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PROCESS FOR THE PREPARATI ON OF 5, 6- DI HYDROXY- 2- AM NO- 1,

2, 3, 4- TETRAHYDRONAPHTHALENE DERI VATI VES The present invention
relates to a process for the preparation of

5, 6-di hydr oxy- 2-am no-1, 2, 3, 4- t et r ahydr onapht hal ene (or

am notetralin) (5, 6- ADTN) derivatives of fornmula (1): 5 [J[err]

10 wherein Rerr], Rerr] and Rlerr], which are the same or different,
are hydrogen or a straight or branched |ower alkyl gr &t Ref.: 1009.P002
TECHNI CAL BACKGROUND 15 Am notetralins are conpounds having

r emar kabl e synpat hom netic activity. Thanks to their
properties, they can be used in different therapeutical fields as

medi canments active at the bronchial, cardiovascular, renal and
central 20 nervous system | evels. A nunber of nethods for the

Clarting o AerbBation FARRECBUGTF SIRBAPORE SRS PATER T ol 7.

the preparation of 5,6- 25 di et hoxy-|-tetral one which is then

transforned into 5,6-ADTN by neans of various procedures: by
Neber rear r angenent of 5, 6-di net hoxy-1-tetral one 0-tosyl
oxinme (WK. Sprenger et al., J. Med. Chem, 12, 487,
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2 1969 nodified by J.C Kimet al., J. Kor. Chem Soc., 21(3),
187, 1977), by [err]-brom nation and gubsequent substitution of
bromne (J.C. Kimet al., J. Kor. Chem Soc., 20, 91, 1976; Y. Cka et

al ., Chem PAaBYISTEM FOR SMANIPULATING2ANDLUPADATING OATA] OBJEQTSt | on
and subsequiHiTH REMOJEti BATA. SXHBCES. , AOIEOMATACALBY! | AND5(4),
632, 1977). SEAMLESSL¥one syntheses require the preparation of 5, 6-

di met hoxy-2-tetralone which is then transformed into 10 the
corresponding 2-amno derivative by reductive am nation (J.D.

McDer med et v~ Y J18(4), 362, 1975; J.G Cannon et al.,
J. Med. éhenﬁg{ELibglﬁjiﬁ%‘Nm‘Q’&w??; U S. patent 646300, 1976 (Iowa

Univ.) or by transformation into the correspondi ng O-net hyl oxi me and
15 subsequent reduction (J.G Cannon et al., J. Med. Chem ,

05 5 g 0 s 947
e 0SSy AR AERRNC" 1 ol Ay BREA P 50y
1321, 1972).gystem for crg_agiﬁ%g?mtérlﬂﬂt fi!%é%?'sf%r%ﬁ%’rﬂbﬁ%s ktckas>clr-Ao | S

based on the ‘use of 2, - 3- net hoxycar

oxazol i dione-whitd dfBIAG seAnfosPankims c@ﬁné&tivit¥ I6ubahRdfifem 2> Letters,
33(17), 2331, 1992). Al'l these nethods suffer from severe

restrictions for the industrial use. Recently, a nethod for
the preparation of 2-am no- 5, 6-di met hoxytetralin applicable

i ndustri al | yYBAGKGROWNID OF dHEE INVENTIER- A- 0 534 536, filed on Septenber
17, 1991, in Zanmbon's nane. WO 95/ 29147

PCT/ EP95/ 01406

Storage technology and networking technology are the two pillars of the
15 computing revolution. Storage medium, such as CD-ROM, is known for its
massive storage, good quality playback of data, relatively fast retrieval of
information and ubiquitous availability through home computers. However,
storage technology has its disadvantages: the information stored in the
media cannot be updated automatically by the information publisher,
20 becomes obsolete quickly and errors cannot be corrected. Above all
storage technology offers limited interactivity. On the other hand,
networking technology offers users highly dynamic data exchange,
provides up-to-date information, multi-user interactivity and unlimited
number of data sources. The shortcoming of networking technology are its
25 limited bandwidth, slow and relatively unreliable data retrieval, unstructured

data and high maintenance cost.

Recently multimedia companies in the United States announced plans for a
new interactive, online multimedia technology to provide hybrid CD-ROMs.

30 These CD-ROMs shall combine the rich multimedia contents of the



3 According to the latter reference, 5, 6-dinethoxy-

2-am notetralin i's obt ai ned t hr ough t he key i nternedi at e,
i.e. the corresponding 1-tetral one, 2 al ready wi dely described in
the literature The tetralone is obtained starting from

: .c%j te?l gggvgw S . ) I .
condensat i ortgfitiona -BOM npesis ywith ABedenliae eprnegivityy ot netwerkisgep A)
t f ti f,th t i nt i d ducti f
he unsat ur AesaRaindYe Shch Fuieb cafingaion Rybfid; B Bhbe connectyerionBsi on 1 o

i t he desji - i et - 2-am .ected).-1-t |
'gll'lh\éec 0 nge ngzﬁrgﬂe ?réfg)(r:rtn%tgﬂn (Oi‘lj ’Hﬁa‘;&g@@%ﬁgg}’ B@é ﬁﬁ‘%%%d'e% el FPE&&‘%%SQ?‘EUBS on et
., J. Ch 14557 T 4 ] . Uny,v.
gal acki O g%??ﬁgw" é%%c:gaﬁgr u%‘”'éé?uﬁjf%éiz\ﬁb@%{%‘?’s 1@: 'I ?henNg& t he
subj ect, 5EP et Cﬁ%ﬁs&héﬁ?%ﬁ?\lﬁ?ﬁ@dia%ﬁhné M,agaginer fiashibORo, "’Iascalcﬁtjr?n:{err' ed

out in the presence of I nor gani ase, such as so
hydr oxi de (H8§E)mages 84 - 91. pot assi um carbonate (Pavel) wth very |ow

yi el ds (respectively 40 and 6%, and therefore it showed no 20
i ndustrial interest. In EP O 534 536 cited above, the probl em of
t he low yield is overconme by carrying out the condensation in

the presendeespie thananmowsrement bathe hylsic(CDaROMs byt UStrhykiatedia,

pi peridi ne, piperazine and norpholine. 25 The condensation product is
obt ai ned i n GprepaRiegp the titles thabeue BEHLCTHethisntemfert hybrideSE-RiGEds
therein_requires particular reaction conditions, such as an anhydrous
or gani c1@ol VERETAMS A Mpt iffaresearsless vpdating of iata objectsapnolsyirid €D | ow

t enperature rin t he reagent 30 addi ti on phase. The recovery of
t he product %@&ﬁ"l P%ge%‘ﬂ?e data seurcesc HYoseqyniass fipnection @nsipsating ofthani ¢

sol vent . WD 95/ 29147
PCT/ EP95/ 01 H%a object% éy remote data sources, the presept invention refers to the

transparent linkage between the data objects with the remote data sources

and the automatic updating of such data objects without the users’

15 awareness of such process.



From the I ndustri al poi nt of Vi ew, t he condensati on

descri bed above has additional costs in terms of reagents,
anhydrous solvents and plant reqy rements. 5 Now it has
been found _that the condensation reaction of

2, 3- di al koxyBBdEL IOy HEEANYENTGN c acid - allows to obtain

4- (2, 3-di al koxyphenyl) - 2- ket obut enoi c acid in high yields, when
carried out in the presence of an inorganic base in an

eaeous! o Rl SR e sl RATRHLAT oS S50 W B, o
the bresent 4y shRifgRe8RRSRay in deh¥iid SyBFARRRC e Lo RROURE® ©

formula (1)

condensati oMprod@bts. 2, 3- di al koxybenzal dehyde  with pyruvic acid
I n an aqueous/al coholic systemand in the presence of an _
I norgani ¢ base, to obtain 2- ket o- 4- (2, 3-di al koxyphenyl ) - but enoi c

acid; 25 b) transformation of the keto group of said acid into
an amno dt isaahgthem oisjecyodupe prédderti imvehtoRoles produce a sykRfHCidron of
or

t he doubl e bond, to give respectively 2-am no

2- al kyl ani nodeliveping-applications thadisshieveyrdte dyingmit \aridccanstastly 8p-to-date
transformati on of 2-am no or 2-al kyl am no-4-(2, 3- di al koxyphenyl)
butyric  adndltimedia @xpedencey fordhe users. WD 95/ 29147

PCT/ EP9%01406 5

It is yet another object of the present invention to provide applications for
delivering seamless connectivity with remote data sources for multimedia

information residing on a high capacity storage medium such as CD-ROM.

15 SUMMARY OF THE INVENTION

The present invention creates applications having remote data sources
linked to data objects on storage media such as CD-ROMs. These data
objects are linked transparently to remote sources and updated
20 automatically. In the preferred embodiment of the present invention an
agent - based LiveServer accepts connections from at least one LivePlayer
which may be linked to the invention remotely by a direct network link or a
modem dial out to the terminal server to which the LiveServer is connected.
When the LivePlayer fetches a resource from the network it shall first post
25 its universal resource locator (URL) to the LiveServer. The LiveServer
scans a translation table of alternative addresses for the URL. The
LiveServer returns either an original or translated URL to the LivePlayer
which then uses this URL to check its local hard disk cache to determine if

the resource has been fetched earlier. If no such resource exists on the



di al koxyphenyl ) et hyl ) - N-al kyl -2, 5- oxazol i di ne- di one; d)
cyclization of the N-carboxyanhydride by Friedel - Crafts

intramol ecul ar acylation in the presence of 5 a Lewis acid, to give
directly the non protected

5, 6- di al koxylogahcrghathad-iveRleyeafainkes the media fremahetiemateditet viantheof t he
ketone to give 5, 6- di al koxy-2-al kylam notetralin and, if
desired, appr;opr@gé'@twyrl&ﬁr@t@col. This meglia” will then bg leepdi e kagylogal 10

al kyl am not et r i hydr

al kyl ani not e?‘?‘glﬁi %:nd fehderdd \E%'Tm? gi"gg ca Xt\égz‘éﬁ&r i?efﬁé‘ﬂ_du%’i‘ tge drcal
oot o A e B oA SR B8ty 3 e ot

| kvl am no- 1x=: . % B i . )
Rspoct, the SIS BeRing 3 I R0 NI cRhe s outdated, I REBL IS o
and b) descry ed by Zth%Qv ﬁt&%iff%ﬁd fronﬁihe f%éﬁbiezéﬁé.o@)thervgise V&htg‘;!ocal

2- al kyl am no-4- (2, 3- oxypheny utyric acl

si mul t aneousfile is rendereddgatieyLiRbPRIyePN THeeLi08S8RR: dufordhtiGalfysroddcasts

al kyl am no- 5, 6-di hydroxy-1-tetralone directly in a singl e step;
d) catal ytiuepdatescia cemotd date scetroee tb aall gumently beoritfected LivePlayers,

di hydr oxy-2-al kyl am notetral i n hydrochl ori de. The final conpound
i s usual |y owhiwhntheni updaterthefmedia byadeinlgta rémbte fedcipiifoit és sumently tieep t o

t he present invention also provides the transformation of the

deri vat il¥e ibowseate TheseddveSenver hsoadeasts shus proddedive Gidates tbadataot her
acid addition salt. Exanples of lower alkyl group are
straight orobjects. \wp 95/29147

PCT/ EP95/ 01406 6 branched
Cerr]-Cerr] alkyl groups. In a preferred enbodi nent, the
present invention provi des a process for the preparation of conpounds
of



formula (1) wherein Rlerr] is nethyl and R err] and Rerr] are H 5

- DETAI LED DI SCLOSURE OF THE | NVENTI ON

enbodi nent of t

ar e prepar edsm%%r%ﬁg&ﬁlg*%t&:ﬁ% Pﬁ)\%%sgglerzrglllw WO 95/ 29147

PCT/ EP95/ 01406

the single steps are described

condensat i ongjq4f ¢
acid is alreagy

According to the present invention, the react I on
80% vyi el ds,

oper

According to a first
he present i nventi ol the conpounds of fornula

(1)

In the fol |l ow ng,

i n det a|I 1st step - The

arsté@;a@&m @ugl]r?ttmegr thedéaaﬁhsémy@eﬂw a@l?,bg?mehhoﬁyr uvi ¢

nown by ature, as nentioned above.

ating in an aqueous/ al coholic medium preferably

vat er / et B?nd‘r’igenﬁA - 2C siowthrearpossilsiogaing evherbapelateptetiatanbblect can
conmmer ci a

whi ch

can
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be

Fig.3

Fig.4

Fig. 5

Fig. 6

pot assi um hydr oxi de. O her inorganic bases

ebpl ioydmented according to he present invention in a network

environment.

is a sample application produced by an authoring tool with
LivePlayer functions. The authoring tool preferably has a plugin
dynamic link library (DLL) capability to load the LivePlayer DLL to

access LivePlayer functions.

illustrates different processes the LiveServer has with at least one
LivePlayer and an UBL translation table and others in implementing

the seamless connhection with remote data sources.

is a flowchart illustrating the overall process of creating seamless
linkages for various data objects on a storage media or a
communication network with remote data sources in a preferred

embodiment of the present invention.

is a flowchart illustrating how the LiveServer updates and broadcasts
automatically modifications to remote data sources in an

embodiment of the present invention.

Fig. 7 shows graphically how a LivePlayer updates a data object with the

process illustrated in Fig. 6 when it is not stored on the local cache of

the LivePlayer.

can be carried out

in



according to the present invention are, for exanple, sodi um hydr oxi de.

2nd step - It consists in the transformation of the ketone into an

al kyl am no group by reductive am natign. The transformation is carried
out in a ' wiith . conventional rocedures using a

sui tabl e al kPIEg‘l’r#ﬁL?e"pi\‘ %(XH‘EI EMﬁfSPWgNTepﬁyTH 'MENT'ONand_ a suitable
reducing system for exanple by catal ytic hydrogenation (catalyst
Pd) in nethanol. The reaction takes place with simultaneous reduction

' ' ' %yields., The ..
(r)]:aaf: P ieo n i sAng}aé?érﬁe@? rﬁghf_tnau%n?\dgtg %Jeat?% ;Sﬁ_tog'?ﬁénsgtoag%t %@%éﬁsyéﬁ _S%Srag? l!ﬁ?gfﬁh nes,
subst tured G pRery arit LpEi SrorfAAEERLAY B o TEEVIR b Fon e RERT L ur o

are 5 oOpdestriidd, InhREifbNGWIg dbseriRidhl Muhferdls ApeeltR! 46ta95 are set
hydr oal cohol i ¢ sol ution, under easy and cost-saving conditions. 30

The am no aciafttcancheaslitinpatidrrband programmstdps, hste. in orbggt® Prooidedg and
the neutral am no acid (anpho-ion). WO 95/ 29147

PCT/ EP95/ 014ihwrough understanding of the present if®ention. It will beTdiwiouetdrede can
be <carried out using ammonia I nstead of al kyl am ne, to al so

obt ai n 2- ani skiled imthe art that thelprésentiinesntioonmayblse ipractioddowithdet theisee.

3rd step - The transformation of the amno acid into the

cor r espondi nPagji¢ detailscdn m@ranﬁtﬁace@;ewe"-knownmhwdc&b%s ]Ehosa Amef{nlged st ep
usin hasgeng, accordi n . to conventional nethods (cfr. AR

Kat rigt E P ng&O tﬁ%é@ﬂfef ghd elipnl adshitagtyre ard Brilwane; arearetshowryin peder 4B,

page .1984  Perganmon Press:. J.P. Geenstein, M Wnitz
Chenistry ofzg‘i}‘h@ ‘i?ﬁCHBE i&qq Hggsevglnveﬁi'o'b'ages 867- 868,

Notation and Nomenclature

The detailed description with respect to the data objects as well as the
15 implementation of seamless integration of data objects on storage media

with remote data sources are presented partially in terms of algorithm and

symbolic representation upon operation on data structure and files within

the computer memory. These algorithmic descriptions and representations

are the means used by those skilled in the data processing arts to most

20 effectively convey the substance of their work to others skilled in the art.

An aigorithm is here, and generally, conceived to be a self-consistent
sequence of steps leading to a desired result. These steps are those
require physical manipulation of physical quantities. Usually, though not
25 necessarily, these quantities take the form of electrical or magnetic signals
capable of being stored, transferred, combined, and otherwise manipulated.
In this case, the physical quantities are voltage signals which correspond to
the multimedia objects. it proves convenient at times, principally for reason

of common usage, to refer to these signals as bits, values, elements,



1961 and ref. cit.). For practical purposes, it is preferred
to subdi vide the reaction into two steps: transformation of the
am no group of 2-al kyl am no- 4- (2, 3-di al koxyphenyl)butyric acid

i nt o carbamat e, - using a suitabl & chloroformate, for exanple

benzyl symbo!@hbﬁér%fc%rgafe‘?msohumb@fré%lr the* T AIsPOURE Be bolke in Aind,
quantitative yiel cyclization

4-(2,3-dial Mwwemﬂ)thét 2l (Ofthbdey land sum;lar terms are to be associated with the
N al kyl oxycar bonyl am no) butyric acid to cyclic N

car boxyanhy dappepriatehphysivalt querdities edridrareahiepalycfonvenient labelgldppliedhal i de,
for exanple by neans thionyl chloride, in the absence or in
t he presencefh6ﬁeawamltfes organi c solvent. Yields are nearly
gquantitative. The resulting product is solid, stable and easy to

handl e wPt hout specific operative attentions. As far as we know, Ejhe
use of this particul ar anh drlde in the reparation conpounds
wen . an  dHetie matpiialio6s pedetmed e offenciepEe i lsaushas
literature. dlrectly th 2-

al kyl ani no- Ba%j'ﬂga?rkSQm%r{rQ'r‘ﬁFQS’ﬁ’eaf% W?U@s@aﬁ%‘ﬁ?p‘ad with \ps gBeBtRl 47

i no. or oup GHEVELRPS BSTIGERPY YR Pypan oerafr, éﬁ&wgh HREDATER erAThBR ar y
is required g ﬁb EPQ(P 1 necessar§36r g%éi{a[lbsfe In most c ﬁ;&ﬁ)y of glce;,rgg%agﬁkg P of

consists in I nt rarm ECU

4- (2-(238- descrtb@ﬂ%wwwﬁﬁ Zn\éilrn) Pf\'th"é 'f;Yése?ntEIH%ﬁf&{ tﬂbné’ﬁ'éx;éﬂ?)ns to

give 5, 6-di al koxy-2-a am no- al one, "carrie

conventi onalare raeKiBBUSFSTations!S iUYSful %Qbhtn@éq{?’f)b@rformm ﬁa‘e%?fé}‘aﬂ s of
trichloride or other suitable Lewi s acids (such BB

BA [err], $hé&lgreseht inventbhdnsilile gséhe?al pﬂfpdééo&igxtai comp@f&r@tdrcmﬁma‘v‘ent
preferabl y chl ori nat ed. th step - he reduction of _
5, 6- di al koxydeices such akkypukimetba Lotrgiutaisonh &b cises ait ishouk! baygrad igut i n
mind that there is a distinction between the method operation in operating a
15 computer and the method of computation itself. The present invention
relates to method steps for operating a computer in linking and updating

data object automatically to generate other desired physical signals.

The present invention also relates to an apparatus for performing these
20  operations. This apparatus may be specially constructed for the required
purpose or it may comprise a general purpose computer as selectively
activated or reconfigured by a computer program stores in the computer.
The algorithms presented herein are not inherently related to any particular
computer or other apparatus. In particular, various general purpose
25 machines may be used with programs written in accordance with the
teachings herein, or it may prove more convenient to construct specialized
apparatus such as multimedia computers to perform the required method
steps. The required structure for a variety of these machines would appear

from the description given below.



aqueous or hydroal coholic nmedium acid by hydrochloric acid, using Pd
on carbon as catalyst. Yields are nearly quantitative. 6t h
step - The possi bl e 0- deal kyl ati on reaction of

5, 6-di al koxy-2-al kyl aminotetralin to give8

5, 6-di hydr oxg ?\I@#KWE’?{‘S?EF\F&@#I@UQA?ﬁN' ed out with conventi onal

procedures, or exanpl e usin sui tab concentrated hal ohydric

acid (such aﬁigaqqgwélaﬁﬁéﬂw Mstﬁhtmg the aréh'i'téél‘@ﬂe%ﬂ-lﬁ%"p? %ﬁﬁnb@nﬁ’cﬁ{ Ofrhg

apol ar sol vent exanple™al um niumtri chl or| i n anh ous

tol uene), i npresent :m»@ambu OisasBntéRidl arountieltdsast ote agent- bééédaLﬁéSQﬁfér
enbodi nent of the present invention, corrpounds of fornmula (1) are

pr epar ed acct® avhich Bocépis connectibiod Frowi apleashene LivePlaye3® which maioe
95/ 29147 PCT/ EP95/ 01406

11 5 linked to it remotely Sthendirgcf éntefnet link 25 (client has its own IP

address) or a modem dialup 30 to the terminal server to which the

LiveServer is connected. The host machine maintains a World Wide Web

(WWW) Server 12 which acts as a proxy server for all LivePlayers on the

LiveServer Dialup Link 30. On behalf of the LivePlayers 5, the proxy Server

10 12 is responsible for procuring updates to data objects from remote data

resources 15 such as the internet. In the preferred embodiment of the

present invention, the proxy Server 12 is a hyper text transfer protocol

daemon (HTTPD).

15  The present invention 1 supports at least two modes of resources. They
are:(1) static resource - resource that does not change at any time,
generally stored permanently on storage media; and (2) dynamic resource -
including net media, or hybrid media. Dynamic resources are broadly
characterised as follows:

20
Net Media
This refers to resources that, by default, have to be brought in from remote
data sources 15 on demand by the LivePlayer 5. Net media can be cached
on the users’ local harddisk seamlessly, so that the next request to bring

25  the media in from the remote data sources will be processed locally if the

file in the cache is updated.



The single steps are described in detail in the fol |l ow ng:

Process 2

according to the procedures described for steps 1 and 2

3rd step

acyl ation of HylpicPMletsfa aci d Wi th si nul t aneous deprotection of the

cat echol hydroxyl s. The reaction takes place using a suitable agueous

1st step and 2nd step - They are carried out
of Process 1.

- This step consists in the cy@ I zation by intranol ecul ar

concent r at edThishvafergtdImedia thal defaulté & statiedsdliee if e LiEPlayBY §'i8 oM C
ref lux, 37% hydrochloric acid at a tenper at ure from 100

aci d under

to 140[err]

mmmeqirtestharrenmteWa sources 190oP % #td Is no change to the

PCT/ EP95/ 01406 12 hydr oi odi ¢ aci d.
reaction canmgdit asenetad bxed‘le)htveServemSl hiplikessiatia bésouresi isylaid thedha

aprotic solvent (for npl e BBr[errl]— in nmethylene chloride).
ive

step is?

Appl i cant knows

mayabei ¢hangad onngem@arﬁt by the
cribed in literature achieve in a

single step YABS lapes lrpar*t”gigntﬁl %’&Q}h ?P%%IP'VZ@F"Q;E) logater Likeyaet media,

si mul t aneous rot ect i

| s, avaidi

and deprot e'@fqufjn aeﬁgn OOB? Iﬁ’@c}‘ﬁﬁio%tg‘ er%l‘??"’?‘ahﬁr%%ks seamlessly.

10

15

20

25

Live Media

Live media are special hybrid or net media that are updated from remote
data sources 15 upon notification from the Resource Provider through a
Resource Updater 20. Unlike normal net or hybrid media, if a Live media is
being browsed by the user, it will be refreshed immediately when an
update message from LiveServer 10 is received by the LivePlayer 5 for this
media. The details of this updating process is described in connection with

the flowchart shown in Fig. 6.

By data object, the present invention envisages an object having static
resource, net or hybrid media. An application created by the authoring tool
of the present invention can have a combination of such resource and
media. In the preferred embodiment of the present invention, each data

object is characterised by either three tags - STATIC, NET or HYBRID.

Figs. 2A - 2C show three possible paths where updates to data object can
be implemented according to the present invention in a network
environment. In Fig. 2A, LivePlayer 5 is provided with direct linkage with
remote data sources 15 over a local area network (LAN) 40, an internet
service provider 45 and a network infrastructure 22. In the mean time, the

resource updater 20 provides new data and information to LiveServer 10

Playet 5 dtthe ddvéQServas the

The
Thi s

the protection



10  group. In fact, the usually described nmethods involve a)
the protection of the am no group and the cyclization according to
Friedel-Crafts or in a single-step with trifluoroacetic anhydride in
trifluoroacetic acid (see 15 EP 0 534 538) or in nore steps (see

literature cyjedAN40, Inteﬁ?& QerAe PP6ViBBH 44 5}15%t§forf?tmﬁhﬁtrﬂ- &lurahedron
Letters, 33(17), 2331, 1992); b) the deprotection o am no group;

c) the depr oAtetriatively int Fig, mBJrLQVé‘H’I&?/er 5 is cPReERId 1 BsmbleeahiEoburtbth
hydrobrom c acid; d) the 20 possi bl e N-al kyl ati on of the 2-am notetralin.
Mor eover, the ovpr asentlenmt haodernisal gEver 50) imtémet servidenpevididri4®and

I ndustri aI ly due to the high yields (about 90% and the | ow costs of
t he reagent shetwork infrastryglane @2 nblesie, resalires fupdatart 20 poavidks rawirdatal ori c
25 one, the praduct is transfornmed into the hydrochl oride sinply by

treatnend wid HBHE?B%%I%HW@%WMva*ac,modem 4titgrminaj 5erver<5@t internet t he
desired salificatiaq ﬁﬂaant Ita rocess can
er 14,50

i v
al so  be usetfVEEPIPY nn@t@{or}( Hﬁﬁﬁ"ﬁ%‘iu(ﬂela? t Hé‘ BEP hes| pathaasi ve
form to ob t!ﬁg&é&gﬁ g:;raphrcaﬂr i H O./nggiﬂbe Lwe?"i]ayeorrgals coupcied to the remote

2- (al kyl')am
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LIVEPLAYER

15 Fig.3 is a sample application produced by an authoring tool with
LivePlayer functions. The authoring tool preferably has a plugin dynamic
link library (DLL) capability to load the LivePlayer DLL to access LivePlayer
functions. The interface of the application is totally up to the content
developer to establish. It may have a set of buttons or static controls 7 that

20  allow users to navigate the application. On the other hand, the buttons 9 is
tied to LivePlayer functions. For example, the CONNECT button is tied to
the LP_Connect(... ) function in the LivePlayer dynamic link library (DLL).
When the user clicks on this button, the LivePlayer networking components
will be initialized and the user will be connected to the LiveServer 10 after a

25  predetermined login process. Users will also be able to create windows in
their applications to display LivePlayer Static/Net/hybrid Media. Referring
again to Fig. 3, window 8 allows the LivePlayer 5 to render a bitmap
retrieved from remote data sources such as the internet, and another

window 6 which implements a LivePlayer static movie playback. All



In a first enbodi nent, the process provides the 15 use of _
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of which one is the 25 cyclization and sinul taneous deal kyl ati on of

t he cat eBHIPLAYBEDRRE the other is the reduction. As far
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5, 6- di hydr oxybe-kixeR{ayesnPh t@sed in ther arefarr@ddemqumnwfgme present -
n tetral ording to a thir

gngog= %ﬁ: O)(% énggth%'eg[%% it Wlndow[)’sg‘;s/cygmn-/{wnh Win32s extens:%ns) it

PCT/ EP95/ 01406 nmpounds of

formula (1) HRiepants Authe fyndians reavirpd by the LfV&H‘MrnBPBW@ 3:in

95/ 01406
\1/\? 9[5/e 331147 order to use the LivePlayer DLLs, the authoring to F CT F gwe present invention

used to produce the LiveCD contents have the capability to link the

10 LivePlayer DLLs into the application it produces.

The multimedia application communicates with the LivePlayer DLL through
a predefined application program interface (API). Some of the DLL

commands are as follows:

15
COMMAND
Name LP_Init
Usage LP_STATUS LP_init{ (HWND)hparentWnd )

]

Description }i initializes the LivePlayer DLL.

This function MUST be called by the LivePlayer before any
functions in the LivePlayer can be used.

i
The hparentWnd refers to the stage window on which the
multimedia authoring tool displays its muitimedia contents.

Return LPS_INITIALIZED if successfully initialized, error status
otherwise.
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ill cause Trumpet WinSock stack (or any other
WinSock stack implementation installed on the user's machine
that has auto-startup capability) to startup for SLIP/PPP
interfacing with the LiveServer through modem dialup.

I

if the operating system already has initialized a WinSock stack,
an internet connection is made to the LiveServer with the given
service (liveCD_ID_string). A dialog box will pop up on
connection with the LiveServer during which the user will have to
specify a valid login ID and password. f the connection is
successful, the LivePlayer networking features will be enabled.

Return

LPS_CONNECTED
otherwise.

if successfully connected, error status

Name

LP_Disconnect

Usage

LP_STATUS LP_Disconnect( void );

Description || Attempts to disconnect the LivePlayer DLL from a LiveServer.

This function MUST be called by the LivePlayer before the
LivePlayer quits.

Return "

LPS_DISCONNECTED if successfully disconnected, error status
otherwise.
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Name LP_FaxTo

Usage LP_STATUS LP_FaxTo( LPSTR fax_number,
LPSTR ASCIi_text_filename );

Description || Display a dialog box which enables the user to send fax to an
authenticated LiveCD user.

If the fax_number is not provided, then the dialog box will
provide a list of all valid fax numbers the user may send fax to.

In any case, an edit box will be provided for the user to type in a
message.

An optional ASClI_text_filename allows users to attach an ASCH
n text file to the end of the fax message.

This function should be called by the LivePlayer only after a
LP_Connect has been successfully called.

Return LPS_FAXTOSUCCESSFUL if successfully mailed, error status
otherwise.
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D <

The URL identifies the resource to be displayed in the
destination Window. The LivePlayer DLL supports only the
following formats for this version:

HTM - HTML 1.0 files (for all ASCII text output)

.BMP - Windows Device Independent Bitmap files

AVl - Video for Windows video files

WAV - Windows Audio files

Once the child window is created, it will be processing events
internally and updating its display automatically.

The mediaMode can be STATIC or DYNAMIC, indicating the
kind of retrieval required by the media.

Return LivePlayer Media object 1D if successiul, error status otherwise.

Name LP_MediaDestroy

Usage “ LP_STATUS LP_MediaDestroy( (LP_MEDIAID)nmedialD );

Description || Deletes a LivePlayer media object and its associated child
window.

This function can be called by the LivePlayer at any time.

Return LPS_MEDIADELETED if successful, error status
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15
LIVESERVER

Fig.4 illustrates different processes a LiveServer has with at least one
LivePlayer, an URL translation table, a resource updater, and others in
implementing the seamliess connection with remote data sources. The

5 LiveServer 10 is a multi-threaded daemon process. The LiveServer 10
accepts and maintains connections from multiple LivePlayers concurrently

over the LiveCD Services Protocol (LSP) 55. Under this linkage, each of

the LivePlayers may be referencing different data files. Referring again to

Fig. 4, the LiveServer also maintains a translation table 60 as well as a

10  resource usage log 65, an user accounts 70, POP server 75 and a facsimile
device 80. The resource updater 20 also communicates over the LSP 55

with the LiveServer 10 for allowing a resource provider (not shown in Fig. 4)

to update the remote data sources for which the resource provider is
responsible. The main function of the resource updater 20 is to announce

15 to the LiveServer 10 that a remote data source has been updated. The
LiveServer 10 broadcasts the message automatically to any LivePlayer 5
connected to it. In the preferred embodiment of the present invention, the
resource updater 20 is developed from a generic development kit of the
present invention which provides networking functions for the resource

20  updater to connect to and communicate with the LiveServer.

Before the process of updating of data object is elaborated, the process of
creating seamless linkages for such object with remote data sources is
described below. Fig. 5 is a flowchart illustrating the overall process of
25  providing seamless linkages for various data objects on a storage media or
a communications network with remote data sources. In step 90 the
process of creating such linkage commences with the LivePlayer 5
determining the characteristics of the data object. First, the media type is

tested in step 91. If the media has a static tag, then the LivePlayer looks up



The steps are the follow ng ones: a) condensation of

4- (2, 3-di al koxyphenyl ) - 2- oxo- 3- butenoic acid with benzyl carbanmate to
give 3- benzyl oxycar bonyl am no-5; (2, 3-dial koxyphenyl )-2 ,5-
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phenyl )-2 ,5-di hydrofuran-2-one to give 2-am no-4-

3- di al koxyphEmgrieafteut el corstents; of the meda 9h/tA81BD-ROM is rendered in step
PCT/ EP95/ 01406 20 c) cyclization and
si nul t aneous94ie frlisreativaly, ifthehndlia has a net tag the \peocess proceeds to step

5, 6-di hydroxy-2-am no- 1-tetral one; d) reduction of . .

2- ami no- 5, 6- Wierexihe existence nd any remote netwogk weich as the internet is

2- am no- 5, 6-di hydroxytetralin. The single steps are described in
detail in tretermingg.| Buingee is, then the precegsegoes Thsten dj2cwhichsshalli bet he

d ti f..4-(2, 3-di met hoxyphenyl)-2-oxo-3-butenoic _acid wth
ggﬂzs Insgalr gQﬁlﬁ?‘ér.a?edfﬁ‘éms%‘Jat&?ipiyrqeﬁgwégg%i'Qﬁ‘%%t‘s PR ngiwork capngetichushemr gani ¢

' , f, I
o101 venesu ToRTeoRT BORE fpRe UAL j sidfad  VRLIS T ER Helopheag cot od
, . i iy I ' V& % el ds.
ona st ep - 1rs'eR 00 BRATERLAAATRS: Ftfol T B o PRl T R U %
i ot oxyphany )5, B RUG: cRe e Piggess retums ag,gar In step, 12,809 o um

on carbop asefnindtesin stepafigohol ic medi um thus obtaining directly in a
single step the

The most interesting aspect of the process in Fig. 5 is that associated with
the updating of a hybrid media which proceeds from step 91 to step 104
and then to step 117. Here in step 104, the LivePlayer 5 tests whether it is
15 connected to any LiveServer. If the LivePlayer has no connection with any
LiveServer, then the process determines whether the URL of the media
object has been previously translated in step 106. If the URL has been
translated previously, then LivePlayer looks up the local cache for the
previous URL in step 98 and renders the contents in step 94. However, if
20 the URL in step 106 has not been transiated previously, the original URL
resides on the static or CD-ROM cache and the process looks up this URL
in step 104 and renders the contents in step 92. Like the static media, the

contents of the translated URL is rendered in step 94.

25  Referring again to Fig. 5, step 108 is pursued if the media object is hybrid
and currently connected to a LiveServer. Next in step 110, the LivePlayer
requests the LiveServer to translate the URL according to the translation
table 60 maintained by the LiveServer 10 in Fig. 4. The translation table 60

comprises alternative addresses for the URL. The transiated URL is tested



deprot ect ed 2-am no-4- (2, 3-di net hoxyphenyl ) butyric acid. The

"reaction takes place in nearly quantitative yi el ds. The reaction, as
al ready di scussed in the above procesa,7 can be carried out under
enanti osel ectivity condi tions, obtain
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medi um Yie are ne

according t@ﬁttﬂ% 'ﬁae \dtal 'BS he in step) 98 renders the contents i J' ste_p

4- (2, 3-di met hoxyp eny - 2- 0X0- 3- uten0| acid 10 I s condense an
al kyl car bggatqowel/gF, n‘ ﬁ?ﬁﬁmﬁa@ton of thBBYRY lis CdhRANBE & swdsien 4! ’ﬂ%rﬁﬂh@
condi tions. he 2nd step consi sts I n t he catal ytic
hydr ogermat i pmcessObroceecBr & leyépxyiGanbeny | ARLNie- fetéiRedfrom remote data

di met hoxyphenyl ) - 2, 5- di hydr of ur an- 2- one under the 15 condi tions
described feoutdee Zhe retrigvenf meoéa B stozed dBl the local cacheTirestapd 147 gmd
consists in the cyclization by I ntranol ecul ar acyl ati on of the am no

acid, wth renderediimsite@fdous deprotection  of both the catechol
hydroxyl s and the am no group to give 5, 6-di hydroxy- 2-
The redundancy embodied in steps 114 to 117 of the flowchart in Fig. 5
15  ensures that media object identified by the LivePlayer are indeed outdated
before their URL are modified and contents written onto the local cache of
the LivePlayer. The overall process of creating linkage for data objects on
a storage media or a communication network with remote data sources is
automatic and in the background. As such, the connections between the
20 data object and the remote data sources are ssamless, and are a novel

feature of the present invention.

Fig. 6 is a flowchart illustrating how the LiveServer Live updates by
broadcasting automatically modifications to remote data sources. [n step
25 120, the process of Live updating of data objects commences when at least
one resource updater announces to the LiveServer that a remote data
source has been updated. The LiveServer receives this announcement in
step 121 and proceeds in step 122 to check the last modification made on

the remote data source. In a networking environment such as the internet, a



20 am no-1-tetral one. The 4th step is carried out as described

for the schene 4 above. This process, even t hough
limted to the at t ai nnment of % ani no- 5, 6- di hydroxytetralin,
is 25 particularly interesting i ndust?t ally for the high
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i nvol ves daemongoresy/ b exployed to check for modlflcatlons made on remote data
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water and bresigiRL ba tﬁ@%’f%ﬂc&cﬂéis r&ﬂe@e@ﬁl Hg&)h‘!f’%om_ 140 m of
ol ed wt

concentrated HCO . The m xture I's CO stirring for about 30
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at 60[err]C to obtain an orange solid. Yield: 115 g, 81% (ol es), 115%

(wei ght); 2@gaiinCFig. Sewihereties URLoof the/duts et ivsedifedni HeBa0204—s
LiveServer fetches the modified URL in step 125. The retrieved media is
then stored on the local cache of the LivePlayer connected to the
LiveServer in step 127. Finally, the contents of the retrieved media are

15 rendered in step 128. The process described by steps 120 - 129 of Fig. 5 is
another novel feature of the present invention where a LiveServer updates
and broadcasts automatically data objects for LivePlayer connected thereto

as soon as resource updater announces such changes.

20  Figs 7 shows graphically how a LivePlayer update a data object with the
process illustrated in Fig. 5 when it is not stored on the local cache of the
LivePlayer. A data object having URL <File://livecdffile1.bmp HYBRID>
130 on a CD-ROM is read by the LivePlayer 5. It is then sent over the LSP
to the LiveServer 10. Here, the LiveServer 10 translates the URL with the

25  translation table 60 into URL <HTTP:/GENSIS.ITI.GOV.SG/pub/file1.bmp>
135. The LiveServer 10 then transmits the translated URL to the LivePlayer
5. The LivePlayer checks this translated URL against its local harddisk
cache to determine whether this resource exists. In the example illustrated

in Fig. 7, no such resource exists. The LivePlayer 5 then requests proxy



Rf =0,5; MP.: 136 - 138[err]C. EXAMPLE 2 _

2- Met hyl ami no- 4- (2. 3-di met hoxyphenyl )butyric acid hy- 25 drochl oride
70.0 g of 2-keto-4-(2,3-dinet hoxypheny{ - 3- but e- noic acid (0,30
nol es) dissolved in 700 m of ethanol are placed into a hydrogenator,
then 43.0 g Sdrven18.A¥IHTTPD toMHeRk34r dalacgoures lay kaptibitied Drups aBoathag! aci al
acetic 30 aci d under nitrogen atnosphere are added to pH from 8 to
9, keepi ng tiveXyenpee aveur e 1Rel dhel5[ senps. Suerrupgaltsd data W OBY&0147
PCT/ EP95/ 01406 conti nued for about
15 ni nut es, <$MERP1AENESIS. 133%5@3/ @G/PUb/@lﬁio@mp%O%Sﬁ'dmtbetly\)e%a;!eaﬂded
under hydro%?%! ressure i, roomtenperature) for 6 hours. The

reaction gng f?EdFWéﬁh M%P%&eﬁﬁ that Mvoa@t@ yngale request for

concent rgt e tio ated to

dryness. hi’\‘@zqab’?f ﬁgcoé‘gl??(gg‘m?%gﬁlé@r‘? ?lfea trams alion tFPh ﬁ?é’(yg‘iléwq 'M8&t i ng
e 0

Coirring 10 ariiliflesnd upaEE' G ob) %3% shstbfadg e Atomaiedly, o

g, 60% (ol ggky s Ei7 ﬁe‘é@lyﬂmﬁ r%rgﬂ? Jé& sﬂ.{}rﬁ%“"] 1mst hyl ene

chl ori de/ met han cetl 0, 5; Devel oper

ni nhydrin. M p. 165 - 166[err]C. EXAI\/PLE 3 . .
4- (2. 3- D met hoxyphenyl -2-(N-nethyl - N-benzvl oxycar bo- nyl am no ) butyric
aci d Whilel thd present i@vention h&f been descﬁbé’@t ieaAYwhitH fefdrence

di met hoxyphenyl ) butyric acid hydrochl oride (O. nol e) and 24 m of 4N

NaOH ark0 pl te &HGBnticoa7 26 enphbsiskon a system for creating applications having
linkage with remote data sources on storage media such as CD-ROM
which are updated automatically in a network environment, it should be
understood that the figures are for illustration only and should not be taken
as a limitation on the invention. In addition, it is clear that the system of the

15 present invention has utility in many applications where automatic updating
of data object is required. It is contemplated that many changes and
modifications may be made by one of ordinary skill in the art without

departing from the spirit and the scope of the invention as described.



t he resul ;M'H@” H ” ool ed to about O[err]C, then 9.1 g of benzyl
chl or of or and 13.5 m of AN NaOH are dropped therein,
at the same tine but separately, to kgep the anbient always slightly
basi c, cooling to a T < 20[err]C, then keeping roomtenperature for
about 2 hourcgL "Mé reaction mxture is diluted with met hanol HO ,

washed with 160 m of ethyl ether (2 x 50 m) then acidified markedly
wi th about 30 ml of 2N HC and extracted with 150 m of et hyl acetate

h
1£|3I i(erSgdida)nd evapgrgt am%?@‘h@égr? 6%2#96 '@?‘*ﬁ%ﬁ %&?A@-ﬁ% °§ O%tgtpé'@e t hi ck
yel | ow O? ol ﬁg\%ﬁlﬁhnb!@dﬂﬁegt BB ohbYL il @8eh/BP adopteg, o P 22 Eﬁ ggaugﬁ@or& ep.

PCT/ EP95

Yield: 18.5 a b 1 ) hyl ene
chlori de/§rn::tﬂgr%)anr]loiapg%)3 %g%é r[9{/§|5 g? %d @@éﬁﬁ‘éﬂ@@n nl&end lt§m 0 group
was obt ai ned ivdSarvet tdinotely @l’h@ﬂlre&m&%ﬁ@ﬁﬁ@b?a ShiuB toté‘?emﬁﬁﬁmser%roced“r e
and anal ogue results.

2- (2. 3- [EWBUﬂCSal@HﬂWSbwhblabhl\émtméP&ﬁﬂ havm%@zl%b*sﬂ'd?{édl}?ikﬂersal

18.5 g of 4-(2,3-di net hoxyphenyl)-2-(Nnethyl

benzy| oxg cafesoyircebiboalor {URLY)ifor &tﬁnﬁfﬁﬁ € lovattioh aingh ob;ec?%n@t@réy‘e
thionyl chloride are placed into a 250 round- bottoned fl ask

refl uxi ng forediahouran tth@emmunitiation! hetworkf andndkieastcone idval tdaomyl

chloride until obtaining a thick oil. The oil is taken up into 100 ni
of hexarfe, MAMPHY, iy mathed feblinkingi rematerdatatsesnces forsupdatintpeaid dataand
triturated with 100 ml nore of hexane, filtered and dri ed under vacuum

at 30[ erd ] copigctseamiessly, said mathed pemarisingsthestere of:vi el d: 12.5 g,  93%
(ol es)l,o (a)  sending URL of said LivePlayer to said LiveServer;

11 (b}  checking at said LiveServer with a translation table of
12 alternative addresses of said URL for changes to said URL;

13 ()  returning a translated URL from said LiveServer to said
14 LivePlayer if there is a change in step (b);

15 (d)  checking with said cache memory of said LivePlayer to
16 determine if the resource associated with URL in step (¢) has been
17  previously fetched;

18 (e)  retrieving media from remote site over said network link if no
19 resource exists on cache memory of said LivePlayer and storing the same
20  on said cache memory;

21 () contacting remote site over said network link if URL exists on
22 cache memory of said LivePlayer and determining if said URL is updated;and
23 (g)  replacing the contents of cache memory with new file retrieved
24  from remote site if URL in step (f) is outdated;

25 whereby data objects in said applications are linked transparently

26  with remote data sources and updated automatically.



68% O’lﬁ"&;iﬂ"&}ul””l!;” * MPLE 5 5. 6- Di met hoxy- 2- net hyl ami no- 1-tetral one

hydr o€hl or T 12.5 g of anhydrous alum nium chl or| de (0.094
mole) in 200 m of methylene chloride areqplaced into a

round- bot t oned flask under nitrogen atnosphere, cool i E{gﬁ

O[err]C1 then 2.12. ghe gethed for l{nzg (remette data BDH&%WB Al 9b1@chy| ]

- N-net hy - OaZ|IdI 0 olved in 200 m Iene

chl ori de® ar é Q Y i cﬂnma{;wlergig ﬁﬁe‘&SefK%reBa%e Qf@i’g[ce'r'??rd teffaceni xt ure

{amper attr e oty P R Bhvel Veya T aplits bRétofol’ Vi Gs, 20147

vt er ol eoéi‘ﬁﬁpeg ¢ hert 48, megod, for linking remoto, o2l spurges Wil udRomTkot! |
stirred At GROMIAKIPH ehith® \gherem 59l E‘i’@@?? %&%rpr%)%b#hen@%%gg'ac ghase is

separated and extracted wth wat I'ned aqueous

phases age gf Evédetéimmbumezwcwn%ﬁ@am r&dpchs@8 o KHCO3 sol ution and
extracted with 3 x 400 oroform The organi c phase is then

dried over sodium Thestieiiad €or Knking reshoteraiake dburay withi davetijbet
met hanol i ¢ HC (1M and evaporated to dryness to obtain a waxy

compound? wheainlessly &k etainnp3iwiereib6aid commarelsoaed aesponses &k semt] i6,
stirred for one hour under stirring and left to stand overnight,
then is3 fldssdhed a ar&ﬁeteﬂnhiedd pachet length. vacuum at room t enperat ure.
Yield: 8.2 g, 67% (ol es); TLC met hyl ene

chl ori de met hanoﬁ 90/Tm method faf lirgkirag rempte data soprees2@Bh tath mbject
EXAMPLE 6 - Di met hoxy- 2- net hyl am natetral i n hydrochl ori de

14.0 g & 586&@“!&&;&!%&@82%&%&% $aid LiveSesven maigiains: gl witi eferqrooies 1

| 400 of absol ute .et
mol e)., g1ata sources fgr salg lequlayer

1 6. The method for linking remote data sources with data object
2 seamlessly in claim 1 wherein said LiveServer maintains connections with
3 multiple LivePlayers concurrently.

1 7. The method for linking remote data sources with data object
2 seamlessly in claim 1 wherein said LiveServer receives from Resource

3 Updater updated URLs.

1 8. The method for linking remote data sources with data object
2 seamiessly in claim 1 wherein said LiveServer is coupled to a Proxy
3 Network Server for providing at least one gateway to remote data sources to
4  LivePlayers who are connected to said LiveServer via dialup.

9. The method for linking remote data sources with data object
2 seamlessly in claim 1 wherein said LivePlayer comprises a plurality of
3 dynamic linked libraries (DLLs) which allows users to create said

4  applications for updating data objects.



10 m !M}L , UB HCl and 4.0 g of 5% Pd/C are pl aced into an
aut oc y), then the m xture is hydrogenated (P about 7
atm, T = 80[err]C) wth stirring f 24 hours. The mixture is
filtered, washing t horoughly the filfration cake with hot nethanol,

t hen 1 the al t&hol The goethodder iliskingaoneieedatacsalirgae sxith Tata object
resulting solid js taken up_into 150 ml of acetone, then the

preci pit gt e ?%améeﬁﬁlé(r‘@dﬂ%!ﬁﬂQdeP%’Q’mﬁ%lérLM%ﬂaMﬁﬁ DLL cammeojcates withsaidi d:

0 77% ight); 30 Mp. = 219 - 220[err]C.
ég/ 29%’47 382 gépm%laﬁcs)?\é throug?'n(awg}e%etgrmined appligatiqns(mogn@@/ iog_e[tt%:e] (AP1).

214 g & ary a B erins Sydeny i idatia Bnielind §orddd ajectamstoragm

' ) . - -2 i lin HO (77.6
moi es) afe pTede noluding oP1eAF AN GSomar ARl I PtRebhd Hareotens 1 | no.
unir 5.3, IS ekrehal, Sopuld 08, LTRSSy il a1

80[err]Cto obtain a stirrab _ _
4 hours, 4t haliveSeived réRoteh) N & WRECHSWOk FAK or a diBRIY &Fa teihiflal sl f

(about 1000 mM total). " The aqueous phase 1s separated and
evapor at 8d widsaidviiveServer, dabhabgidt L%Pwdr%viﬁgeatwmds't %hé@.lqi%r'sal

triturated at room tenperature in 750 nl of absolute ethanol, then
dried 6 atReé@jurceLOcator (URISIfdr idkﬁxtiiyig% 1R Yodaniohest) an 8BJ6ct Wi stbtdge
y

M P. >280[err] C. EXAMPLE 8 5. 6- D hydr oxy- 2- net hyl ami no-1-tetrt al one
bronmi drafo media or gn m aammupicat®n0 ngtworkaeind 2t reaslyloaw fucad- ¢aoke
di met hoxyphenyl ) -butyric acid hydrochloride (52 nmles) ~ and 100.0 m of
48% aque%us MENOND R MgtBpdspr i“QKlng renesteudiata, saurces $oi updating said 8ateour s,
then is cooled to gerr]C, t he resulting precipitate S
recover ed 19@1961 sepmiessly. $Hd metbad gomnrisingtheosteps o m ) and dried under

10 (a)  sending URL of said LivePlayer to said LiveServer;

11 (b} checking at said LiveServer with a transiation table of

12 alternative addresses of said URL for changes to said URL;

13 {c) returning a translated URL from said LiveServer to said

14  LivePlayer if there is a change in step (b);

15 (d)  checking with said cache memory of said LivePlayer to

16 determine if the resource associated with URL in step (c) has been

17  previously fetched;

18 (e) retrieving media from remote site over said network link if no

19  resource exists on cache memory of said LivePlayer and storing the same

20  on said cache memory;

21 f) contacting remote site over said network link if URL exists on

22 cache memory of said LivePlayer and determining if said URL is updated;

23 and

24 (g)  replacing the contents of cache memory with new file retrieved

25 trom remote site if URL in step (f) is outdated; and



éﬁfﬁfr wmmﬂm&llﬁ Fedl [err K err]Fe(ON o B P 240

[err L EXAMPLE 9 5. 6- Dhydro%z met hyl am notetralin
hydr ochl ori de A mxture 10.0 g of 5, 6-di hydr oxy- 2-
V\D 95/ 2@6_47 - {(h) rendering with leePIayer the conmﬁﬁ%aﬂ’iﬂ@ﬁemory if
thyl am no- 1-tetral one hydrobrom de, 2.0 g of Pd/C 5% 90 m
of wat e¥7 an@Rlp imptepr (TRiggdndated.i s” hydr ogenated in an autocl ave

Hast el | 20 0 f 9. h then is filtered washing
\(NI t ?\ ﬁo%é)%;t ((ar ?’H@ Qgﬁx[e‘g%}é] %ecgsiﬂ ﬁ?*idogpi)'écaé@ﬁée?ﬁer B’?‘éﬂ danspatethum and
the res olid 1is warm 100 mM of 37%
hydr ochfor i %cﬁe&mt?h a spureRs did Hfg? "Ef' am?“FWi'Sf ered. The resul ting

Zgl[ g?ri ST \e(f:;?/zt qlé7| Zeﬂ\e &%%%Wéjgemote kd es%ulrjcr%adse\rlmﬁagé{gr%t%\tect
3- Met hox d 2-one
et Moy AL Ba gy M‘f"?'z o BRs E heRervsr has g LRKHIR B O

tol uene, 3 13jfteHaséd f@’é&{tk&ﬁf@ﬂéiﬂq_ﬂv%éﬁer viiCa 4ivditsh %3?\/:@9 EEﬁB??Et hyl
carbamate are placed into a 4- necked round-botto ask in an

oi | -bathy the  13.ni Wmeltﬁodl&ﬁ{ muﬁ@ réRle datd sbarfcet WRHI Gty étﬂect
stirring, and the present water is renoved azeotropically, the

m xture 2s beamiessly imaidiime12 othdretmsaisl KiveQOr séeitd pratbeol ebmpesss ander
vacuum then the residue is triturated for about 2 hours with 1260 mni
of Et[erd] Osef ol pradetermined watbf commiansmetd wisponsed.her (40-70[err] C) and
dri ed under vacuum at 60[err]C. 313.00 g are obtained. (Yield 94%.
EXAVPLE U1 25  24net Abgyrethashforalinking 4erfipie datarsbumegowithydatawhjedtc
aci d 2 seamlessly in claim 13 wherein said commands and responses are sent in

3 less than a predetermined packet length.

1 15.  The method for linking remote data sources with data object

2 seamlessly in claim 11 wherein said LiveServer maintains a set of remote

3 data sources for said LivePlayer.

1 16.  The method for linking remote data sources with data object

2 seamiessly in claim 11 wherein said LiveServer maintains connections with

3 multiple LivePlayers concurrently.

1 17.  The method for linking remote data sources with data object

2 seamlessly in claim 1 wherein said LiveServer receives from Resource

3 Updater updated URLs.

1 18.  The method for linking remote data sources with data object

2 seamiessly in claim 11 wherein said LiveServer is coupled to a Proxy

3 Network Server for providing at least one gateway to remote data sources to

4 LivePlayers who are connected to said LiveServer via dialup.

1 19.  The method for linking remote data sources with data object

2 seamlessly in claim 11 wherein said LivePlayer comprises a plurality of



sso MU MU et omyoms o amno-sc2 3

placed into 2000 nl flasks of a Parr 30 pghydrogenator, then they are

heated wuntil conplete dissolution with stirring (T about 64[err]Q);
30 g of 3504 dynamic  Ngkerk, Hloyagies (DLLs) which allows users to create said
PCT/ EP95/ 01406, 28 Pd/ C are added and

hydr ogerfat | BRPicationg forengdering data objectsynti| Herr] i s no | onger absor bed
Checked by 40c, ' ERedmeisth iSRS Einplk drBsSuEssgRTed R SR 5

br eci pi ot ecP el 7 PG 15w ETE e VR R R DL Somum Bl et ner
i1t eroq andartRREiohs! uRoaY o Predetertiied Bbpicalith pRibrdniifefieks.
(Yield 93%(AMp. EXAVPLE 12

2- Met hoxycar bonyl am no- 5. 6- di net hoxy- 1-tetral one 610 g of

pol yphogphoric agid aTheRhegrsd iohtlitking remofeP88taboliRes I With daRatdpjéctt O
60[err]C, then 61 g of 2- met hoxycar bonyl am no- 4-

(2, 3-di zet hseamlessiyl in-dlainy 1 Bavtidrein saidARY corapdsss madid AFlls csgd mRediani cal
stirring . After about 20 min. stirring the mxture is diluted with
wat er ( 2000AHs) rendess asdiaontnols datacabjectnineshid applidhtions. at room
tenperature. The resulting mxture is filtered and the solid is
di ssol véd in 30082 &hedneihrods for tinkirg rermote dateuscuncgs swithitdada abjeatashed
with water to neutral . ﬁ)H of the washi ngs. i The organi ¢ phase
is dried oR92miggslyinSiRiphii aherein sgid daga ebjesh gompsisss static okjeat yness
under vacuum T |'ight brown solid residue is triturated for about 2
25 hodrs in 30€§-m -B*f‘eéf’%ﬁhlod hankinggremote data siirees dVith data objerdr | t hen
it is filtered and dried at _ 60[err]C under . vacuum to obtain a powdery
el | owe B ovaParBeRgly ;R 11 Whereirh Sold b oo A REp S AP BiReh 3
T.L.C t : : rd - ; - Q. 95. 30 MPLE 1
2" Vet hosy c P s st el RemmpHEtf 3Block ypctasie Hrom reiiote dats

6 sources.

7 24. The method for linking remote data sources with data object

8 seamiessly in claim 11 wherein said data object comprises a combination

9 of static and dynamic objects.

1 25.  In a system for creating applications for data object on storage

2 media including at least one LiveServer adopted for accepting connections

3 from at least one LivePlayer and at least one resource updater, said

4 LivePlayer being linked to said LiveServer remotely via a direct network link

5 or a dialup to a terminal server of said LiveServer, each said LivePlayer

6 having at least one Universal Resource Locator (URL) for identifying the

7  location of an object on storage media or on a communication network and

8 at least one local cache memory, said resource updater being further linked

9 1o a resource provider for receiving updated data therefrom, a method for
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ydrionaphtshakene 50 g of
2 met hoxycar bonyl am no-5, 6-di net hoxy-1- 25 tetral one are dissolved in 500

m  of ha t | C are
N, T8 Wkird emd data ?%”'@Faélé@a?d?miﬁaﬁ fée 9 lg—)%%?gﬁsﬁ/) e

under hydr ograthadr®mRpesifg e §{§F§§,rdf] C and a pressure of 25 atm for
about 6 hours with stlrrlng, after that the m xture is left to cool to

about 30perr] C i qaput cairudcingom said Mesdurce upslatdrl tb eyoidl LiveSergér hati t e
and the filtrate is 10 evaporated to dryness under vacuum The resulting

white 13 solid demstd datausaired has bteh updatbédn- hexane at 60[err] C, then

is left to cool to about 30[err]Cwith stirring, filtered and dried
under vhéuum at G{O)[erbrpe:dcasiirtg)frahh Livefidrvesto each kivePtayeriainhectad 6 g,
85. 5% ( nol es%S 2% ( g T.L.C. Methylene chloride 95 - Methanol
5. Rf 50.% ereto mesaa]get agggdremoiqgam pewicptas been Ep@ngiE 14

5. 6- Di net hoxy-2-net hyl am no-1. 2, 3. _4-tetrahydronap
hydr ocht®ri de 20 (C) feQEQSWQJEWﬁPMMﬂQrﬁh&Phr?h@nl‘gﬁﬁ? mﬁstdeo%aamom of

anhydroix,? tetr %grof ran are placed into a 1000 ni round- bot t oned
flask stirriSRY f A BOUCRen 80 g of

2 T nogear o g, LT TIORte? ofs ol A0 e R e

droppedlf% ggﬁ%%tlse%% dr::%&% e m_Xat about 60[err]C Stirring is continued

for abo turelsflltered The filtrate is cool ed
to Gbout g ' ( ) t rdiidg eepi ng
t he terrper ature gy abgﬁm% Gﬁgowgheublégc % Perﬁbt% uéruleé P\s{e tlde(r ed
and extgact ﬂ@t%ﬂ(ﬁlrﬁ@i‘f%ﬁxf@é@oﬁj@& is outdat@ﬂﬂé’ﬁt!c phase is dried over sodium
sul phate, filtered
22 () replacing the contents of cache memory with new file retrieved
23  from remote site;
24 whereby data objects in said applications are linked transparently
25  with remote data sources and updated automatically.
1 26. The method for linking remote data sources with data object
2 seamlessly in claim 25 wherein said resource updater is linked to said

3 resource provider for updating all data object for which said resource

4  provider is responsible.
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30 organic phase is dried over sodium sul phate, filtered and

ggl dified hWl th nethanol HO. The soR@tion is stirred for about
mn., then evaporated to drynessAB Acthe resulting residue is

trlturated at “‘60[err]Cin 350 ni Sc;];Ra%etomtrl | e, cooled to about

4[err]Cwith stirring, t hen flltered and dri ed under vacuum at

?al[e IGEH)C tOAOéWS‘TEM F R MANIPUIEA SING ANDIUPPOAFING DATADHBIECTS wATH 50. 9%

oT E TOMATICALLY AND SEAM L
5. 6-Di hydroxy- - EX!i%yl am no@ stAU- etrarcl;ydronap tg | e- LESS Y

hydrochl ori ¢gg present invénifdid RS NadlicatiGRE yaving nentote- datavdbametset ra-
l'in hydrochl orlde (59 inwater (45 mM) is added to a sol ution of

pot assi um c s & eiat@.dbj@itsioh widrage (RedibSsuchmay CBAROMe.e T hesiet atasodi um
sul phate. The mixture is stirred for sone mnutes, the formed solid
is filteredobjectswaséi figkadt hmpare\aﬂyertcanmmom osteyrepserandt i updateder
vacuum at room tenperature to obtain g of a product. 20
[ err] H NVR aDivBarti@lty. In .the m’phrr%dnembgdimm;t)of the, ggzse(qhmventlon an

1X, H3eq), 2.40 (s, 3H, N M), 2.3- (?3 5H,
H4, H2, Hegent sbased biveServer accepts connectsons frompat least oge 14359, lg§ef5 (d,
1H, H7), 1H H8) . 25, ELINE.(70 eV)

m and 193 (Whjch may be finkgsbite the mventrog)remqte y by a direct network link or a

:6\2 Nﬁgf‘ﬁ?,ygﬁ{ %Oe(gt}/ ldaawé)rlﬁé«g Hﬁégé’rg? s'a%e : hoﬁﬁy ﬁhv%glcpzthg L%%‘.);elggw ESnRShSa.

o PR 05 i B ot g

PCT/ EP95/ 01408, hiversal resource locator (URL) to the LiveServer. The LiveServer
scans a translation table of alternative addresses for the URL. The
LiveServer returns either an original or translated URL to the LivePlayer
which then uses this URL to check its local hard disk cache to determine if
the resource has been fetched earlier. If no such resource exists on the
local cache the LivePlayer fetches the media from the remote site via the
appropriate network protocol. This media will then be kept on the local
cache and rendered by the LivePlayer. [f the URL is found on the local
cache, the appropriate network protocol will be used to contact the remote
site to determine if it is outdated. If the cache is outdated, the local file is
replaced by the new file feiched from the remote site. Otherwise the local
file is rendered by the LivePlayer. The LiveServer automatically broadcasts
updates to remote data sources to all currently connected LivePlayers,
which then update the media by doing a remote fetch if it is currently been
browsed. These LiveServer broadcasts thus provide live updates to data
objects.

Figure 3.



31 a Parr hydrogenator, the catalyst (SS)-EtD Phos(COD)Ors (1.5
prmol es) is added and the mixture is stirred for 1.5 hr at room

t enper ature under hydrogen pressure (30 psi). 5 The mxture
is filtered and the filtrate is evapor at ed under vacuum to

obtai n about 500 ng of the product (%e.e. (NVR) = 95). The
pr oduct IS further purified by crystallization. 10 NVR
anal ysis (300 MHz, CDCl[err], in the presence of R(+)-

a- met hoxy-[err]-trifluoronethyl phenyl acetic aci d, t he signal s at
3,842 ppm ((-) enantionmer) and 3,838 fpm ((+) enantiomer) were

anal yzed. b) (+1- 2- Met hoxycar bonyl am no-4-( 2 . 3-di net hoxyphe- 15
nyl)-butyric acid A solution of

3- met hoxycar bonyl am no-5- (2, 3- di met hoxyphenyl ) - 2, 5- di hydr of ur an- 2- one
(500 ng, 1.7 mol es) in oxygen free nethanol (0.25 M is placed
into a Parr hydrogenator, the catal yst (RR)-EtD Phos( Ors 20 (1.5
[err]mol es) is added and the m xture is stirrgd for 1.5 fir at room

t enper ature under hydrogen pressure (30 psi) . m xture
is filtered and the filtrate is evapor gt ed under vacuum 28Dt ai n
about 500 ng of the 25 product (%e.e. (AVMR) = 92). he

pr oduct i's further purified by crystal ki pATER  NWR
anal ysis (300 MHz, CDCl[err], in the presence of R(+)- 1%6/ -

-

a- met hoxy-a-trifl uoronet hyl phenyl acet.i c acid, t he: at
3,842 pp tiomer) and %,'rgg*é"tf)'ﬁﬁﬁl'"ﬁ‘” 2?( +)" enant e
anal yzed. »

~35

)

s

5 8 Direct Internet Link
es

Fig. 1
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32 EXAVPLE 17 (+)-2-am no-4-( 2,3-diethoxyphenyl)-butyric acid
A solution of 3- benzyl oxycar bonyl am no-5-(2,3- 5

di met hoxyphenyl ) - 2, 5- di hydr of ur an- 2- one #00 ng, 1.35 mol es) in
oxygen free nethanol (0.25 M is pl acedz a Parr hydrogenator, the
catal yst (RR)-Et D Phos(CQOD) OTs (1.3 pnoles) is added and the m xture
is stirred for 3 hr at room tenperature under hydrogen pressure
(30 10 psi ). The m xture is filtered and the filtrate is
evaporated under vacuum to obtain 320 ng of thEEE =~ peage=tEe=. (NW)
= 75). The product i's furt h=——purEEres= Dby—2%5
crystal | i zasgmms NVR anal ysi s gasi nﬁ*s—aﬂ_&SKpﬁw( ) enarﬁmner)
and 3, 2% L anal yz&E ==
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SUBSTI TUTE SHEET (RULE 26)

PCT/ EP95/ 01406 WD 95/ 29147 33 CLAI V5
1. A process for the preparation of 5, 6-dihydroxy-2-

am no-1, 2, 3, 4-t et rahydr onapht hal ene derivatives of formula (1)
[err] . wher ei n: R[eQLﬁr‘R[err] and Rlerr], which are the
sane or different, are hydr ogen or a | ower al kyl group, and the acid
addition salts thereof, whi ch process conprises the follow ng steps:
a) condensation of 2, 3-di al koxybenzal dehyde wth pyruvi c
acid in an aqueous/al coholic systemin the presence of an

I norgani ¢ base, to obtain 2-keto-4- ( 2, 3-dial koxyphenyl ) but enoi ¢ aci d;

b) transformation of the ketone at the 2- position into an

am no or al kyl am no group wth si mul t aneous reduction of

t he doubl e bond, to give respectively 2-am no or

2- al kyl am no-4-(2, 3- di al koxyphenyl ) butyri c aci d; C)

transformation of 2-am no or 2-al kyl am no-4-(2, 3-
di al koxyphenyl ) butyric acid into 4-12-(2, 3-
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