}l the Filidt corldshtrathd in-vhbiib. BhelrBsultsht Bsilthiiz)was Purtigd 8. 20
(3H, m . HyNash chidmalbgidphy (SRA; $3d ethyl adetatd ia iexahed) toetviayHe title compound as white crystals.

4- (5, 308, PMR (aDChrwt 1:82I (61 sf 1.36 GH! 9t 142 ($H]t, INZ.O HaphThgk, shap keHa g.oir.0 Hz), 128 ng
pent a- " de@Het, a8 hiyd), ZHSKH dolNgi8diak 883 €IH, ddndNBHR 1.8 HE)CB. 13(Phh ILINS. Wiizk 8.14 (1H, '
synthesi z8d as a colorless oil. PMR | errL6 w 1.33 (6H, s), 1.36 (6H, s),

1. 73 (4H, s)singthe eawezsqnerel progeggreang praterias wtmathemgiamyemlwwv'(ﬁhvr dd,

JN8 3 Hz drg; W the fojlowi mm"dsmvnthaﬁzeds 18 (1H, d, JN1.8 Hz). 5
A. Benzyl 4-(5,5,8,8- ethyl-5,6,7,8-tetrahydro-2- naphthoxloxy)benmate Using benzyl 4-hydroxy-

- ﬁixi e %3%*‘?"‘“%@%“;{'%"&@;3? \;em%% TSGR P o 1

colorlesso PVR [err]: wO 92(3H r’r) 133(6H




s), #1.35+«(6H, s), 1.42 {(6H, m), 1.74 (4H, s), 1.77 (2H n, 4.34 (2H, t,
" JN6.7 Hz), 7.30 (2H, d, JN8.8 Hz), 7A6 (1H d, JN8.3 Hz)), 7.95 (1H, dd,
IN8.3 Hz, 1.9 Hz), 8.14 (2H, d, JNBOPIEBI 17 (1H d, JINL.O Hz). D.

n- Tetradecyl
4- (5, 5, 8, 8- B Pertatiottirgbthys 465,5,3,8 tetraretinh§,07 -trahyeiie:- iuphthayloxy) nmaea tUaing péits- g

n-t et radecyldeqwhyhyld' drsybrorgates the, captioped ¢omipeund wap syntiwsizeisassay eridniessi glcPMBS a . |

col orl ess 0i(EDCIPRI. %(GH] ) WS(IGQS),OTQ@H( OH-3M(RH, dl JNEF Hz). 5016 (B} 4|, IN§)3 Hz), 7.98
1.70-1.85 (aw dsz HE))NBK"M N8 HzH  INS. 7 Hz) 7 46 (1

Hd, 3N8.490 .84 trahydro-2-raphthayloxyibenzpate > Hsig n-hegd i?'
8.16 (1H, dYberree thﬂg e cof po g z;zedasaoolorleasoll PMR(GDCI,) w0.92 (3H, m), 133(6

.“8

4- (5,5, 8, 8- a1 R 4“,’%%'?? g {2kt m),
tert-butyl %‘%ﬁre _ $ 45 "'2 % d’b
whi t e oI|d R o e -v,. ‘: ast
1.73 (4H. sj iedso ‘,‘.r 64 A3, Ng7
IN8. 4 Hz, 1.g) biey (1mSad) iNd4 Hz) 8 (H,_,)Ns. H
(5588tetémké.. mﬁn 8 mhmrueﬁ' b0t
Usi ng et hyl dfxBénzoblo ke titie-compouid wa svthosRed "“ RI{ED . Y\§8Y6H, s), 1.35
synt hesi zed (@1% sﬁ1Bﬂ(9H,€h).SIC7bK4H s)%({zmrerNaﬂMz)’l,vlislu(-lGJ-UN@A)Hz)3793%-( 6&-IJN8$-)Hz.1 41
(3H, t, JN7.13Hdy)B.07 2HId, JNAFHZ)S.15 (BH,A0N1RHz).5), 4.39 (2H, t, JN7.2 Hz), 7.22
(1H, d, JNB.FIEBP 4-(5,58,8-b4irhmetiiyl-8,8,78étrmhyiro-2}MPhitBoyldxy)-3-ifetifdbetizofld - Ui, ethy) 4-hy8. 19
(1H d, JN1.dvoxy3-meth@benZedts, the title compound was synthesized as a white solid. PMR (CDCl,): w 1.34 (6H,

(5, 5. 8, 8- tsblBBRE Shyl41 £3H6t, INTR Hap 1 mggmasmm F-I9G3H, &)IN7-2 B 5.2Bi e MR en 2 0
at\e"’ Psi ng "Bi MY(UIL H%?Uﬂ J%@“d‘? Wy"lglb‘é‘hﬁ ﬂé“z)t he t|tIe conmpound was
synt hesi zed GaEthd 4¢p,D.B:E ‘ ptEahydro-2-naphthayjoxy)ed,3-dimethylbenzogte 95')1\"4'1 44

)
L

(3H t, JN?
(1H, d, JN8

5,5, fe.ghe titlg e as tes : = R&Bﬂ'f o)
(1H, d, IN2. Hz)% Ibegﬁ%é"#!’; Hﬁg,k@% h ?ﬁ?ﬁ Eﬂz%%ﬁ%m%( 7.50

4- (5,58, 8- e”% 55 B Y rarmBunyt: .7 Ebtrahle --‘Ra LRS! n%chXy}JQﬁ yﬁﬁ" Lsi ng

4- hydr oxybe I e Iband We ql uu," AT sol EDeI3501. o
PVR [err]: mia ﬁi%( é ) oo oo (2

,s) off 9,d (1|-|S) JN
), 7:48 (1} b abtaoghithiiore 553354&5 oS3 heohisbie - Using Mot
4- Met hgxy netthipgheie ﬂﬁéiﬂn SHyRtAGEZE ‘". offese oICPMIC{ODTIY WH 36 e+ &) Ails
Using 4- et iy, O 3.44 (3} 14 2NN @), 7.20 b, &Imharﬁpmuﬂdd URS4 BT RaHzed as
a col or| ess JNgh# Hz)PASY (1rdd] IN8W HE, 35H),BH9 (1), d, IN1.88iz 6H, s), 1.76 (4H, s),
3.44 (3H, s)4-tét-biyidiméthylsildxymethyiphedy® 15,5, 8cb-totcbivBthil-5.677),8-teFahii@o-L-Dbphttdlate dBg 4~ Hz) ,
7.48 (1H, d terghulidimetimjsiloxymalfyighdrid), the Gtle chhBoulid Wi syrthesizedas a woiteselid, RMR (QPCIs¥ N1. 5
Hz). J%4- er twahi(GH.d) nsmymnwmx N7 (SHesI/1.75 (4H, 8), 4.78 (2H, ), 7.18 (2H, d, ING.0 Hz),
5, 5. 8 8- et ARSI zos-;asmbm.wwgz.mgmgamanﬂ TR,
tert-butyl difate "ld.)..' prfifl,7,8-tefsghydrp-2inap s‘;..
a whi te sol ittRtipgm sygiioatod e gy gold ggﬁw St 6'(' Byt
s)™ 1, 37 (6H’ 135 (ZHEL iy '2!4)1”5" “'t'hﬂ-*’b'%“("?l-? 98 ( 312 % )7 40
(2H, it Soia cucsyw 3 BH, ). S), 17 H, 2|z4HZ)

8.18 (1H d V\E "" 26
5 5 8 8-tetr ﬁ? L J H4;-§ ;&E%ré_ 4Hz hgﬂgﬂ dd, JNS[jSHz 24Hz),807(2HdJN84
@l e

4- hydr oxyberM phe i-éé@a—fé%ﬂ?é? Qemmﬁh&mﬂ%ﬁﬁtﬁéfa% Qﬁln d&f?rleirﬁxy-
sol'i d. sPMVR 0, t synthésizedas a cdlorless oil. PMR’ @96y hlag d,
JN9. 0 Hz), ?srﬂg) éithCb) M%sﬁh (1171 %24 (23 d,(URbl4 HEY) 7. 1|16| ﬂhisH, H)l,7.52¢h, 8
Hz), 9.99 ( kiUN8ss)Hz), 404 (1H, dd, UIN8.4HAE.81 mhw(ﬂb!,ld. JN1.8 Hz). .

5, 5, 8, 8-t et MasaEtHax\phdnylG,5/8, Blekaniethys/6)7,Btelahyap2inaghtiioate - Ulilly 4 athokyrhesd, yiepiienol |
the title coopmumivassmtissizddas awhitsolliSPMR (UDCLRWI SR (6, 5),AMR (GHes)r 1.42 (9,1, JBB0 ( 6H,
s), 1.88 (6Hiz),$.y2 (4H,s},8.08 (2H, & JN7.0 2z),@H2(2BEH, JNSQ H2), 7,18 (2H, @ IN9.0 z), 7HRGIHId, IHNG.3
7.48 (1 H, a2),I8B(1H, ddzIN8.3H089 HA)IHP. 15 dH, dJB.9HzHz, 2. 4 Hz), 8.07 (2H, d,

JINS. 4 Hz), &- #eBepzylaxyphenyl}5:8,8 tetprpethyif,6,7 B-teh'ahydro-z-naphthoate Using 4-benzyloxyphenol,

4- Di et hoxyrﬁ%ﬁtti‘i | was synthesizad s g whiteselidy IMRI(CBCH): @ 1.826Hme Ha)1dB MM oat e
- Using 4- dls ), 749 (2;; JN%HHy’[HK%T\S«i 98 Kg: I?H‘Q(%Fﬂb &3&'%"“ 4Hz,

synt heSi zed §§" ( [ f. NSO HE) PI\/R err] 1.3_ 34
1.72 (4H, s)"y": . b et amethi 55,7, 8 teliahydios2 riag fﬂ (lH,
d, JIN8.4 Hz)onpes 7 e 20 8 16
(1H, d. INL@E B4R T2 Al IR 1Oy 740 (1F, 6. INB.S He) de vy o

yp
5,5,8,8-tetranethyl -5, 6,7, 8- tetrahydrd42 naphthoate - Lblng 4- ethoxyphenol,
the title conpound was synthe5|zed as ' a white solid. PVMR [err]: w 1.32 (6H
s), 1.34 (6H, s), 1.42 (3H  t, JIN7.0 50 . Hz), 1.72 (4H, ), 4.04 (2H a,
JN7.0 Hz), 6.92 (2H, d, JN9.0 Hz), 7.10 (2H, d, JIJN9.0 Hz), 7.43(1H, d,
JN8.3 Hz), 7.93 (1H, dd, JN8.3 Hz, 1.9 Hz), 8.15 (1H, d, JNL.9 Hz). O.
4-BénzonxyphenyI 5 5 8 8 tetranethyl 5 6 7 8 tetrahydro 2 naphthoate -




R p-Toluyl 5,5,8,8-tetranethyl-5,6,7,8-tetrahydro-2-naphthoate - Using
p-cresol, the title conpound was synthesized as a white solid. PVR [err]:
w. 1.34 (6H, s), 1.36 (6H, s), 1. mPQ3HEs\Y1 2 39 (3H, s), 7.09 (2H, d,
JN8.4 Hz), 7.23 (2H, d,JIN8.4 Hz), 7.45 (1H,- d, JIJN8.3 Hz), 7.95 (1H, dd,
JN8. 3 Hz, 1.8H}¥IN1 sBHz}.Y EP 0 337 689 B1 (1H d, JN1.9 Hz). -Q Phenyl
5,5, 8, 8- t et I QJRNeY 5, sﬁ,eﬁeh%m&hylatsmﬂqyﬂm&z-mmmwmgphhjmi ttigp tplaeumopndm

~ title conpousydthesizad aganiiiite solid RMRAEDOLs) i 1:38 (8HH B) 1138 BNR), [1 ZREH; shiv.21-7382 M), s) ,
1.38 (6H, s)7407.503K.4%), 7.99)(1H, 1d,2W8.5 HEA.8(HB}8.21H, £ MU G0 (3H, ), 7.99 (1H,
dd;”JJN&.5 Hz, 1.8 Hz), 8.21 (1H, ‘d, JN1.8 Hz). 5 Exanple 7.

4- E‘S' 5, 8, m e énet hyl -5, 6, 7, 8-t et rahydr o- 2- napht hoyl oxy) benzoic acid 10

A mixture of 150 ng (0.3394 rrm)l) of benzyl _

" 4- (5,5, 8, #:(b.A88Taamethyl-5:6.7:8-ptrehydra2maphithoylaxylbenzolgigeith o | oxy)- benzoate and 50

ng of lo%palladlumoncronl 256 e t'g[r hPera
hyd t pfyRixy ro- oylo. t
ydroneh & Sy ﬁﬂ %&;‘ﬁ?@n éf‘gf ?ig i ’E g%n.m ure

vas di ssolRJEA8 "{“ .ddfneaqueﬁ‘ el

agueous em"tas adiiog .ﬁ‘&a&éi!a fwi R a2
Wi th ether rate Slutlbilan&thbi Bhdentifis | eYUsLl nﬁ&fddew&%a)%ﬁﬂiﬁdﬁm&hyl Scetatet i ON
and then Cn@ﬁlﬁﬁﬂé {itRtc8ifipduRd a6Gehfle sofid) mmemtu;)am 34 (619, s} 1.96 (5F1Se),/ETBI4HS B)aT.53 @B
from et hylq, aR@lsaizs; 7146 (18] 4,9 NAEHZ), i 7194 @1H; 6dYP BILTECHZA 68 Eiz)8Yiet(€H, Sipd N dls HENER1 (@HY ]
w 1.34 (6H,JRB6HE.36 (6H, s), 1.76 (4H s), 7.33 (2H, d, J N 8.6 Hz), 7.46.
(1H, d, J N 7.8 Hz), 7.94 (1H dd, J N 7.8 Hz, 1.8 Hz), 8.16 (1H d, J N
1. 8.4zpq SExampl¢@H, d, J N 8.6 Hz). 20 Exanple 8
1,1, 4, 4, 6-Pentanet hyl -1, 2, 3, 4-t et r ahydr onapht hal ene To a cooled (err)
-m Xt ur e of1,%444,@:Pértanpthyii1, 4-teh'gnyulnangthalem 25 g (0 195 rml)
- 2,2,5, 5- tetramethP/Itetrah - 25 drofuran Was

[

stirring 26. % (0p)| mixtyye of-AQ ')z?ﬁé' é’t h
was red véwf-aﬂu"%sn%demnfww "E’Fﬂ "r"&'df"%“czsr"%’rﬁ"f gl <3
heat ed at JRHYYegLE™o "51”

t enper at ur 'M" ﬁ" heo ?if v@f mﬁ&ﬁ%’éﬂ mad'i’}'% fhas 7§'>‘}:Ice,

and 100 met .- oa‘lh'tﬁugiééN @)é&f
extr aCtsﬁd edih J4Hb andiifd ﬁﬁ&k%a%cﬁorﬁ iR & gNadhe
washed ‘W Doﬁ,mlsb?dl-ﬁﬁb NeoH S 1:7034H, s}, Ria® BHR$)A
dr| ed (|vg ."., ) y\@.ﬁ(meg;rmgg@lm &) \WETOHLY). and the residue was
fractional 'y d| 'St I I e gi ve the captioned conpound as a colorless oil.
PVR [err] :gxdmm@a( 6H, s), 1 32 (6H_ s), .1.70 (4H, s), 2.33 (3H, s), 6.98
(1H, d,s5J ), 7.14 (1H, s), 7.23 (1H, d, . J N 7 Hz). Exanple 9 35

2-Acetyl - 32-_&»51-85,&amaﬁtmmm5:6.7.&t&aw&na_@malg@dr onapht hal ene To a

suspensi on of 13.72g (102.9 nmpl). al um num chloride in 40 m

di chl or oet hafieg susbensibn ofd3, 7294 1128dnnof) alyminim ehieride indf ml dighlorpethagpew Ei?’gb‘ﬁ cogjeddn
added wi t hendastacetpredatiyyeder argon, wes adsied vithstirmag overah g aqluti '391175‘69 mgj)of 1,1,4,4,6-

1, 1, 4, 40 6-pengmethd rt A3 tofghyd m'laphthis'% 'N-R'P 'a%th goopt Pté“ 2 ees fplative t

di chl or oet‘l'iaﬁg"'ﬁﬁ’f&" Bﬂ?""SQf/@ jori s"§°"" th, pay E’"‘f" m'e are seor;: roo

tet rahydr offd i gﬂ ol ‘f° ﬁf’f“ °,’s‘"91§41n9 ew@& Y 6y and
the m xt ur r?‘rtlc ﬁﬂjﬁ s Nac e 04) itmnttach) mﬁ Qackd €
The Of%n' %M& u £ m%aptﬁasd obrhgRGACH a WwirheitS X
75 m {Eg? MR 6|30|a £1.9 {éﬁ@)q %5)51 ’/h?(&ﬁ s Q1R (IS E), BslaMas hasl (1H,

several \ga, )vva er, sa sat ur at ed NaCI sol ution and

then dri ed (MysHA) ™ Sol vent was removed in- vacuo 45 and residue subjected
to kugel rog(a!@qu liation (70C, 0.15 imm) to give the capti oned conpound as
a lownmelt=1ng yellow solid. PMR [err]: w 1.30 (6H s), 1.32 (6Hs), 1.70
(4H, s), 2358s88Pehtarfidthyl-8.638-dt@hydresd papfthdifaddlH, s), 7.69 (1H, s). Exanple 10
50

A mixture of 8.2g (0.0336 mol) of 2-acetyl-3,5,5,8,8-pentamethyl-5,6,7,8-tetrahydro- naphthalene, 90 mi

of 1.19M (0.107 mol) aqueous sodium hypochlorite and 10 mi of dioxane was stirred at room temperature for

66 0.5 hours and at 60°C for 2 hours. A further 70 ml of 1. 19M (0. 0833 mol) of aqueous sodium hypochlorite was
then added to the reaction m|xture and the mixture stirred at 70°C for 1 hours. The reaction mixture was then
_cooled and treated with aqueous sodium bisulfite solution until the mixture was negative to starchfiodide paper.

The mixture was washed with ether and then acidified with H,S0,. The mixture was extracted with three por-
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'3,5,5, 8, 8 Pent anet hyl -5, 6, 7, 8-t et rahydr o-2-naphthoic acid A nmixture of 8.2g
.(0.0336 nol) of 2-acetyl-3,5,5,8, 8-pentanethyl-5,6,7, 8-tetrahydro-

napht hal ene, 90 m of 1.1 9M (0. 106P ®:3a7B88BLecous sodi um hypochlorite and 10
-m of dioxane was stirred at roomtenperature for 55 0.5 hours and at 60C

for 2 hounigns ofétHérlah®the éfflerBxirddls whre kel cbibifld 3rd Wddhed sdcoRWBIF Witkwetdt Ghd SRturated

hypochl or iNa€1 dotiontahi@themdiRe (MgSD,)! The eth8itkalutiohaBthéh tinBenBitel dnl Ehe'thid boipBundiobr red

at 70[ err Jiaiiedras tolttiags @ystald 15y réceybaallizadion flonk tald hencPMR (CBOIL)CW A28 (BHa8)(11.50 @B, 5,0

WI t h- aqueces (4H ) 260 BHSNI7THF (184, 9oT.26(Ibs). unti | the nmi xture was negative to
aﬁch/sl odi de paper. The m xture was washed with ether and then acidified

_ [‘err |Exenpiieelimi xt ure was extracted with three por- 12 EP 0 337 689 Bl

...t|ons of ether. and the et her extracts Were then conbl ned and washed

successi vd&ithyl 4 Bhpants : Fahydio-Ri8 then dr| ed

(MgSq err]). was concent rated and

conpourt ob- g@ g "?“‘W“P’éé &‘%ﬁﬂf‘ 'F‘E g 'F %7diad |

et her. “z° ot 'g‘?fl'd s),
C7.17 (1H ylene orldéwa stlrreda 00

435S %ﬂ ggﬁé&& ﬁ&f’ﬁircﬂ.d R e Y Ty TR Bt

m e title com ound s a white solid. PMR (CDCls): w 1.34 (6H,
3,5,5,8, 8,4 ﬁ@@ieﬁ”@tfw(mh QNAZ.Bd, eﬁmfwé Paﬁpslli'ap &HCq @ﬁ'7|(\£ﬂz?? e?u-lnl; 7.31
(1. 6355 i, , 4N 6.5 Hiyb 14oAMEI R8T PEDE PR, o (1. of

1, 3- di cycl ohgsingltresaine génelal pisedurehnd dsiry mal SbnﬁﬁARydrm;debzo&ta benzyl 4-(35588-pen-

4- di met hy ltamnethybf§,7,8-tktraigydior2-ridPhthdylogy)benEdale yassynthedide s adlodds oilSPMR (OBCI:at 1.3200M
t el per at@H, e), 1.85 (68,3 1.7Z b, $)c26x (B Is), ABK(2Hr ), ARAS1H, 5)| T.20 (23, dahidl 8.4 hie), 7.8+ T
washed wi t(¥H, 26 &t (U1, s® 18 (@H.anENBUIHY. | de. The filtrate was concentrated

i n-vacuo anthtméM eamglgeranl procedune bptrusig) insteadedsmes hoxihéthyibhipnel, fimethiexymethyiphenyl .
chr omat ogr reptamethyli5;6:7:8-tettahydre-2-ngnhthgete wag eynihesized aye ealorlesspil JPMR(GDEL): Wi t | e
conpound 494 H B 1 @), 474 {81re) 288 (3H, shP-43 (344 s}, 4.5 (2H)s), 7f1§%' Pet22 (2. d, N8 33
(3H, t 2 JH.720(1Hy9), 748 Gy d.JHR3 He) 8.1 AW@)-(3H, s), 4.42 (2H, q, J N 7.2 Hz),
7.26 (1H, Eg 7,31 (2H d, J N8.7 Hz), 8.16 (2H d, J N8.7 Hz), 8.17 (1
H ). Usi ane general procedure and usi ng Instead benzyl

4- hydroxy.-
t amet hy ' as synt hesi zed as a

[ e TR

7.49 (5H, phdrea Jfgmraforé%ho“b& Afiither @ mi of elNyKacétats Wds thddBadd td ieredctibemaRReT Al

- procedure ah&lﬁ'llxldfe'fﬂ&ed A S6°C a6t 3 Ao THErs60BH e Wasbn cobied] Filtdiétthroiuh astitddaa mel

3,5, 5, 8 8-r¢aisé washbdWilh-5nl 6 warnbethy? hdetaiby THediltrate Rapihbr vdAdeRtratedIn-Rivu dne@ thie resditants a

col or | ess residue reBlyktaliized frdm a mixtiire et fyGddetatd and Hbxahés lo Givb the Jitle chmpoling bld whitg, cry. 66

(3H S), 3alihg s¢lidB HIMRS(CDCY): & 2.32 (BH, s)S1)34 (6H, 2]] 1.72 WH, 9,)2,62T3H2 D), T.2H1HE), 7BRIRH3d,A5
Hz 7 26 h(awzmmmsmzm(zﬂou JM2H).Hz), 8.17 (1H, s). Exanple 12

' 8, 8-Pent anet hyl -5, 6, 7,-8-t et r ahydr o- 2- napht hoyl oxy) benzoi ¢ acid 30

A mxtﬂPreMrrg (0.94 mml) of benzyl

- 4-(3,5,5, 8 8-pentanet hyl -5, 6, 7, 8-t et rahydr o- 2- napht hoyl oxy) - benzoate, 60
my - of 10W££§‘—'&§ﬁﬂﬁﬂﬂ¥—&i@@%on and 6 m of ethyl acetate was stirred under a
hydroge” at ”Prsn Pe M na ek tifgs'a 9d1s%nQ%FJr§emﬁwa§”E&‘3m Ga-E”ek

S B b hﬁ.gﬁar{dg g if‘ ando b s dll EE @o& at

50[err] f ) reaktioh I B

cel ite and ed e bl o S s A

filtrate \tﬁe'itﬁ FERBEIN Wad &fded éhchﬁ(‘alJ&ea&‘tdrﬂa &mrdéﬁtlélr&ﬁaﬂtThE?e%btﬁHﬁnbmre was

recrystal |hbit&£htfeﬂﬁ)mar%ﬁmh§“8rrrﬂmﬁ§arﬁitﬁﬁﬁ'h'eﬁé‘ﬁioﬁy@itﬂﬂ 15 @7 MBIFof hédtdib, e itre
title eonwashéhteasat AfudTbriadurtifor HEmindtss] Edofe@ adthénChoure: IEito]300 y\bfl:rtﬁl?ed(i&l'h'hes)

1. 34 (6H, rashitanfiwhite predipitate Was disholbéli Hy Bid, addition of 2081H,6,. Fhe diganic layel Avaf stparatéd andl N

8.2 Hz), 8heldgudolisipyesxtradedith ethbt, Treh organiébxBadks wdrg comtiifed antEwashixl vath kdter and satu-

2- Met hy| - FatedNa@ysolufiorpamd them dded MgBiO)t The@olutfon asiltgred &nd3ie solybnt jemovediregosThem

t ur ni ngs aesitiud Was digtilled{(1207G; 6 awrh) torgivethe captionsddompound #8-arvolgitess|oil. PMR (CDCly): w 1.18
85  (6H,s,), 1.44-1.53 (2H, m), 1.62-1.72 (2H, m), 2.61 (2H, t, IN7.6 Hz), 7.16-7.30 (H, m).
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45 iflask fitted with a nitrogen inlet, a reflux condenser and an addition
funnel containing 73.7 g (0.37 nol) of 1- brono-3-phenyl propane. A small

‘amount of the bromp conpound was FPRA7E¥Bhe reaction m xture and the

“mxture warnmed in order to initiate reaction. The reaction m xture was

‘treated wiEkdmples@ ml of dry ether and then the bronp conpound was added at

.such a.rate as to naintain gentle reflux. The reaction m xture was heated . .=
at refl ux fichimethyi-i.2314detrahRirgnaphtiatere and t hen treated slowly with 21.5 g '
(0.37 nol) of acetone. The mxture 50 was heated at reflux for a further

30,1 ndt es, T0dBmEaficerpeld qoneentaRd %ma(m Bolpof Q'WGFhMElE%&PPWO' O‘Me
resul t ant 1(%‘?"!‘@3 ﬂ' F‘%@?"ﬁﬁ"&? B‘%&E”ﬂ "s°s‘6f°\'/ stﬂiéatm temmhm foptSopinutas
The organr heg gitracts wesejcaf) H"@E’h

The or ganr f ;ﬁ%}' re‘sqo d% 'HQE? e sglytion was;fll 4
NaCl u

sol ven?’JI ttlh &’m 2) d r Si ggargq%?% b&)f ? %% (%ti
~give the captron)ed corrpoun as a col orless oil. PVR (err): w 1.18 55 (6H,
s,), 1 44gla{s2H M, 1.62-1.72 (2H m, 2.61 (2H, t, IN7.6 Hz),
7.16-7.307(oH, m. 13 EP 0 337 689 Bl Exanple 14

1, 1- Di et Ryi-hykirogyethyi-aleciinei)slé,p o.auukiiydmhaRtalBne and 2-(1TiydrbRethy)-85-dineyic 0! d
concent r a@(r, settbtiydroiaghtitbeded 1/.8 g (0.1 nol) of

2- met hyl - 5- phenyl - 2- pent anol over 10 minutes. The m xture was then stirred
at [err] forAsbfutiononoe@sama)ait, 1-dirathyk K36 tettshydrenaplithaldn amd 2285lg¢30.mmid) of agetylt Ur e
was 't r eat ehlorige int$ ra) ©f méthyisne phidride wesaddedrsionvlydod stiored srsipensibinofdi2i g (32 milol) otdnher
ext¥actos eouvalyreinyy) ghiordedmts miatrhathyleng ehiorigacat 81C. After approximetaly baif this@utienad peeny |
sol ut i ons agfed: thegenling bath yag neayed and timaddiien qempletad glsapmytemperatuse. Zbe ragption misture
sol vent ré'ﬂbtr‘efastrfﬁd f?&tmyr a"r’we" iatp 40,! ofire %ﬂt&r rﬂr'r"adT'B rogpiglayer wag srﬁrerrrated and

(93] er r] ! Chgate ?"PFQ‘J tg g)%!fltl I The sol
terrl: ‘f“&fg’"ﬂ'_ eg’g ﬁ% hydro aphtol:ﬁd ¢ an 2-acet;g
sz&r} %@%%grm %
ow y

1o 2

ING. 1 fﬁz)
2-(1- hydr6“>?§5" %ﬁg"a
2 (1 hydrgﬁ%ﬂo ﬁl@rﬂﬁﬂ H@ed%

%l thén €oo
(30 mml ) :mfcaaﬁesdutrom bmrn la6ttate, Wafer Was tﬂén aﬁﬁdh&dh@ﬁr&m bigwid by siffidlent ikl
to a stir dRsbive dmiRetiitatsl TAS ordank fayer wad depaiall indiwasied dicoesdVely WithkbSer andibaturatd)
chl ori de Nacikbiutivh amiithemaiistyigsTs). THelsclutiofl Wastliterb@dnd the séidntrémdvBdin-OacubTherbaidua al f
t he sol ut wespurttid bpdistilatine (e51C; 1tniing) fallaweldibyigHprdsbureVingid chesnogthpby(Whétimen M2bdRat-i on
conpl et ed tisitcommT0% ethpiccetate Indexaiénz0.9 mivin) to giveitha bure Wlewwarspautiismas sdiarlessodbedusr 1
hour a#d pisared into 70 mM of Ice-water m xture. The organic | ayer was
separ at ed arfMR&DRWor 2-(clhydroxyethy)-§.8Wimethylch &, 1,8-tetrahpironaphthalenexy 2843H, 8 B2%43H, NaCl

sol uti on &hd47 f?é'nd dNFEUZ (@H: e 1.821-8% RUAMVRAZS @I"Jtt-@rﬁéd"zbﬁﬁt(%qs'b'ﬁ#ent
rermved i Hzlvé% d!%*h'éz (s gd. d?"s'! W |115}<!|*z é%){@ Gz} gi v

N OXI g? hydronaphthalene w1 8(6H s),1 47 (3H
2 acet ¥ - Eﬁ} r, %‘2?1 &Rl 428, HA, é’z!“eﬁ B 03410y,
nmet hyl - 5, - etr (ﬁ'ron ze"ne asf a co 6fl ess oil. Asolution of 4.0

g (19 8 n%%&_fg t he mxture of ketones prepared above, in 10 m of dry
et her was lowly to a stirred m xture of 250 mg (6.7 mml) of I|ithium

al umi nm bydii3R-dirfetiais, 87, s%tra g,(,ngyhn,glg,.,e The reaction mixture was heated at
reflux for an €n cool ed an e excess |lithium al um num hydri de
dest royed byroaaurrédherumroei 4d g @tlol rhmarbf 2{1-Widhyyethyy-8B-ainfthyle, £8-tetiiydrbHaph-
added t o tHa@nerin)3t i 6f niettylene\ehtbrid/wes abided Bi76 (1708 rmidl)cof bikinkid didhrematb Wikl 330nhg
preci pi t af68 milt) ofpyriginhindrifluerpacetatecthe snixpues v atbired attbondienipechtuge far2és sidvteh diluted t h
wat er #nd wikidsml gtievcbaiinglhetroledmethes Themigtutevesiltdred thebughdrBagolunifotanbydious Mgl0, was
filtered amt#“mdﬁ@l’“&fetnthenmwedmmwmﬂjvetmwemwesmbﬂmﬂ PMB(COS):
distillat rﬂdrﬁ aH sk é‘r" 0 (EHm) 1.7251- B4R AN)R/56 (Bl 19). 878 251k NG 1 Hiphi7eP8 (1H, d, IN7.8
chr omat og 19 Hep 6o bRy 7.93(1H gy INAGIHBbhM:  10% et hyl acetate in

hex anes 'T?rs °WJ° lippgeduppebut ysing instead 2:(1 udrpryetrdsS. Srdimety-6/6(7dxtetraydeg- o s

35 OI EE éé- ty|-5 5-dimethyl-5,6,7,8-tetrahydrenaphthalene was synthesized as a color-

- hyd it B H, 3 28148H. t3}N61

1 ggr?gﬁe"’ ﬂ?"%z& ?E‘b%ﬁ?&éﬂgﬁgg“éw Cé”z?l 72-1. 83((2H SZr)
2.75 (2H t, JN63H2) 4.82 (1H, g, JN6.6 Hz), 7.02 (1H, d, JN7.8 Hz),
7.08 (1H, dd, JN7.8 Hz, 1.8 H.Z_.),. 7.32 ¥1H, d, JN1.8 Hz) .



| PIVR*(err) for 2- (1 '
- -hydroxyet hyl ) -5, 5-di met hyl - 5, 6,7 8- tetrahydronapht hal ene: w 1.28 (6H,
s),1.47 (3H 40 d, IN6.6 Hz), 1. BEB9BSTMIBIH ), 1.72-1.83 (2H, n), 2.74

(2H t, JN6.4 Hz), 4.78 (1 H q, JN6.6 Hz), 7.03 (1H d, JNL.8 Hz), 7.11 (1

H, dd, JNSxaipleida7 1.8 Hz), 7.29 (1 H, d, JN8.1 Hz). Exarrple 16 45

2- Acetyl 8, 8-di nethyl -5,6, 7, 8- tetrahydronaphthal ene To a stirred solutian,
of 2.44 g_km_gm m&leh'gﬁydro-z-naphtholc acid

2- (1- hydroxyethyl )-8, 8-di net hyl -5, 6,7, 8-tetrahy dro- naph- ‘thalene in 35 ni
of methyl ené"&’%ﬂg’?‘?‘“‘ﬂﬂ%ﬁf?‘@"&ﬁ cefyl-Be3-qim %‘M‘s 97#1%('215"’6’!‘3?5 pleer: hB gefsediwHvomat e

and 330 rﬁ’f‘rﬂ"%} PYPG?'W'H"[?HFP'P‘F% ONgNR (Va9 E"’Mﬁt@fq rred
atroonte th ﬂg? o f

! chilind] 'PH°"35°SW'W"|3'
pet r ol e Rt sgf;,w mgg,w tf " *°g
3 el it weforand s wg m}'t'e

3.—.0

gfgﬁpogufggd" i 'w%i% Shida
1 72 1. 84, d&h‘i %%Jrﬁeg&z $}3Hz e JN18H

.8 Hz), YJslﬁg)lth b Shine GHiteratiicedird, But udin mstzad 2-8l¢ 354&i|hkthﬂ-s G%Hleu%h}d?&mphh'ﬁl ng
_t he sane g afeadcidpseiaMyﬁs 6 hsttem&uraa nbplitihoR2ébid was synthesized as a white solid. PMR
2- (1- hy dr @pgRy: W13 (68, §); U84ERIIN, nl), 1Gr54,88 (25 iy, 2[8Y (PHOL JNEX Hz), Tap (iH) 8 lIRBLe Hz)l he
ket one, 27.8i0(@H.\d, INK,8H=)1i7185 (1hy Hd, INES Hz, B.8HeL r ahydr onapht hal ene was synt hesi zed
as a color- less oil. PVMR (err): w1.29 (6H s), 1.64-1.70 (2H, m,
1.76-1. 87Exemple 18), 2.55 (3H, s), 2.81 (2H, t, JN6.1 Hz), 7.40 (1H, d, JIN8.4
Hz)764(1HdJN18Hz)771(1H dd, JN8.4 Hz, 1.8 Hz). 14 EP 0

t 8 dips B, 7oB-tpfralyc aphthayloxy)rhenzop ahydro 2- napht hoi ¢ aci d 5

-A mxture of 0
2-acetyl - %QB % “70 Pé?ﬁ gr’l'm 'r&%?;gﬁg'gf 2@1!3"'19# angqgg o
dr oxi de,
" gu% P %@iﬁﬁ?}"l 553 e iR
ketone.  ThR it m@ém@ &.J&m Bléé&ﬁn i3t oty Wtce
et abl sul @il M d.6819176 (2r5 M), %maz&ﬁsmmes(zﬁttlmﬁrﬁ)&Ma'i AR e), paper .
~ The mi xt U(1ﬂ mdmrraaqzmufme HeP gy adem 1.6, dﬁrsrzb(@na)the resul tant

pre- %0 Ci Dbihgihe sagehdrdl biobedtrs, uoa&hg il ydP@&lﬁhzo%ﬁthﬂﬁd B6hzyl A4SB-dMBRWLM t O
gi ve t he s6nsietagdro20pRhoyRdxyientoatélat Synthebized, a ENdedsi./AMR (GDTIL)oW 136 k8H, §)) |,

1. 64- 1. 721.6824+47 (211, m),11.808+.92 (A8 n(), 2446 (28, &, JR6.8 Biz)( 240 (2H, 9), 76 (1H, LZNB.O Fiz)l 424154 d,
JIN8. 4 Hz) (TH.A0)S090( (1 d, 4N8,0 HENB.18-8128 (3HImB Hz), 8.10 (1H, d, JNI1.8 Hz). Using -

t he sane gebengthe sane galereicprocedire, betiusing inmadeﬁamldimethyl-5878-teirahvdr0-2 -naphtholc acid

2- acetsy| - dsthfidrhudronybengoatp, gthybd-{5:8-dimet @ﬁ@manmz eapbthoyigrabenesate was synthe-

-5, 5-di net asawwe%s'ﬂ M@%ﬁ@m@d

solid. P (Zt'dﬂ@ﬁ ) 4NY-4H.7-28 {2H, d, JRGT '12)77147 d, JN-4 Ha), 789 (1H, 84

HZ%T" QgiHédz 84tHZ) ‘?N (Zi.l F‘IZ, 8-“7'2)489 ! d J N8 3 hydro~2-gaphthoic acui]

4- (8, s'”d| Vﬁ“"?’ ‘g‘ e %2%‘ %ﬁ} Bt of
220. 7 . r cid,
180. 6 (zo’fd et oxy enzoatgs 7 ¥ m*?‘gl)

of 1, 3- d| cycl o} exyI car bodl i mde and 22.9 nmg (0.1874 mml) of
4-di n&ghym%@@@yrl dine in 15 nml of methylene chloride was stirred at room
t enper at ut e for 18 h. The reaction m xture was then filtered and the
resi due wa@Bemimuthy-5,6Y(3-tatrahpko-ZRdphthbyiix@-bahidoiacide. The filtrate was
concentrated In-vacuo and the resultant crude product purified by flash
chr omat ogr apimixteef120rag (029meblhgfiberygl di(88-dimethyl BB esdhydre 2-gaphthopihng)-ientdate,
conpouhd mgf 194 peltddiumon aritivatedearBona@DEl[otathy] gostatpwas sPGed ubtier a kydrogdn aﬂlﬂospl&lre t,.
JN7. 2 Hz)stropmd@nperatuge for2ihourphe mikiugonas tdp cf Ch';"d the sgpm@pt solution Jipggnted.
4 40 (2H 308{9"‘31%?“‘2" Fempvedin-yaguq mthwsicmswtysi%ed m:!!!'y' agelate ip 9"(?!‘&!59 ‘?PW

9 ( 1H, SWoung pEwijte cystaly. PMR .as)gwlygﬂzs),mg 75,@3Hm3 .78-1.90 (2H, ame

?f?gra' pﬁ,%f é"“ ,1?’31,@;&; EH) e Péﬂmamawg
synt hesi zB enzogte inslpad, 4-(5,5-

T T SR %ééf é%t 5% 'bzﬁ k

B i @HAINE2 HRls! S8 AAGHRL M ASOAZ0 @Hwhi t e - .



Usiing the sanme gener al procedure but using | nstead

-5, 5-di pet hyl -5, 6, 7, 8-tetrahydro-2-naphthoic acid 35 and et hyl

. 4-hydr oxybenzoat e, et hyl EP 0 337 689 B1

4-(5,5-di et hyl -5, 6, 7, 8-tetrahydro-2- napht hoyl oxy) benzoat e was synt he-

si zed as Iﬂz._tBHz)razxs(zH,cduNam [err]; w1.33 (6H, s),1.41 (3H, t, JIN7.2 Hz),

1.68-1.76 (2H, m,1.80-1.90 (2H,. rr), 2.85 (2H, t, JN6.3 Hz), 4.39 (2H, q;-

JN7. 2 Hz)Exampie®0 (2H, d, JN8.7 Hz), 7.47 (1H, d, .IN8.4 Hz), 790 (1H, s),

7.94 (1H, d, JN8A Hz) 8. 13 (2H d JN8. 7 Hz) Usi ng the sane gener al

pr\geeomr-5-° pUtyl-5i6,7:f tairhydep-2 ‘ hyI , 7, 8-t et rahydr o- 2- napht hoi ¢

acid 40  and ben'sx Xf roxybenzoate
i meft golupom;6fy1

hesi sed B nrmn@ ple v ar?dq ?gé';a' %{W rog?;“
lj:'.z?z- ag I-!:l 0 é]mﬂ% §£‘s ue j%a%’:jl_y ndd ed

h
anic | yer a se) rated the filtrate & | xtracted ith
At rerar° B e e o (mé's.pr e

Of 120 Moant %R&nasmbtld a6 %N furthercrude product. The crude product was recrystallized from hex-

4( 8, 88li i 4neé 1 )give the Gitie/cofpbitl esbaetireimErysRIR ENIFOYCDCIK)Y W 1126 [BEIDS)] 128 (8H) 9), $.87 @B, Of
10% pal | aliswos(1H) brasd $)\ezaB6H, ad incay kenel7 Bz)ns.sfiH.ef hy 2.7 2K .46 @Hpd; J BiBiTHzRd
undera hydrogen atnosphere at roomtenperature for 2 hour. The m xture was
then centkxeiplg@d and t he supernatant solution decanted. The sol vent was
then renoved | n-vacuo and the residue recrystalized fromethyl acetate to
gi've t2he DRisthyl teraphthalate npound as white crystals PIVR [err] W 1. 34 (6H s)

167175(2 n;)178190f2H Sf d,
IJN8. 1 Hz), rm.qcrd@as;gsgu egepgg;ugc'; L e nt t y%at h
(1H, d, telycbg,, Lgdz%a g

a m B n fil the res
pT (ﬁcg 2\6/ | 2 r: oan hegn’pouredgltltg\: mixture of water and 100
ranyaro- a'i ﬁE) -1 “E;f%ﬁ% hed ivel with water nd saturated
4- (5, 5-di Iyt n ‘~ tiﬁlq) -va
synt hesi Y& M“? é’ng‘ & L ZE;H

hy Joﬁ\ Suh

.m, 178811(,&9,..&5 , 286
(1H, de¢ J ), 790(1HdJN18Hz) 795(1H dd JN8115 EPO
337 689 HBixahpgle2d.8 Hz), 8.20 (2H, d, JN8.8 Hz). Exanple 20 5
- 5,5,8,8-Tetranet hyl -5, 6, 7, 8- tetrahydro 2-naphthol To a stirred sol utron of
13.2 ¢ ((Et&y@&@giﬁrephfhapbenol and 12,8 g (0.0998 nol) of
. 2,2,5,5-tetranethyltetra. hydrofuran in 50 nl of heptane was added 13.1 g .
-(0 0982 nol Anhydrousl harkinmimdrositie (3/83al €.0Pmel)whg pigeed Injacfioxhiet stractor anth continuduslyiexn was
conpl et e trapted for 10thgurs withshwt ettmo'ri@da aﬂuwmwﬁ@q(ammwaw Wreplghglate in 400
reflux fdrafabeeiyteethangl. Thy resultas PM‘@"N&‘F“‘&WFMWM Thegresigur s
The react'PE?rY"aPrP'i?P‘tﬂd%" inAQ T‘H@H’Q“Fg%ﬂ‘%'d"' Y"F’r d

Eﬂ“éﬂ?d il
and dr‘? eos"E‘?ﬂrge g" WW '"f‘f"ﬁ:%;;’%%:jggé g?ggaislhféygys ' %Led-

fromt he %g“es ayer

The organrc ayers' 're conbi nés and washed with saturated NaO soI ution,
dried [ergbmagdsthen concentrated In-vacuo to give further crude product.
The crgde product was recrystallized fromhex- 15 anes to give the title
conmpound @isenpilertphthaiall crystals. PMR [err]: w 1.26 (6H, s), 1.28 (6H, s),
1.67 (4H,~S), 5.08 (IH broad s), 6.68 (1H, dd, J N 8.7 Hz, 2.7 Hz), 6.82
(1H, d, J NAmixirdtr}s.5 {0.25enol) afdimethyitetephth@laid, 4d8g (1 OE)oamﬂe&zyQaImE@andlﬂgtohpohas-
terep ht h adiurt tert-bistakide evias epaed &EDEMIErecked soubd Holibnefiksk titted witta ngBetiabtir bér, aalo®! ut e
et hand? uomsker, atritogénrietand® dintontensph Thedtirmeh mixwitel v bbatadat 1490 Tonis hvars ahile &59.

Ter epht hahpidstegi df nitgerovag paded overthy surfacesof theanixturel doek of the BXxresshenayi aldokal was

et hanol  athen remevesfrom the enbise:bycfeactional disileting. Theresisize wes disgolvettinea misturo(of esher ARt Ur e
was cool ém‘hwqﬂeﬁ'"?frﬂ? %E%g;ﬂﬁ;ﬁéﬁ%?t% Thwgyg‘gw\ﬁ%ﬂ:% ;ﬁsmgq}w:wwm;
filtrate ter
it 186 TF i Slgwe O ot oo o, U (DR SB e nd 3 Bl
'washed sutiBddde ely with water.and saturated NaHCO3 sol ution and then dried
(MySO4). The ether sol ution was filtered-and the sol vent renoved in-vacuo
to give the title compound as a white solid. PIVR (err) wl.42 (6H t, J N
7.0 Hz), 4.40 (4H, q,JN?OHz) 16 _




- 8.10°(4H s). 30 Exanple 22 Ethyl hydrogenterepht hal ate 35 Anhydr ous
bari um hydroxi de (3.83g, 0.022 m)ﬂ%, Iaced In a Soxhl et extractor and
~continuously ex- tracted for 10 h ¢§37\ﬁf’? Thot ethanol into a refluxing
mixture of 10g (0.045 nol) of diethyl terephthalate in 100 ml of absolute
et hanol . Ekaeplée26sul tant white precipitate was filtered and then washed with
et hanol . The preci p- iate was suspended In 100 mM ether and treated with .-
excess di h ent xtraction, the ether |ayer was separated and
washed successivel ywith vvat erand saturated NaCl -sol ution and then dried

(6ry) % The Eﬁ%ﬁ‘t"ﬂﬂ""t%?fﬂt"lgdﬁs na) ?f|d|bP'EV'éﬂ°P&HH“’PWe9°§UI°%?PP ‘P Qigter was
i n-vacuo. a""‘ﬁ’é’%&? ‘|'ﬂ°" pfo959 (28 rampra @%!H"WNH%D o watprand |

'glvethe"t“f’f” a da ith v Irl"‘l‘g"“’*l\l?O

4 nfﬁ% e %gf% i

di met hY' ttﬁ el {L%@je ggol t")‘%dam f& J\i llv B;%s Eaﬂdt as-
b ater tiBn‘Pdd'?rﬂt Te %4

sium tertg SNESH R

9
fitted wﬁ,@mm@g@ tv 5.40%H/'s), 736 - 739(5ne{,)rr31 rre er, a nitrog en |n et and
an air condenser. The stirred m xture was heat ed at 140[err] for 15 hours

whi | e 1@ rexpingle 28 r eam of nitrogen was passed over the surface of the

m xture. Most of the excess benzyl al cohol was then renmoved fromthe

m xture Ethyl (GBALE totrepriethylt 5:6.7,8-telreliydm-2-ndphehyhlempiittaatevas di ssol ved in a mixture
~ of ether and nethylene chloride and silica was then added to the sol ution.
" The sol ut'i ofsalion of5e8:8 g (22208paimelHE5.8, $rletrernatini:5,8,7 S-daahyde-2-naphthel. 542 mg {37912

r 5T ddbl TmQRE ety dudregentararhtialate, $08 my (29548 immelbeh 1:8-diavsiehenicarspdiimids anr 127 e
tert-but y(F °?Pé m"!990f4r "’WPY"@ r"%"tf H‘etht"?'t*’l?eh'@e Wad%t@w?wr’é’g%h’

crystal s.22 residug washe
EP 0 337 §° %ES‘?& ‘ $‘r : %:Zw g‘t’;’é‘a
m xt ur, °4s 4&,4 W Xl 43!
30 m i‘%] . h‘k'sqrhz 29@Ho8 J 25
: hydrom de e TeTei g\ a?Je‘i‘gehd?al 9d pHtfalett| aﬂ%nzﬂ‘@s%%ﬁ&t'on
M Xt Ur e Vigeth\£8BS @-téfanydRd-3-haphthilf-terdp tﬁb‘il&t@@diss thesizEt Hs 8 Whitdlsbifd. PMFIEDELIS 1.32
Stirring.(eH,Rf 1,68 @HAG,1L7AUHTE)E.AY (BH, YR 2.08¢ HQMEN 8. PHE 2HzPN B (1A, AAL.E Ak)S7.37
sol ut izgon Vs (6 inh, 8RB e, WiIINB.2H2y, 8140 (2H, N &Y RYI . The aqueous [ayer was then
acidified with glacial acetic acid and the resultant white precipitate

extract ecExamﬂhz&% Xx 25 mM of 10 ether. The ether extracts were conbi ned,
washed successively with water and saturated NaCl solution and then dried

[err]. TH&S5A88Hemamethyi1H6 7drtoahpdre- hithiyl tevephthaidte sol vent renoved

i n-vaétio. The resultant re- .sidue was recrystallized froma m xture of

acet one andAM%“t“@P?ﬂ@@ R of basey Grefeb-tatrmetiyis 0. b8 telrgfiydrpi2ngehthyf)yasephtha] s

" PMR (err)'ate\ﬁo!ti‘gd?()" b °“§‘:§ﬂ‘ ﬁé‘l"f mi of efhyl goetylp wagstifrad -wﬁra'yymaera "“ER'Q'FPpI e

go_ E{ |h)c/)|n o ‘8“"8 Ie; :gﬁ %"’nﬁmfﬁﬁ“i“'mo%"’ﬂ?%,“t ,8), 7 *%m*“?%"ﬁte A
S DT Vb Gt NG Y811 IR SEABPS B8 INSA 31 258 o
of et hyl ycf ogenterepht hal ate, 608 ng (2.9515 mmol) of

1, 3-di cy%%gmﬁ&(y} carbodlimde and 127 ng (1. 0395 nmol ) of

4-di meth yridine in 30 m of nethylene chloride was stirred at room
t enpenat ur epfefdfabigAhese EoHholiis Wil 'b@erﬁﬂlQﬁréH’tSpl&%susan LdrRlisakmalREbnt o foRadislidRs
washed W drdigivedl a xap.f,,emgtyl ene chloride, The filtrate was concentrated

i n-vacuo and the resultant crude product purifled by flash chromatography
(silica; 6%ethyl acetate in hexanes) giving the captioned material as a
white solid. PVMR (err): w.1.32 (6H, .s), 1.33 (6H, s), 25 .46 (3H, t, JN
7.2 H#®, 1.73 (4H, 's), 4.46 (2H, q, JIN7.2 Hz), 7.02 (1H, dd, J N 8.5 Hz,
2.5 Hz), 7.14 (1H, d, J S '

&

W—g\n

:
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N 2.5 Hz),, 7.38 (1H, ‘d, J'N 8.5 Hz), 8.19 (2H, d, J N 8.1 Hz), 8.29 (2H, d,
J N8.1 Hz). Using the sane general procedure, but using benzyl

hydr ogent er epht hal at e | nst ead, berEP\033768IB1Z -t et - :

ramet hyl -5, 6, 7, 8-t etrahydr o- 2- napht hyl ) -terepht hal | ate was synt hesi zed as
“awhite solid. PWMR (err): 1.3 6H,- s), 1.33.(6H_'s), 1.74 (4H, s), 5.44
(2H, s), 7.03 (1 H, dd, Jﬁ&@éﬁ&é—, 2.4 Hz)=- dlhd, J N 2.4 Hz),
7.37 - 7.54 (6H, m, 8.23 (2H, d, J N 8.7 Hz), '8.30 (2H, d, J N 8.7 Hz).
Exarrpl e 26 Solution

(545, 8s8-tetranethyl -5, 6,

inaidr ahydr o- 2- napht hyl )Q}%drogenterepht hal ate 35
A Féxture of 400 my (0.9
(5 5,8,8-tetramet hyl -5, 6,

o{) enzyl
yl fs ephtha- late, 60 ngy
of 10%‘pa| | adi um on car bo gﬁg‘%g’? 8#198%}]9@3% t at e'* s stirred under a

hydr ogen at nosphere ajgdioom tenperature for 3 hours. The reaction mixture
~was fiftered and the t Relefhgidaporated to drynessijn- vacuo to give the
title conmpound as a vvhitem-pl'id. PVMR (err): w 1.30¢.12H, s), 1.71 (4H, s),
7.05 (1 H dd, J 40 N 9. Altehol?2UBPHz), 7.12 (1H, @7.8 N 2.7 Hz), 7.36 (1H,
d, J N9.0 Hz), 8.25 (2H, HydréxjpBopyl-€}iudodl (2H, 20 J N 8.4 Hz). Exanple

27 45 Preferably, these canpounds will be adm nistered topically using
various formulations. Two formul ati ons .are given as exanples here. 50 55 17

- EP 0 337 689 Bl Ingredient Wi ght/ Percent Sol ution 5 :
Retinoi d Claims 0.1 BHT

gll\%A'Rgf Ihﬁ:&i 8 for the following Contracting States : A?%% DEH%X%J')H' %lrll, s£5'|.¥°éﬂ ﬁOO NF
0.1 A coh I 97.8 Hydroxypropyl Cellul ose

2.0 15 d ai rrg%pé’l""dd hSFO"tn Ie follow ng Contracting States AT, BE, DE, FR,
&8, IT, NL, SE, LI, CH LU 1. Acorrpound of the formul a [ERR] 30 wher e

the R groups are mdependentlxnh rogen lewpy, -al kyl; Als -C(0)O,
-0C(0)# -C(OS-, or -SC(O-, , leH ~COB where Bis -OH or
a pharmaceutically acceptablﬁ [err] where [err] is an
ester-form ng group, or B is g N&R) [Er p] ere R is hydrogen orl oweral kyl,

orZ Is -CE where E S hydrogenRoR an ether-form ng group or -COR2 where R2 -

1I's hydgogen, gi. lohaé'a i&@&ﬂ FlmﬁJI 1-08(0)-Z-ckc§s- %(Q}E an
acet al der L valid %g,a Efs‘?-P-oo d |§ fdrin ny% Eul st or BRI -DR, WHORS
s 0-4 a r-formin &ﬁ isDN(ﬁsl héfe Qﬁﬁun{h@ﬁ orﬂ%ﬁﬁ& #*Z1s20E Vil Eqmmeguﬁd of
claiml Wh er %r dh ot h%r-ﬂrmh%g Br -CORDIMERR, & hyfrogn/Yower WA pRenyi or wer-alkd-phehiiCor 2
conpound of ¢ -@Hﬁbﬂa#&&%ﬂeﬁﬂraﬁﬁ tHerecf or 2 RECOR MR is0{CH:), @H{ Whbreh BIDG! did ke 2.
: 35 sum of n and m does not expee_d 4.
2. The compound of claim 1 where n s 0.
- 8. The compound of claim 1 where n is 1.
o 4. The compound of claim 1 where n is 2.
5. A compound according to any one of claims 2 to.4 where A is -C(0)0-; Z is -COB where B is -OH or a
pharmaceutically acceptable salt, or B is -OR, where R, is C, to Cq alkyl, or B is-N(R), where Ris hydrogen
- or C, to Ce alkyl, or Z is -OH or an ester or ether thereof, or Z is -CHO or an acetal thereof.

6. A compound according to claim 5 which is ethyl 4-(5,5,8,8-tetramethyi-5,6,7,8-tetrahydro-2-naphthoy-
loxy)benzoate, or 4-(5,5,8,8-tetramethyl-5,6,7 8-tetrahydro-2-naphthoyloxy)benzolc acid or a pharma-
ceutically acceptable salt thereof. '

50 7. Acompound of claim 5 which is 4-methoxymethylphenyi-5,5,8,8-tetramethyi-5,6,7,8-tetrahydro-2-naph-
thoate or 4-dimethoxymethylphenyl-5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoate.

¥ 8. Acompound of claim 5 which is'4-(5.5,8,8—tet:amethyl¥5,6.7,8-tehfahydro-2-nphthoyloxy)-benzamide.

A compound of claim & which is 4—(8,8-dImethy|-5.6,7,_8-tatr'ahydro-2-naphthoyloxy)—benzoid acid or a
pharmaceutically acceptable salt thereof, ethyl 4-(8,8-dimethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)ben-
zoate, or benzyl 4-(8,8-dimethyi-5,6,7,8-tefrahydro-2-naphthoyloxy)benzoate.
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5. A conmpound according to any one of clains 2 to 4 where Als -C(0)0-; Z

I's -COB where B is -OH or a phar mad@®®33¢839B1 acceptabl e saiﬂ

-OR[err] where [err] alkyl, or Bis -N(R)2 where R is hydr m"um"[mmll"lln
alkyl, or Zis -OH or an ester- or ether thereof, or.Zis - an Ycefal*
thereof. 45 6. A conpound &B8E&&iSA. to cl ai mmhyl
4-(5,5,8,8-tetranet hyi -5, 6, 7, 8-t etrahydro- 2- napht hoy- | oxy)benzoate, or

4- (5,5, 8, 8-tetranet hyl Sal8tien8-t et r ahydr o- 2- napht hoyl oxy) benzoic acid or a
pharma-sceutical ly accept alReé'Il'lmldt thereof. 50 7. Agciorrpound of claimb5
which is

4-meth t hyl phenyl -5, 5, téﬁ‘bhd 2-naph- thoat
Orme o>;<yme yl pheny go?yet ylene é% 0?480 NF S e nap ate
4- di met hoxynet hyl phenyhfi 5,8, 8- tetrarret hyl -5, 6, 7, 8-tetrahydro- 2- napht hoat e
. 8. A ®onpound of claf 5 d 1 )

4- (5,5, 8, 8-tetranet hyl -5, tetrahydr o- 2- napht hoyg‘qu) -benzam de. 55 9.
A conpound of claim5 whi c lb&hol USP 7.8

4- (8, 8-dinmethyl-5,6,7, 8- te[—ryaiﬁsdppr@pﬂagbmawg@xy) ggmoi d acid or a
pharmaceutical ly accept abl e salt thereof, ethyl

4-(8, 8- Gi net hyl -5, 6, 7, 8-t et rahydr o- 2- napht hoyl oxy) ben- zoate, or benzyl

4-(8,8-dinmethyl -5,6,7, 8tetrahydro-2- napht hoyl oxy) benzoat e. EP 0 337 689
BLC L CwimsS * |ngredient Wi ght/ Percent Sol ution 5

Ret | noi d 0.1 BHT

0. 1' Al Céahopla!ﬂm)r the following Contracting States : AL, BE,; Dﬁoflyéiqiﬂ. yhesg;q,cqﬂ, oo NF
41.8 Retinoid _ 0.1 BHT

0.1 Al cohof Ufspgmpound of the formula 97.8 Hydroxypropyl Cellul ose

2.0 15 Cains Cains for the following Contracting States AT, BE, DE, FR

&8, IT, NL, SE, LI, CH LU 20 1R,%corrpo nd of ég orrrula 25 .
[err] Rs30 where t he Réﬁ‘os r@ﬁ ht y hydrogen, or | ower
al kyl; Ais -C(OO0O, -0C(O) -, ) or nis 0-5, and Zis H,
-COB where Bis -OH or a phar acceptable salt, or Bis -[err]

where [err] is an ester-form ggoup, RorB I s- N( R) 2wher e R S hydrogen
orl owerakyl, orZ is-CE where E is hydrogen or an ether- formn

- COR2 vil#der e RZ"W“"}T?EP en '"d?PGmF“YéN(%ﬂP"' PrEngiv: B fs ‘F(Biﬁe-rogpk e% 0(0)0 yA

is -CHO or an"&d% \‘FQPl“g‘%‘“ l‘FePE'&f ap Fmafe‘l't?a' PoRim

s 0-4 and mgawe;m?mw ¥s "b% ?","é? y,o, e,a, i1 of

Comoung or %ﬁ °*a??§"%vaﬂcv° i’ w 5‘”3‘1’56“&'38#5“% e
ere

cl ai ns to4 Z-ls-COBV\,hereBls-O-lora
phar nnceutgcafﬂewo@mﬁ@&f@iamm}etnh@r Bls-[err] where [err] alkyl, or B
is-N(R)2 where Ris hydrogen or [err] alkyl, or Zis -CH or an ester or
et Her- t her 8of Thegpmpdundof A@RC) wherearis hcet al thereof. 45 6. A conpound
accordidg to claim5 which Is eth #
4~ (5, 5, 8, 8%t ethPSARRNNT o gag‘v"'?’et"é%/ “ahydr o- 2t napht hoy-
5. A compound according to any one of claims 2 to 4 where A Is -C{0)0-; Z is -COB where B is -OH or a
pharmaceutically acceptable salt, or B is-OR, where R, is C to Cg alkyl, or B is -N(R), where R is hydrogen
or C, to Cg alkyl, or Z is -OH or an ester or ether thereof, or Z is -CHO or an acetal thereof.

6. A compound according to claim 5 which is ethyl 4-(5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoy-
loxy)benzoate, or 4-(5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)benzoic acid or a pharma-
ceutically acceptable salt thereof.

s0 7. Acompound of claim § which is 4-methoxymethyiphenyl-5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naph-
thoate or 4-dimethoxymethyiphenyl-5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoate.

¥ 8. Acompound of claim 5 which is 4-(5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)-benzamide.

9. A compound of claim 5 which is 4-~(8,8-dimethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)-benzold acid or a
pharmaceutically acceptable salt thereof, ethyl 4-(8,8-dimethyi-5,6,7,8-tetrahydro-2-naphthoyloxy)ben-
zoate, or benzyl 4-(8,8-dimethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)benzoate.

55
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”I.c.».(h;./.)benz.oate “or ht S i .

4- (5,5, 8, 8- 5,6,7, 8- 2-

\%gr Lra ceut ?E:;?Ir?t a%:/cept abl e - S;Ft réi'hé’ro 28p7t Xycgmﬁmmﬂmmmﬁr :
which is -

4- met hoxy Mot Aydompraing bf- d&llﬁﬁ&fh&h tset-(ﬁmehyl-&%? Gtetralfdro-@inaptithyoslioxy)-Renaeipicid ¢rlmoat e
or pharmaceutically accept able salt thereof, ethyl 4-(5,5-dimethyl-5,8,7,8-tetrahydro-2-naphthoyloxy)ben-

4- di met hoxyn@?ﬂﬁyPWEW@E*@"%%W@WWMBMBWPW@@H%hydro "2- napht hoat e

BROELL %’e&‘t@% %ih“#"tﬁ‘?té:ﬂtat‘ét%‘it%pws R DM o 2

1 (5,5 ot Iy ngp Cy 71,5 et o, 2
pharmaceutlca accepta t thereof et hy

4- (8, 8-4i mat Imcbmauﬁd abeoBdirigas aahymmh %ﬂiﬁﬂb.n B pyitavesybs6,7,8-Tetrakiytro-201apiiRoyioyy)-

4- (8, 8-di et Ivghzolb add of aPhdrmbdeativaitjraceeptablagdititivespt, athyl 1(%:5)5,8,8-pentanieihyi-5,6,(8-tetrk- M
S* 10. A combyds@-naphthoyioxy)yerizoaldi arh béngyl 4-(3,5,5,8,8-pentamethyl-5,8,7,8-tetrahydro-2-naphthoy-

4- (5, 5- di net loxy)bdhzeate; G- tetrahydro 2- napht hoyl oxy) - benzoic acid or a

phar maceutlcall acce t able t the
s S ki 3{’?3 ;@% Bgfx?% fpeespmmm oA
4- (5, 5-di met@ﬁ ?“%""‘i‘ preee" A '“ 'mi‘i A
conpound Ofs, AYmEYERA ScorihgiéoFRy &e%@dﬁmﬂ‘@ﬁrﬁh@rdﬁls d‘d(@\ le _GOBWHRT bLoWord R
group s | oWghard &ut:oanyzao&?tame Sdicor BIRROR, ﬂ‘eteaanﬁtm.a& P 211s TR Skdn e8¢ dr ¥ther
accept abl e satekacf, 0¥ iIB-GHO drah adetaVdigresr. [err] al kyl, Bis -N(R[err] where
“hytirogen or [err] alkyl, or Zis -OH or an ester or ether derivative
t her eof , ¥ A cpmpaugihcigim Hrwh&béteéhvl 416558 Bctetramst iyl Bibtetrahygro-2.maphtylytarephtha-
according to Iatg 61 {(5:§.9,&teltpmethyl-p.8.7,8-tetrahydro-2-naphthyl)hydrogenterephthalate.

(35, S ALt b A AN il © 2010

4-(3,5,5, 878-AReMboun®icodrlingto 5my7on80ftc&ﬁﬁs34'to /¥ e &mmbtah@sﬂ dWeiddiRemaial OF
benzyl 4(3 5,5, 8, 8-pentanet hyl -5, 6, 7, 8-tetrahydro- 2- napht hoy-

| oxy) benz o8t & phdraceiical omnp@mpmmnm@@mdmgp definedircanyronb of ¢igng hto 1§ and pharme-
4- et hoxynet hﬂtMEMP@I&@OG 8- pent amet hyl -5,6,7,8-tetra-
hydr o- 3 n oate or 4-f
3555 6 Bor vrgmrw oo Yo iy %nwm—?t°'2'"'ﬁamsﬁtsa't°ém"t'a°'"'%°femﬂ'stm for
accordlngto isalrrs2t04\/\hereAIs-OC(O) Zls -COB where B
s - OH or zp, RAELdRESbhipsit b deRRéddPany Bhéor Sidimb 1 P15 16 theSmembrRdaird oféiNRBamentod | S
- [err] al kyl,tﬁHh-eZﬁdg%fa . or an-ester or ether thereof, or Zis -CHO or an
acetal $thereof. 20 15. A conmpound of cl aim 14 which I's et hyl
4- (5, 5, 8, &1t Aiprasesstfdn e pEp@ation 8t acompanhd/asrdefined inapyane pf dainsdrte ta which prdcasssomT
(5,5, 8, 8-t et ipHspereasting B cammougl of farmuiinly o Ith where, the Xtan ¥ |Is) amyagid 0 derivalivervihich sane .
16, A corrpouﬁmmaceﬁermithgwwreamdm@nmwné ptiorila il or HWE'B'*’YG'( iaar-Q M“Phg
ps&rﬁ asj s | n Pefambiyimine prespnqercf anestesfpsmianertali®t or di ng to any one of clains 1
to 15 for use In treating acne in an affected mammal . 18. A phar maceut i cal
conposition conprising a ﬁaundxdefl ned In any one of clains 1 to 15 and
pharma- ceutically acceptapfecgalrier. 30 19 The £ Hf- a conpound as
defined in any one of clgl au 15 for t ? ture of a medi canent
for thgstreating of psorigs)§. .0. The use' o corrpound as defined in any
one of claims 1 to 15 for Rh& manufacture ofg"a nmedi cament for the treating
of acne. 35 21. A process for _the preparation oi |a conpound as defined In
any one of clainms 1 to 15, whikth: process com p tses reacting a conpound of

formula |1 orhre V\/ner the Xor m b%\r,taamd or acid derivative which can
form am est e W cld 9 P%m%cogﬂbm @o#ll or 11 where Y
or Xis an -OH oronv %Buff&ﬁn% e;o odter O resence of an ester-form ng

catal yst 40 [e onvertmg an ester to an acid, or -

converting an alcohol to an ether, or

55 converting an ether to an alcohol, or
converting an aidehyde to an acetal, or
converting an acetal to an aldehyde.
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50 » - where R n and Z are the sane as defined above; or converting an
aci-d of formula | to a pharmaceuticallly acceptable salt;—or LUlchr Li Ag—ah-
acid of formula | to an ester, or TORYESEEIBY an ester to an acid

converting an al cohol to an ether, or 55 S conv Uuw "@lﬁ"ﬂt&"ﬂ
~an al coholClaims ferthe foltowing mtalctjem?tibst ESaBRacet al , or al
.to an al dehyde. 19 EP 0 337 689 Bl Cdains for the foIIovm ng

States EY: @mrocess for making a compound oftheformuip1 111111111111111111 1. A process
for maki ng a conpound of the fornula 5 [err] 10

[enr] Where the R groups are |r;\d % y &go,ﬂ or lower alkyl; Als
-(0906, -(9-, -(OS, or R3¢ r‘s/%l) aners H -COB where B
R , or Bls [err] where [err] Is

an ester-formng group, orBTs3¥ , e R I's hydrogen orloweral kyl, orz
is -OEphere E is hydrogen or"Bngother-formng group or [err]where [err] S
hydrogen, |ower al kyl, phenyl or |ower alkyl phenyl, or Z 15 Is -CHO or an
acetal deri va'bweeﬁn@r'@@rem pendentlyhydrogem ofjwar alk él‘sr*F(OD%- -PEIO)H] -OIMBs & -98(P)s 0- 4

and t he sum 05: AP 8HI 508 Wh Bé%(‘t?é'é’(ﬂa Rhermpreut P%@S‘!PQPB Pr"s@&‘v@sﬂﬂﬂ ng
a conpound m &ing growg, or B &Peef*névmsrorwga"%mrab hydrogen
derivatd ve w% hery "?"Eﬁ %ﬁ’ ey "t p; "TW'd t’h&;r
mula Il ed % g‘@ ?{‘Eﬁ
presence of Han aaspaald a'l I N for nr te "\ ?fe
the same as 'Ilﬂﬁ or-Sngoup, pref T
a pharmaceutically accept abI e salt, convertl ng an acr
anest& , or converting an_ester to an acid, or converti ng an aI cohol to an
et her, or converting an eRfigM t 0 yan al cohol or 35 converting an

al dehyde to an acetal, @}
process of claim1 whereR4
1. 4. ,The process of cl &g

Y4 ng an ace{z CHg) 2k dehyde. 2. The
N A40 3. T essof claiml where nis

-wheRe n I's 2. he process of any one of

claims™2 to 4 where X is -OH and Y is -OR er -COB where B'is -CHor B

is [err] where [err] alkyl, B |s -N(R)[err] ppere Ris [err] alkyl, or Z
Is an ester or ether derlvatl e of -OH, or Zis -CHO or an aceta|
derivative thﬁérea,fnanﬁz%fh@sap@gg@memboﬂ & M5 which gives ethyl
4- (15, 538, 8-t et r asonteiyrig-ah aéid Genibie 180 4 pHabmbicsutically aqebptdbRYsam %Y ) Den- zoate, or
4- (5,5, 8, 8-1 et r aconventjrig-ab ald of fddmiil®1 tb alystr,@r 2- Napht hoyl oxy) benzoic acid or a
phar maceut i cal | yconeertngtan bster teanl deidfdaer eof . 50 7. The process of claimb5b
whi ch gi ves 4- netdnesctingen blgdholteanyéthds,ob, 8, 8-t et ranet hyl -5, 6, 7, 8-t et rahydr o- 2- .
converting an ether to an alcohol, or :
' converting an aldehyde to an acetal, or
converting an acetal to an aldehyde.

The process of claim 1 where n is 0.
The prooess of claim 1 where nis 1.

The process of claim 1 where n is 2.

o b w N

The process of any one of claims 2 to 4 where X is -<COOH and Y is -OH; Z Is -COB where -B is-OH orB
is -OR, where R, is C, to Cg alkyl, or Bis -N(R), where Ris C, to Cg alkyl orZ is an ester or ether derivative
4 of -OH, or Z is -CHO or an acetal derivative thereof.

6. The process of claim 5 which gives ethyl 4-(5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)ben-
zoate, or 4-(5,5,8,8-tetramsethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)benzoic acid or a pharmaceutically
acceptable salt thereof.

7. The process of claim 5§ which gives 4-methoxymethylphenyl-5,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-
naphthoate or 4-dimethoxymethylphenyl-5 ,5,8,8-tetramethyl-5,6,7,8-tetrahydro-2-naphthoate.

8. The process of claim 5 which glves‘ 4-(5,5;8,B-teh'-amethyl-s,6,7.8-tetrahydro-2-naphthoyloxy)-benza—
55 mide. o

9. The process of claim § which gives 4-(8,8-dimethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)-benzolic acid or
a pharmaceutically acoep_t_able salt thereof, ethyl 4-(8,8-dimethyi-5,8,7,8-tetrahydro-2-naphthoy-

ntrdcting



naphthoate or 4-di methoxynet hyl phenyl -5

. 55V\ﬁl ght S;t \r/grsret hyl -5, 6, 7, 8-tet rah (':I’ro%:’_'zesr;a ht hoate. 8. H‘““‘N‘“)‘““““)M‘“I aim-

4-(5,5,8, 8-tetranethyl -5, 6, 7, 8-t et r ahydr o- 2- napht hoyl oxy) bénz&- %

m de. 9. Thlexyphempetss:rbénz!lm SiitethiliL Y, Gtbtrahgdro-2-naphthoyloxy)benzoate.
4-(8,8-dinethyl -5, 6,7, 8-tetrahydro-2-napht hoyl oxy) -benzoi c acid or

: phar maceuf'? cHe pyocg&g@é glra@v@icg gives %(ﬁ.é,d hyl 58, f,8-fetrahydro-2-naphthoyloxy)-benzolic ¢ acld or

5, thyl 7 hthoy-
| O§(§) g églzggzg %?:)Btgﬁ ?nzaﬁ?:-P ? s-glme&yl 5, 6 Qraﬂyymzszmzlﬁxﬁmnwﬁ” ey

4(8 8- di my, V%Ae ﬁ&c&szfaﬁysrew&mt@mewmcwlaﬂm R 618 Blsion SR grolip f sdE €5 S

of claimb LHIRYE 2 is -COB where B is -OH or B is -OR, where R, is C, to Cg alkyl, or B is -N(R), where R
4- (5, 5-di metigyl s&.ﬁwi,ogzrseﬁ 61 BF Ut Rar derVARB bI1OM) i 234)-CHG Brdhiabetst QbrilatVs trdreot.

phar nmageut ically acceptable salt thereof, et hy

4- (5, 5-di Nt Thelprdsesd of/ i@ t1e whichihgids M@.&ﬂaﬁaﬁmhmgthybsm&mhymzymﬁnmmmbr _
benzyl 4-(5, mepwsmwavosmhl%qalt&Mﬁﬂw@(mmﬁh@mw&ﬁ@éﬁmmmﬁmvh— The
process of aW%ﬂE’“G’P“@T hergyid-(3,56 8.8-pentpmethyl-58.7.8stetralndeg- oyloxyjbenzople. t he

o5 o 28 ot o o Ul Ows{hg@gf bR S oS-
or Big [err ]&ls‘[err]
al kyl, or Z |s$jﬁ£§%t% ﬁq "'rlvaﬁ‘eﬂ‘ 7’2 ‘t %HO

acet al deuvatelpmestsbﬁrngaafeofciaﬁ}nszl&wm |9ro»raaa$iso¢om zusrrcdaﬂwum sla-cga,waaa
4-(3,5,5, 8, 8Rpeonan:eillfyylor5|sa)l-Vor&nmirroaJstydltmrer m@td&mdran(gc)snhaM| c add or
a pharmaceutically acceptabl e salt thereof, ethyl

4- %3, 5205, 85.gThedrmeensef daim J4whichzives etayl ﬁﬁ?ﬁ?iﬁ"ﬂmﬂéﬁﬁ-ﬂ hygiros3-paphtyl-terepto r
benzyl 4- (3, %'3'5198’(8515&??"5%’(“”5??6@‘BWM“?@?H“H’HWP@%WH hRI®dY| oxy) benzoat e.

é35 Ehg 255’? "§°°9 éa‘fd osf! i%vmﬁqgigé 13 yvtulalasdeﬂnedin
4-for Ipheny 8 pent anet 9 I-197 p?ue‘?irnahy ro- -napﬁheﬁgagt?'gica"h

The process of any one "of clains 2 to 4 where X Is -OHand Y is -COOH, Z Is
-COB where Bis -ORerr] where [err]alkyl, or Zis -OH or an ester or ether
thereof , phtedtansprichdO or an acet al thereof 20 15. The process of claim 14
whi ch gives ethyl '
4- (5, 5498, Batentansyratinyiir ﬁlﬁqnap santtahsahgtdi OAT)-BEAPE] FR) IGB; ITeNESE, LI, lch, Bbe or
(5,5,8,8-tetranet hyl -5, 6, 7, 8-t et rahydr o- 2- napht hyl ) hydr ogent er epht hal at e.
16. A prodesEinﬂﬂfbimmmFmgela phar maceuti cal conposition containing a
~conpound of fornmula | as defined In any one of claims 1 to 15 which -
conprises bring the compound ifntq assodRati OQCMVI thya pharmaceutically 25
- accept¥#bl e carrier. Patentansr he 30 P2 ent’a?lspr~che fur fol gende
Vertragsst.aten AT, BE, '@‘e‘: (1T, SE, Li, -CH LU1. Ene

' CHZ)n -7 35

Ver bi ndung der Formel RU "R 2 R '
R @ppen unabhl ngl g vonei nander \Wasser st of f

. R R~~~ -R 40. wobel die i¥
od%r" ein nlederes Al kyl darstellen, A-C(O O, -OC(O-, -C(OS or -SC(O)-
bedeut®, n mbﬁeﬂe&ﬁlumawaohimlssV@einwemswf@demhwwmwﬂqpa
oder sin in ﬂ&(omhmgr@@mw Q"‘SE?"&"‘!&&"&%?‘I“P" B ffip H.-CQ:steth obel B
‘wobel Rl f|r°d§rﬂ in §'t aF' '! 8efr -ORy heqeutat, w @;’fgge 'P?"“
wobei R Wass 'r“g'f 5?“35 '?de

0Bt et |
wobel J Wass "f°bq ey nmed é o:
Gt z:@ i e

wobel R2 Vsg

ni ederes Ai k¥ elb ed'ﬁ'%t‘:ﬁ“dm 0"»0 o%ler Kl gﬁ:e er| ﬁ)gggg'fben
bedeut et, oder st eht V\D%EI | (CHZ)nCHB steht wobel eine
Zahl von Q. bDiSVérbh&IngHﬁbﬁAdépﬁlcﬁlll,memgmcmound m4 ni cht Qberstel gt. 2. De
Ver bi n#ung nach Anspruch 1, wobel n gleich 0 ist. 50 3. D e Verbindung nach
Anspruch ¥, %U@P’"#"gﬂ@héﬂspluchést“!l’bei"glebj'éiSVer bi ndung nach Anspruch 1, wobei

n gl elch I ne Vor bi ndu h ohnem dsr Anspriche 2 bIS 4,
wobel é(oé'f}verg "é‘?eTCPF,"sD cl'?ﬂgb 3‘3@?2 Bt wobel B fOr -OH oder sin in der
Phar miZl © 57 ULAS HiriRfingIRbR sifnfidk AnsBideie 2316l ivobelIRC(G)DSiisteli'2 0B Bdedtéiwobsi Di S
Cr B fiir -OH ader ein in der Pharmazie zuldssiges Salz steht, oder B filr -OR, steht, wobei R, fiir C- bis Cg-

~ Alky! steht oder -N(R), bedéut_e_t. wobei R fiir Wasserstoff oder C,- bis Cg-Alkyl steht, oder Z -OH oder
einen Ester oder Ather dessel_ben darstellt, oder Z -CHO oder ein Aoe_tal desselben bedeutet.
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Al kyl steht odor -N(R)2 bedeutet, wobei R fM Wasserstoff oder -

"Ow Aliyl stsht, oder Z -OH oder. einen Ester oder Ather ﬂm mﬂciﬂa"muﬂlllt '
oder Z -CHO oder sin Acetal dessel BRH3HEBLet. 21 E

111111 11111 111 | A1l 6. Elne Verbi-ndung nach Anspruch 5, wel che * -
At hyl - 4- ( 5. 5 EheS Veindug e hichl -Ahspdyuch, $; t wdidhahithyion(85,8/8aataimeyilSBI/a-leRahydro:-

oder 4(5, 5, 8 nBphifeiinxy)betdost -diei6 , 4(53;8, & Tetrarintif-5,6, Zam'phyuh@,ﬂaphty@ybmmmllree
odor ein in Memmwmuwgwmmemr sel ben ist. 5

- El neVer bi ndun nach Anspr ucf} ?‘ wel l|\o yiohogyt 55 5875 2ot
gag‘/}b; hcﬁxyn7et ’ﬁ: hoat 4- me’l:rI:%;y?n‘cetphylph%‘lyr a-inetrilmethyl-?c'ogs}!5 hyﬂrygi napht%oat Wrﬂ- at

4-Di nEt hOX'y mﬁrmy ){d n§eh5A ﬁlcﬁ 65 rvﬁmﬁ& W(bsﬁ sﬁ'eganﬁfﬁy@.é.ﬁﬂ%%@ﬂr&?mmop-oat
i Lt. 8. Ei Ngoxyieémamidlisg nac Anspr uch

4- (5, 5 8,:8- Tetranet hyl -5, 6, 7, 8- tetrahydro 2 naphthoy | oxy) benzam d let. 10
9. Ei A% \@r tEineVebindung oéch Ansouch & welhe 4wl asDimethyl-5,6,7,8-tetrahydro-2-naphthoyloxy)-benzoe-

4( 8, 8- Di met hyshuréoder §in B-decthetniazid rudsdigenGair darsylbenx Athylid<(8-dimethyieh 8 %8-gtbydre2n | n
der Phar ma2| e\amoasmbgwa@dﬁrﬂemﬁ'%@lsmthyl-5678-teh'ahydr°-2-naphthovloxy)benzoat ist.

centy 0. (8 SRRl ?ﬁw b iy i zdez;ﬂ%ﬁfa“'ﬁ?&ﬁiﬁ .,,.t:zf‘t:::: J

El ne Ver bi nd
4(5, 5- D net h&Pﬁ%&g Ot r ahy - r n ap Ox )l/rfhygrg ﬁzngghthoid,gxy)benzoat ist.

odor oin in, @revabmuﬁaaécaemm Mﬁﬂsﬁﬂ%esaalsl, vdsaamed:(bym bedeutet, die R-Gruppe am 3. Glled -
At hyi - 4- (15, 5-efhinfsaérey/Alkybdatbtelit, i €0BaleptcwabelB -OH apdt ein tnyderPhp)niaeie 2aldsigeSaz be-
Berzy| 20i- (5, Heatetiowsr Byir-OR, Gtelit, GobbkR; eia (Gy-bis O-Akyhdgiteiih oder aig)nmmmobuawa-l
Ei ne Ver bi ndwengtoff adse elp [Carchin GieAlkgiristpaden ZKe-OP adersinEstepysider| Athardeh@y ddsseie slahtot |
dle R Gr uppe OdmZSCH@P@eeF"éFﬁWq?ﬂ\?HMOAﬂW'"dar stolit, Zf O CCB sbt ht,

wobel - er Phar S Sa
dout et od Veﬁ’ﬂg‘"gs"[ath‘"s" L Jr"L %%E A lb A "ap 'ﬁ’é
fa -NR 2 S rtz-nap %I " HL ?ofiuer g ' Oder
Z fM -H od L at ist ertval Yiesse or

odor ein Acet a? t 3esse| ben darst ollt. 12. Ei ne Verb| ndung nach
Anspruch 146, Bmel vahﬁuddng( Rach ,ARspbuch - 172 WlcHEDA-KsthoxpmEthyinhSnyl-8:5,5,8)8\peiitemethyh BB BN OY -
25 s0 | OXY JtetlaRy@irccd elphtheat 64bo4-F érimpiphenyl<is(5, 88 pentamathy-5:6,7,8-teteahgrre2-Biaphthoat ist.

dersel ben, Athyl-4-(3,5,5,8, 8- entarrethyl- :
5,6, 7, 8- te‘Hr dlp@m =i pﬁ qu; Wwabsi A-OC(O) darstelit, Z filr -COB steht, wobei B

Benzyl - 4- (3, 508 oger gin %{WEW siges/Salz.be 2B darg ip t
, g{lzyl?) (EI né\lkyé?t ﬁé& ofey el %F%Pﬂﬂfﬁf z%qusmipmateﬂt odergwmsm'aq moa
4- Met haxynet B 3,5,5, 8, 8-pentanet hyl -5,6,7,8- 30

tet rahydr %Zm%ﬁoh&lﬁu n&H Rhspruch 14, welche Ath lém -(5,5.8 8-tetramethy| -5,8,7,8-tetrahydro-2-naphthyl)- -

4 For ny| phon\reghttiaiaboder (8:5/8BMétRMBIIS]6: 758 Brahydbo-b Righe)iregenerpithadieat | et
I ne Vor bi ndung nach el nem der AnsprOc e 2 bis 4, wobei A -0OC(O

Ei
dadster) t , 16 EfineiVerbB@ibg sechleinem vieriAesprishe This titir Veswending belaler BRfiandiypaop Psoriasis
zul assﬁbes Sd’lezema@éuaemr odor B -OR, darstellt, wobel Rl ein G- bis C

Al kyl t | Est dar st | d
7 "o oact” & f?&f%g, r°'":°§'§f P 134 0p AR 2 ER bl ol "
Anspruch 14, \K}S'i" AT DfRlionen F840805 "3 8-t et r anet hy!

-5, 6, 7.8~ t'ht rﬁi@)ﬁﬂ&r&a&ummﬂﬂdﬁg. WeérR RING Madkindin d&F@Epriiche 1 bis 15 definierte Verbindung

(5,5, 8, 8-t et hpiBhdhih de? PRarmais Augdidsadhshitrage? aagaht hyl') hydr ogent r epht hal at i Lt.
16. Ei ne Verbi ndung nach einem der Anspriche | bisl 5 zur Verwendung bei

der Behandi®urigrweadungsinerineinem darnspriiche h bis 15qefjpienteniVeryiadyng fir dig Herstglupgeines Me-
Ver bi ndung nmmm%mvd'mamrﬁﬁmﬂ bis 15 zur Verwendung bel der
Behandlsan Akne ln el ne tLer

phar mezcut To g gu iahtuacts | B 1 o Ao e ertBn RS v
definlerte Veroin ung URa efhen In der Phar mazl e zugel assenen Trager

unfasst. 18, WRENANTERERCZUBArEYRAg difr MieMENT U6l ANspPivRO 1 b5 NCderinibriteh VaDInEkxG) WibElidadN
Vor bi ndung f rverfatfentdRFisbedieht, idb@s Sihd bifdbng ddi KarElMtoderdtizur BedkAdhtebraght wikd) wobel
Psorl adls. 50k ctiér Y s Smrcaecsicsauiderivat daistlitnivakdb bAN Wpitiids 2trdiiduny iees]Esters mit
defini erten \der dispaichegdeniVerbiiiung HierFatnml ¥l ooy il deeisagd/st, inchielchantRotnesin\(igder X eine
Behandl ung voefHAlkereine ZSH-Givppefdaistelitiwobériesh Reallighkaverzugtin Gegenwart eirles estdrbildendere r
AnsprCche | bis 15 definlerton. Verbindung, wobel das



Verfahren darin besteht, dass siné Ver bi ndung der Formel—ll—oder il zur
'Reakt| on gebracht wird, wobel 55 X oder Y sine Saure oder ein

Sl uredorivat darstoiit, welche bzvEP&R768RB1 zur Bli dung
der entsprechenden Ver bi ndung der Fornel ill oder 11 in iumm‘ﬂﬂ'ﬂ ﬂl'"”",
wel chen For miutalysétorder X el ne --OH oder sine - SH G uppe darsfsitt, " wobeir -

di ese Reaktion bevorzugt In Gegenwart eines esstrbildenden 22 EP 0 337
689 Bl Katalysators 5 = p R —_— ,(CH2)n -1 R
Y~~~ *0 R PP, 11 R 1

stattfisndet, wobel R nRT
eing Slurs der Fornel IR

oben anggelE (%u% ung besitzen odor,
v _der Phar | e/zul | ssiges Sal z odor 15

‘'sine Slure der Fornel | 3 % nen Bster oder @ Ester in sine Sturs oder
sin Al kohol In enen Ather oer sin Ather InRonen Aikohol oder sin A dehyd .
In sin Acetal odor 20 {1 sin Acetal in $lin Al dehyd ungewandel t

wird. Patentansprilche ffir fol gende Vertragsstaaten: ES, GR 1. Ein _
Ver f ahr en zumstaitiidst el | ung ei ner Ver bi ndung der Fornel -.25 RR R R
- (CH2) n 'wigbdRR[b und R diq obéh angegebene Bedeutung besitzen oder, R R wobel die

R- Gruppen unabhAsigé §iuerieeFanmeld inein\gdes Bhasmerfef zutjshiges Saizodet eder es Ai kyl
dar st el en, A—C(@'!:Sau"Q ol linefnpidfistergder- SC( O) - bedeutet, n sine Zahi von
0 bis 5 ist und SinEsterinp reoderht  wobel B - OH oder sin In der Pharnazie
zui | ssi ges Sal z 8'5(‘5?’@"[‘?' E""P 1 bedeutet, wobei RL fM sine

est erbi | dende 363'"““’”%0 ml@ o hder B -N(R)2 darsteilt, wobel R
“Wasgserstoff oder 1 | % (XJJ“%% eIit oder Z -COE bedeutt, wobel E
Wassér st of f odor ® S|ne ReNer uppe odor - COR2 bedout bt, wobei R2
Wasser - st,gummgg_ﬁmﬂﬁ.@g,@g,ﬁjamy.mfbgg“h :@degrsi n ni ederes A kyphonyl

darstelt, oderZ odor sin Acetal derivat dessel ben bedeutt, odor Z fM

- CORN st eht , pioRAAhréRuf Kerstelllitg dhbiVerbhitugsdePkormgiobel  mome Zahl von 0 bis 4

st und die Summe von n und m4 nicht (Qberstsigt, wobei das Verfahren darin

best bh?® dass sine 40 Ver bi ndung dﬁr Fornel 11 oder ill zur Reaktlion
gebracht wird, wobel X odor YRBi{yR Slurs r{Clen &l urs- derivat darstelt,
wei che bzw. vveI ches zur Bil cit ~' e mt der enteprechenden

~-Ver bi ndung der Fornel ill od® der gs ist, In welchen Fornmein Y

odor Xgsine -OH+ odor sine -BxOGouppe Ri8rstilit, vvobei di ese Reaktion

bevorzugt I n Gogenwart sines est &r bi | denden Kat al ysators R zCH2)n -Z R -

y~~~~~ st at t fuobkll@é R-GARPEH unibhanig orbindndd WasdbISIN SHeEADRsHSREARRE SRsKie) 8 -dYO0-f Zen
oder, sine Slo¢®)-flexo)ser Be(O) bedéutes, nbirieZahl@6n Pbis BEUNd Z flr H}EDB SBR[ TRI0H
oder sine Sl 4bér et del-PhiafBaziel zukishiges St dabstdllydeiGOR] bedéutet, mdbet R, finsidi eserbliisndec
oder 23s . Gruppe steht, oder B -N(R), darstelit, wobei R Wasserstoff oder ein niederes Alkyl darstellt, oder Z -OE
bedeutet, wobel E Wasserstoff oder eine &therbildende Gruppe oder -COR; bedeutet, wobel R, Wasser-
stoff, ein niederes Alkyl, Phenyl oder ein niederes Alkyphenyl darstellt, oder Z ~-CHO oder ein Acetalderivat
, desselben bedeutet, oder Z fiir -COR; steht, wobei R, fiir -(CH,),,CHsm steht, wobel meine Zahl von 0
N bis 4 ist und die Summe von n und m 4 nicht Gbersteigt, wobel das Verfahren darin besteht, dass eine
40 Verbindung der Formel Il oder Ill zur Reaktion gebracht wird, wobel X oder Y eine S&ure oder ein Séure-
derivat darstelit, welche bzw. welches zur Bildung eines Esters mit der entsprechenden Verbindung der
Formel lll oder Il in der Lage ist, in welchen Formeln Y oder X eine -OH- oder eine -SH-Gruppe darstellt,
wobei diese Reaktion bevorzugt in Gegenwart eines esterbildenden Katalysators '

R X
a //I AN =, ACH2 -2
R SN Y—Q
R
50 , R R R

staitfindet, :

wobei R, n und Z die cben angegebene Bedeutung besitzen oder,
eine S&ure der Formel | in ein in der Pharmazie zugelassenes Salz oder
eine Séure der Formel I in einen Ester oder
ein Ester in eine S&ure oder '
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EP O 337 689 Bi. ehn Al kohol ih ehen At her oder sin Ather in olnen Al kohol

oder ein Al dehyd In eln Acetal oder sin Acetal in eI n Alﬂﬁwd——m*gewaﬁdeﬁ—
wird. 5 2. Des Verfahren nach AnsHt%#¥ 689 Bhobe

Ver f ahren nach Anspruch 1, wobel n gleich 1 ist. 10 4 Da lmw"!m“i"\"llﬁ I“I
Anspruch 1, V\DbebinAquﬂoEiheihenZRtllabderS Des Verfahren nach

Anspr Cche 2 bl s din Atheliepingd AlgBDbllend Y - OH darstilt, Z - COB bedeut et, “wobel
B fO -OH oder - €RAdehydintein AsetilollerRl fOr Cl- bl e CO- Ai - yi Mit, odor B -N(R)2
bedeutt, wobel Remweﬁtmﬂlﬂlﬁl@hmmyﬂeuﬂréht odor Z sin Ester- odor '

At i€} dér d | CHO od Ace- tald t
oS! ben b PHE e S Ribtuh . BT APt THoch anspr uoh 5. el ohes. ot

At hyl - 4- (3, 5D8s Gerfafibr Rdeh A4 uknﬁ»ﬁbe?ngeuaﬁ.@hydro 2- napht hoyl oxy) benzoat
oder 4-(5,5, 8, 8-Tetranet hyl -5, 6, 7, 8-t ot rahydr o- 2- napht hoyi oxy) benzoem ure

odor sijv 140 OesVdHaMmmhenspmb!ABsromsglaaimsdersel ben ffhrt. v 20 7. Das
Ver f ahren nach Ansgmuch 5, vve c .

4- Met hoxy et wg?}fgl% e dég";g‘ Nt 3‘{?&?{@'%1"'-"9”’(8‘399'1‘@ Y 2PH dargielit, 2 -GOR hedoutel,

oder 1~ bis'Co-Alkyl steht, oder B -N{R), bedeutet, wobel R f(lr

4- Di net hoxyrrga{ Cﬂi%%)ﬁ l;'e:?as” m%"gef"%’f &%&%‘HVF"‘S‘%WE‘ dpratelitqeer f -GHO ofer st at
re

Mvhrt . hPHac Anspruch 5, wel ches zu

4- (5, 5 8 & Teasf MG nBuhG Adepfich O6, I idlned Gru 2AMaHaLis, bexlwmnyub%ﬁmady&&ﬂrt
25 9. Des Vesphthbyiexpberizodl /86rDr4(65,878, TetrdmetyEs6, 7 steftatySro 3mbp hﬁybbaﬁzoésﬁre&
t et r ehydr o- 2odenpihinhiesfharnyazie adssigessuz-dersebedtnrt. ehi em | n der Phar mazl e
zu||SS|gen Sat z dersel bon, Athyl4-(8,8-dlnmethyi-5,6,7,- tetrahydro-2-
napf haﬁ" mn@ﬁy&spgghgyplcm @Wﬂ]amm';?:nykssa&bkametth?B&mhydro-
5 6,7, 8- tet r ﬁ%?hﬂatheﬁ‘é?BHPWWT"BtM‘)“m%tmﬂ 5,6,7 G tetrafyieo- 2500t hagt fBnt. nach

Qgﬁgggggurie Hﬁg\fbiﬁylﬂclfﬁﬁ ﬁ%&tﬁ%{ﬁ e(§5§1’8-§'gt§alme h#%?{é’ ggaqllygro{i e.ﬂﬁhoylx oXY) -

At hyl - 4(5, 5- di et 5,6,7,8- tetrahydro-2- napht hoyl oxy) benzoat oder
Bonzy+I'- - @5, Basliertahienyihich Anspruch 3welohbs za e DimethyR 6,6,7 B-1ékhyre\InapheioRe@  berzdst-

11. Das Ver f ehademeineacih den Phennacie zulifusigeh Shtzhdnrsaibdn, Athyl-4-(8)®Himbthyks,6,Z8etraydio- - OH
bedeutt, di enanh@mmpvm :@er Bﬂnz&lde(s.a-mmswmmwmmmmm)wmm
derstollt Z fOor - S ' -C]—Io r' Or -OR, steht, wobel RI -

sin Cls bil% &s X P&i‘é igg%ff’ fg? g;BZPI\#(” i Hé'r“ly' ‘"N&ﬂ%’%

b Q’A| k | oes arm -4##—5 d
_ZI SCHO ﬁdgr §én9 fﬁ '"3? °P"°’\‘75'T°"z(?3tss°gf' ﬁ"ﬁiﬁg’[ ‘%TT";?[ 57 fﬂ‘?m\%’ﬁ’ %ﬁRP‘tBW'mcﬁr
_ Anspr uch .11, es

4-(3,5,5, . 8D&€v&ﬁm rmtlll eiﬁnﬁde?Aﬁspiueﬁerﬂwd WeneX CEIUH (HaY--0A Bedeutet, die R-Gruppe

1 0xy) b¥#nZ 0ES B EBIIegHR ForerNli nististes iyl AR ZRE -SOB iohtidbaISur SOV SdeFiaF -BR| 1M

At hyl - 4- ('3, SwaheBR,®in Gcbid Gyrikylnistellt, dalers Br NER)J sty Wotset R eif G Ibls Do ik 1), bie R gRat
odor Benzy| - Bst¢r3oder AthBrd&rivpiont dDvitishieutet BdebZ GHO oder ein Acstalderivat desselben darstellt. -

t et r ahydr o- 2- napht hoyi ox )benzoat fuhrt. 13. Des Verfahren nach Anspruch
11>wel chd% EEF \lﬁrfﬂmem'y alshpa 2y 45(3.5.58, 8P eptamethyh5(6iT\BH tetmhpiror2-gaphthay-
ol TV A B s St s e TSt
phenyl - 3, 5, 5p m’%"@a PHiop o} pgn W Tas
Ver f ahren nag h@f 'T’?\a’%‘ bﬁ'l’iffté‘ﬁ'g 2 bis 4, wobel X - O—I und Y - COOH

dar st ol i t 43,ZpdsVerfakebinath ﬁmprucﬁ\@b%lcﬁs'zmM%RyﬂeﬁMpﬁ o, &&taﬁ:bﬁlyl%7@ S
Cr Al kyis | St , teftdh@drd-2-natitiioate bddr NeForfnt preRyla/5Als B erEmet hydro-@ Aphtrba! | t,
odor Z - CHOmﬁber sin Acetal dessel ben darstelit. 15. Des Ver f ahren nach
Anspruch 14, wel ches zu Athyl-4-(5,5,8,8-tetranmethyi -5,6,7,8-tetrahydro-2-
napht hyl ) :I{.epwqffmrmacw@m darAnsprﬂcheZ bis 4, wobei X -OH und'Y -COOH darstellt Z fur -COB steht,

darsteiit, kypis |
(515,85 ol TR 1 ot el oSt

15. Das Verfahren nach Anspruch 14, welches zu Athy|-4-(5 5,8,8-tetramethyl -5,6,7,8-tetrahydro-2-

naphthyl)-terephthalat oder (5,5,8,8-tetramethyl-5,6,7 8-teh'ahydro-2-naphthyl)hydrogenterephthalat
fiihrt. _

56 16. Ein Verfahren zur Herstellung eines pharmazeutischen Produkts welche eine Verbindung der in einem
der Anspriche 1 bis 15 definierten Formel | enthiit, welches darin besteht, dass die Verbindung mit einem

in der Pharmazie zuléssugen Trﬁger in Verbindung gebraoht wird.:
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16. 7Ei n Yerfahren zur Herstel | ung si nes phar nazeutlaehen_BLedeJets——wa—che
si ne Verbi ndung der In el nemdrAnsprfiche 1 bis 15 deflnlerten Fornol

gnthalt, welches darin bestet, dfnd ON8f bl ndung -ctnllnl\tttlll W ||l| -
Rovendi eaRewndications :

Revendl cat| ons pour |ea Etat contractants sul vants: AT, BE, DE FR a&B, T
NL, SE, LRevegigicationspour logitate cputrastants sulvantd cATRREDE,FB, GBONKGE2MCHz R R

R dans | ol¥el des radl caux R sont Indiff6rernnment un hydrog~ne, ou un -
- kyle5falblo Aoet -CCOO, -0C(O-, 15 sC(OS ou -SC(O-; n set
0-5% at ZVetUlgompeséde e | equel B eat- OH ou un se acceptable au point de
vue pharnmacoutique, ou B eat -ORl dans | equel Rl eat un groupenent
ester-fornateur, ou B eat -N(R a:gdl ns | | (B4pat-zde |' hydrogbne ou un
al kyl eof al ble, ou Z eat CED ) t de |'hydrogAne ou un
groupement ester-formateur o ‘ an_s uel R2est de |'hydrogbne ou un
al kyl efal bl e, un phenyle 2, O phonyl -al kyle falble, ou Z oet -CHO
ou un dérlv6e acetal. de cel uI -Ri R Cu Z eat -COR3 dans | equel Ra est
. -(CH2).nCHa dans Ie ueI mest 0-4 ghxd ﬂ@wgn 't gjfgb'gn@rgsvtexceg_e as 4.
2 Le ﬁorrpo$ ’ N oﬁﬁs de
| a revendicg o j}rg l; q) ""B°:E° g |
revendi catlo&n al 5" eyig 5? des
revendi catl ;ﬁegfﬂé 3‘%%"5] t’de éne b, est
O.H ou un S w i S G e O, U@Zeﬂ Rgans
| O¥iol 2R s cn Hy deiBlledtle okt B sbrhine G dBdER e ki o
de |’ hydrogbne ou un al kyle C1 A Cs, ou Z est O—I ou un ester ou un et her
de celul - Leanmﬁ:sedelare@bt@loaﬂpnmdam&xalned@ colul-ci. 6. Un corrpose sel on Ia
revendlcatlon 5 qui est un

4-(5,5,.8, 8- tl@tcP'aP@?H?'F'%e@"’?"%1dP@t’?“HﬂV&F‘J 2-naph- thoyl oxy) benzoate, ou -
un amzcjie 4( ﬁ.e%oﬁfo%ﬂ?ﬁa gfdp,g onq’dgnsZeqﬁ il @hydr o- 2- napht hoyl oxy) benzol que
ou un eel de ce Cl accepta %Ie au point de vue pharmaceuti que. 7.
Un corrposa S BMpdsd séietMME Gielaiquédbs PovBidications 2 a 4 dans lequel A est -C(0)O-; Z est -COB dans

4- 6t hoxy nbtisgueyEEENY-H-0b ubseBacBeptdbloaa pdkit By Yue Phddmaceltique bAB est-OR, dans lequel R, est

- hydr 0-33- naphintatikyle €9 & Ce, ou B est -N(R), dans lequel R est de I'hydrogéne ou un alkyle Ci & Cq, ou Zest-OH .. -
- 4- di nbt hoxyn@tmytstp‘memybth&@ceut&t,oubestmmy:hae'ﬁtﬁﬁﬂqe&l-dﬁtrahydro 2- napht hoat
* o Un conpose ov endi cat

e. .
_ g a d tIO I 14-( o

Lo e TR AR R e
4- (8, 85-di nﬂf"tfﬁ'“@e%"c'?a"? r’%ﬁ fgvus %{f)"ﬁfsﬁ {'® | oxy) benzoi que ou un sel de

col ul -ci  ACCENompBbeR saibn ﬁ?dv@ﬂdicd&n\éllﬂ i def\BMEMRGSMbthfiphenyl-6.5,8)8 tetrdmétBy-B 6T sl Y | -

5,6, 7, 8, -t etyadyiHaphtHoada0 Bld PHSn-83(86B,-t6PAdMRYNE,B. 7, 8-tétrahydro-2-naphthoste.
4-(8, 8-di n6t hyl -5, 6, 7, 8- thtrahy ro- 2 napht hoy- 4S | oxy) benzoate. 10.

. Un\t'o 0S& Sl compbsé selemle resterciizétivo § 9@ edaﬁs.fvbmménhyl 5801 &} $trahydro-2-naphthoyloxy)
4-(5,5)-di rrﬂtehgﬂnidé 8,7, 8- t6trahydro 2- naph- t hoyl oxy) benzoTque ou un ael

ek W:ﬁﬂ?ﬁ% s zggzgytaé gt ,,ttg% s

4- (5, 5-di nt 88rd|m BQra o;) 1.
Un cormose ﬁgb e que co qu 3 es reven tlons oquer A eat
C(O-; lo grg enent R en position 3 eat un aI kyle faible;, Z eat - COB dans

I equel "B metun efahtp@a stltn B @dvemdivatiqatsadahsiequel yaGiciaé 4-¢55, dindthpik 8, T BRahydraa@aphou B
est -OR1 danthoyiaay)benzoiie og @b selide calukef hasepfible/au Qaint do vuelphararceufliquiR)éthyliia(d S-dinée u e |
R thyl-5,6,7,8,- tétrahydro-z-naphthoyloxy)banzoate ou benzyl 4-(5,5-diméthyl-5,6,7,8-tétrahydro-2-naph-

50 thoyloxy) benzoate.

11. Un oomposé selon I'une quelconque des revendications 2 & 4 dans lequel A est -C(0O)O-; le groupement

R en position 3 est un alkyle faible; Z est -COB dans lequel B est -OH ou un sel acceptable au point de

. vue pharmaceutique, ou B est -OR; dans lequel R est un alkyle C, & Cg, ou B est -N(R), dans lequel R

55 est de 'hydrogéne ou un alkyle C, & Cg, ou Z est -OH ou un ester ou un dérivé éther de celui-ci, ou Z est
-CHO ou un dérivé acétal de celui-cl.

12. Un composé selon revendication 11 qui est un acide 4-(3,5.5,3.8-pentar_néthyl—5,6,7,8—tétrahydm-2-naph-



ss Za.. ast de | hydrogene ou un alkyle C, A Co, ou ter
ou un Jerl ve 6ther de celul-ci, ou Z est -CHO ou éjﬁmt'"@jmg’mi“m
“celul-cL. 12. Un conpos sael on e RRRAESB, 11 quI

4-(3,5,5,8,8-pentam thyl -5, 6, 7, 8-tetiahydro-2-naph- 25 EP 0337 689 01
S t'hoyl oxy) - Beylexy)-bpneoique owwn sslale celd-cpbepiable Au point dgVu@iHaemaeeutigus, éthyl 4-¢3,5/5)88-

phar maceut i geentan@thyk5.6,7,8-{68atiydrs-2thaphthoyloxy)benzoate ou benzyl 4-3,5,5,8,8-pentaméthyi-5,6,7,8-t6-

" pent anbt hyl - sarwdrwzsmpiéwamm napht hoyI oxy) benzoat e ou benzyl

6 3,5,5, 8é ﬁnt apg % 7H§ th‘SJ dro- -n | o bh%gzso%_teém_la
n\
-3, SCg 702 pZn*Eégn%???Eiai: %:Zé 2%’"’{' ?y 8"‘?“& Egs Egg’\% aP'BP??f?r phényl

3,5, 5, 8, 8-1pebh W&B@emﬁur@,th&h&lﬁhéﬁb%q&l&hgnsQ%Qhﬁlﬂ@éﬁhﬁ Aedtdoc me&@an%el on

une quel conqqueli® sst (G iedl abdepthbie at: phinthie Ve harrBediBlue M B ost-OR] dahs loquél FE @kt
-COB dgns | oqmakweB:,eax Z éstiOBiLbu Ui esieét ou BE AR dELdILE-cipdh 23t -BHOGE ulY 4tdtal de celul-ci.

phar macoeut i ou B est -OR dans lequel "Rl eat un alkylo Cl. A C, Z eat

-OH ou un1&a t'e?mmé spipnaevendication i st | 6thyb ¢-(575, 2@ ttrangitip-6.6 7.8-ttabyid s nagle

celul -cl. 15thv0JP?"\9 ’GQB"@&QW (5808 RIPPEhY-68.7 BAStghydra-2rpaphthyiLipnégtalate.

hycirogent 105 ‘%ﬂ‘&‘“ﬁ# Soforbie Pl AR 18 W M RV BDE i .

16. Un corrposG une quel conque des revendications | A 15 pour
utillsat| an Uacsnpbss seib@liuheqiRpingel epedendidationsi 16 peuiGtiisation diRsTBirditerént del'dene Un
conpose sel omehummamqlteedatuamque des revendications 1 A 15 pour utilisation
daps le traitenent de |'acn6 chez un mamm fere atteint. 20 1& Une
gﬂos?"t i 3% Hregomaesition pherraaceytioys comararant i compRs® déinksiens 'ume quelpanaye depesvendica-
quel conque dH¥s &8 atRopelr agoppiphle qu pgintids vug Phapmaculifuesccept abl e au p0| nt de

i A S e e S Al

desti n% au traltenent u psor asi s. utili satlon d' un conpos6 tel

que def’i ni20.dBatkisdtionidién @mPdsd G GueisTk Ganis iR RIUbIGNGUe@BSrevendicationsdICa 5 doir 14 ABH-i -
cation d' un ceids darmidicacies ddsti® aniraitemantide faené. de | ' acn6. 21. Un.proc6d6 pour -
| a prepantion d' un conipose tel que dhfini dans |une quel conque des

revendi caft oH%p'I“é&é&%" P@B?“E“%FB'E: %&M@"F&‘“PGWP%‘H %P'EM?"%H?SE% de
o o otk gﬁ* A B S oo R s, 11
T R T P
dans | equel gsttu 'Hgi?aé f"g#!? rengy en p ’L?Pga%? Fateriormetice

d" un catal yseur esatr-formateur.

.-z. R { CH CH)nZ- 40 i

" R-v~~~ P
1 dans¥®| equel R n et 3 ox que dM | R dgﬁé)usz ou tranal brmant un
acide de fornmule | en ueptable ag de” vue pharnacouthue ou
transformant .un aci de d en un est ou 45

triansf ormant un ester e Rlnnam de ou transﬁor mant un al cool en un ether,
ou\(ralr},sforrrant un ether en-un alcool, ou tran fgrmat nt un al dehyde en un
acetal; ou. transformant un &tetal en un al deh?(ﬁ 50 Revendi cat| ons pour

| ea Et at S COpnk @ﬁ‘;@ﬁtnse@g‘lmyggtqge Sefinis %esjsus L proced6 pour la fabrication
d’ un conpos6 de fAALiHaRt uk Acide de formule | en un sel acceptable au point de vue pharmaceutique, ou
transformant un acide de formule | en un ester, ou
45 transformant un ester en un acide, ou
transformant un alcool en un éther, ou
transformant un éther en un aicool, ou
transformatnt un aldéhyde en un acétal, ou.
transformant un acétal-en un aldéhyde.

Revendications pour les Etats contractants sulvants : ES, GR

1. Un procédé pour la fabrication d’'un composé de formule

& .
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-COB dans | oquel B eat-OH ou yn gel t abl
phar maceut i que, ou B eat -ORR ¢
ester-formateur, ou B eat -§
fal bI e, ou Z est -CE dans |&egusl ydrogene ou un groupenent

. 6t Format eur ou -COR2 derfdg “eat un hydrogene, un al kyle fuible,
‘un p enyI e ou un phényi-alkyle faible, ou Z eat -CHO ou un d6riv6 ac6tal de

u point de vue
(ggghu gr oupenent

est un hydrogene ou un aIker

cel ul - OUdsfis sl deEIRBRu R B6ht hdirtptfrimemIn Bdroge e BIRITEIGTR RN Rest REDIE), -0BGSt
0-4 et | 2 SOFOH@)Scau 8CH); mesni-8)ecE ekt HPTOB4and16queIEEat-OR GWGH del a’rw&ptébﬁ o BaRtldb ON
15 ddun werpporaécettiqubcourBdse-OR] dans ldqlidi R, et 06 grogpginert esterdormifteGrsdu Blést NR, S

ou un cf 6r | vodene ledeel § et up bydrogénerogwn alkyie feible.ciu Zaete OF kansdenng) & 26thin @irdgeseamudent
de fornul e | 9rurement stherfarmateproyEPR, darsieqrel &a st umhydragéne ain alk@kFatble, unFhény@u

pr 6f erence eV ReRykalinialaible. on Zontr GHQ auundénivé gedtal daxelvigl.ou Z est?COR,[ans lequel R, est
Y(CH2) n -z R'(CHz)mCHs dans lequel m est 0- atla somme gig;n et m n'excéde pas 4, procédé comporrtant la réactign

- Qu Rs n esu T’él"éf°§m B ordi¢ans leguepX °‘HEOS$ {%:%"gg;lm ?ﬂdﬁﬂﬁ!ga’;_lléﬁgaﬁé:t!e de
f | | u -
formio I e jé«é%n BN s T g (Oh ey DT e e

transformant un ester en un aclde, ou transformant un al cool en un ether,
o%t(ransformant un 6t herg Bg Rin akcool, ou transformant un al déhydeoen un
acetal? ou transfor mantpLy &4 on un al dBiyde,( )¢-zLe proced6 de |a
~revendl cation 1 dans | e t 0. 3. p#¥go6d6 de | a revendication 1
dens lequel n esat 1. 4@ 2 e grocede di evendi cation | dens | equel
n eat 0. 5. Le procede deR | I-"une quel conque des revendi cations 2 A 4 dans
| oquel X eat -COOH et Y est -OH Z eat -COB deng,,l equel B eat -OH ou B est
_ORL dans | oquel RI eat un al kye Cl AC _.ouB egltI -N(R) 2 dans | oquel R est

gﬂ 3Inkél6¢rah\cljt13w;}%%ﬁi b;sgﬁ'ﬁ H cgg; Js; der h6 eétah%)r de -OH, ou Z Ejt tlacj(r? 5
qui_donne de 1" Giah m:nﬂmﬁﬁa@:&e?brﬁﬁﬁlfg%sgéﬁf& AR A oo __

t hoyl ay) benzoakafsforMéntas bsié en un acide, ou

4-(5,5, 8, 8- tetraﬁﬁsfdmhauﬁalﬁmvan&mbthwahydro 2- napht hoyl oxy) benzodque ou un
eel de_ cel ui-ci tacdaembeth étheren poal&ol, 6 Vue phar macoutique. 7. Le pr.ocede
sel on fa r evenditessfirmant Gn gjddhydbanne acétal, ou '

4- 6t hoxynet hyl phmfermguﬁnéqé@l&m@tdé!udﬁt hyl-5,8,8,8-te- 50

t r ahydfo- é Hﬁ{)hthoabt ou
fﬁBWP“Bd'E?“’f'@aPﬂlPﬁ'“&msh‘}ll -5 6, 7, 8. t et rahydr o- 2- naph

4- di met ho
thoate. . c8Hs Qe th S\ahAidatid on 5 qui donne
4:(5 5 8 8- 13 ot b roiEndicitort defies ' Lo napht hoyl oxy) - benzani de. 59 9.

Le progede delpmesdoets tteNendidation dinququedmm un aci de

4- (8, 8-di nbt hyl -5, 6, 7, 8-tltrahydro-2-napht hoyl oxy) benzodque ou un sel de
cel ui - cl %cd@ P&%‘Pee'au? Pq'iﬂ'ﬂéew@n Aaé £0Ans laquel X est-GOPH et Y est -OH; Z est-COB
4- (8, 8-di m tR %e'g oy Rest QR gang leguel R wnawe&@ 9B 998 N(R)2 dans leauahR est
4- (8, 8- di mettl Cr%ZP%tPPa%‘Py Wrivs Ethar e Pl pH § 285CHO o un dérivé acétal de celul-cl

4 6. Leprocédéselonla revendication 5 qui donne de I'éthyl 4—(5,5,8,8-téiraméthy|-5,6,7,8-tétrahydm—2-naph-
thoyloxy) benzoate, ou acide 4-(5,5,8,8-tétraméthyle-5,6,7,8-tétrahydro-2-naphthoyloxy) benzoique ou
un sel de celui-ci acceptable au point de vue pharmaceutique. '

7. Le procéds selon la revendicaiton 5 qui donne 4-méthoxyméthylphényle-5,5,8,8-tétraméthyl-5,6,8,8-t6-
50 trahydro-2-naphthoate ou 4-diméthoxyméthyiphényl-5,5,7,8-tétraméthyl-5,6,7,8-tétrahydro-2-naph-
thoate. .

8. Le procédé selon larevendication 5 qui donne 4-(5 5.8 8-tétraméthyl—5 6,7,8-tétrahydro-2-naphthoyloxy)-
benzamide. _

58
9. Le procédé selon revendication 5 qui donne un acide 4-(8,8-diméthyl-5,6,7,8-tétrahydro-2-naphthoyloxy)
benzoique ou un sel de celui-ci acceptable au pointde vue pharmaceutique, éthyl 4-(8,8-diméthyl-5,6,7,8-
tétrahydro-2-naphthoyloxy) benzoate, ou benzyi 4—(8 8-diméthyl-5,6,7 8-tétrahydro-2-naphthoyloxy)



| benzczai e : .
S 10. L&’ proc6d6 selon la revendication 5 qui donne un aci de

4- (5, 5-di et hyi-5,6,7, 8- tetrahydroEzoﬂmmy- | oxy) el de
coel ul -cl acceptable au point de vue pharnmacoeuti que, nmmiﬂ;ﬁ!ﬁ‘l’m m
4- (5, 5-di met pshzoats. 5, 6, 7, 8-t ot rahydr o- 2- napht hoyroxy _
benzyl 4-(5,5-dint6thyl-5,6,7,8-tetrahydro-2-naphthoy- | oxy) benzoate. L
Le procedelts dlemmﬁdérselotqlamm Sceigionne\up acidechtSiSalingsti-56, ZI.BMdioe?qmeﬂthox- eat
-COOH et Y edexy)beproiqueouyngelsie nalyicl acceplablp aispoint davus phibmareytiqus, sthyhdi(®5-dimétddt  un
al kyl & £ ai bl ¢5.6.78-t8tghyd Ridheylorybepneaatepoubepzyl 445 Sclimathyb5 8.7.8-tyahydegrnaphtbpyel
éﬁ un al Hgwibempals. CB ou B est -N(R)2 dans | equel | R est un alkyle C1 & -

-Co, Z 6
acet glu 9 ee@telﬁﬂi’m Ja 'Ew 9%\?:%% il% eﬁ&?caE%E'zv 2%Ya g tl WEH %;éo {;:J;{: 3
qu o ans

1 4-(3,5,5, 8,89 Etoﬁ'w"ﬁ

un eel o ce sﬁP&Fd% v rﬁr@ion%rztes eawaeu

4-(1,5,5, 8, 8- pentam~t yi.b5, 6,7, 8-t6trahydro- 2- napht hoyl oxy) benzoate ou
bonzyl 4- (1 H9eprodéds-splemka mvartdhyﬁonm Gui donBe délH(3,5,5,8,8-petitamathyl&i6.T; Létrenpdad-R-aapho X v )
benzoat e. 13.thdyiexy) berzéigie og ok hderceluichaticapteble@n pdirk dejvie phiaymeaneutique. éthyl 4-(1,5,5,8,8-
" 4- ndt hqyy it tepehtenétig-6.63,836t@hRire2-naphtheisy) [ bphzogts Gu Pergyltde(3,5,5,8,8-pentaméthyl-6,6,7,8-
t r ahydro- 2- ndﬁrﬂ'!'f’w%vapthM)@Pmﬂthnyl

L B e R R AR
st -COO—| Z es ans que st‘ RN g'ns Iéqu est un al'kyl e Cl
A G Qb 2142 Ldtprovkdd saibn Hite §SelcBique Yesovafdicatiohs ) 4 danslsqueDXiest-CHét Y-daHEDOK; 21N
acot al de celdst-cob danklequel B@stpPOR,Aarbdeqtél RO &5t GiEalgRW, @ &, o0 B est40H|oL unthetervh éttishy |
4- (5,5, 8, 8-t idefcelniti, hyZ edf; mdqﬁmtaeemahgmhm 2- napht hyi)- 25 ter6pht al ate
‘ou hydrogbne (5,5, 8, 8-tbtrantthyl -5, 6, 7, 8-t6trahydro-2-napht h
tir-pht al als: Lepwoéd@ﬁelwe@et-wanm don +t mm;w Py AT Pa—
phar mac@ut i quéreRitaRtea%yarpeens SOSfdametiu-5&5 Sridmehydro2apehthyd tereptalate. dans | ' une

quel 00nqUe,glas, L exandl SAkL ARG dle Moo iRTRAERERbds BHEAG
aveC N BTt Qe B e oo rﬁe‘%mmmmﬁo

55 28 -avec un porteur acceptable au point de vue pharmaceuthue
30 : '
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