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(57) Abstract: A dosing form for at least one solid reagent for use in conventional organic and inorganic synthesis, in parallel
synthesis, and in split and mix synthesis in combinatorial chemistry is provided as compressed tablets each containing the same
~~- predetermined amount of said at least one reagent embedded in a polymer matrix comprising beads of a polymer insoluble in the
solvents for the intended synthesis, which tablets are capable of disintegrating in said solvent for release of the at least one reagent
and disperse the matrix as polymer beads into the solvent. The polymer beads forming the matrix and the reagents of the dosing form
can easily be removed by filtration in order to separate these from a formed soluble product. In a method for producing the dosing
form, beads of one or more polymers are mixed with the reagents and compressed into tablets after pre-treatment with an aprotic

organic solvent,




Abstract: A dosing formfor at |east one solid reagent for use in
conventional organic and inorganic synthesis, in pardPISapteirarR@8fs, and in
split and m x synthesis in conbinatorial chemstry is provided as

conpr esseWQUEBEPs each containing the same predet erm ne@CARARMOIEE sai d
at | east one reagent enbedded in a polyrfer matrix conprising beads of a
polymer insoluble in the solvents for the intended synthesis, which

t abl et s abDesicgfurhi for vbagbnts, nseofi said dosing faral th aghwiercheindeal spithesieamd t he at
| east onepreh@€oh of f4id dokimpdoraa the matri x as pol yner beads into the

sol vent The pol yner beads formng the matri x and the reagents of the dosing
formQ can easily be renoved by filtration in order to separate these from
a forned soluble product. In a method for producing the dosing form beads
of one or E'rﬁ O\H xed with the reagents and conpressed into
tablets aF‘. e- t th an aprotic organic solvent, 16-

Sept enber 2004 WD 01/68599 PCT/DKA /00185 | Dosing formfor reagents, use

of said dosi ngrfofmdnfindEatiSlael &IhE Absify O 88 kegaitélin (AE BHRE L of sai d
dosing form5 FIELD O THE | NVENTI ON The present invention relates to .the

dosi ng of imoganit chemipahfisid.iIn patisuler a mventemidealsvatigpoh dositefarms forfselnd. | n
particul ar t i nvention deal 5. w th such dosing.for fqr use jnh 1Q

Do ol £61 *aie sxplleshorapix o5 sk Syt By A et acis soffilt 6P ESubBAPER) 11 o1 o
e.g. conbipatiors shgahhEdisgpd nedicinal chem stry. BACKGROUND FOR THE

| NVENTI O\Ib15 Syn%de]?i C as \I/bel | as anal ytical chem stry involve nunerous

process steps conprising addition of chemcals especially within parallel
synt hesi s_Qor. . ﬁi@? h;‘fﬁﬁm csis in the organic chemcal field e.g.
conmbi nat oﬁ%ﬁ%ﬁg f@ 3K QN chem stry. Parallel syntheses have
becone inportant tools in the search for new conmpounds in e.g. the
pharmaceutical industry and material sciences. Using these concepts, a

| ar gelfiunber  S@ntbéticcasvaliias dsalytical ehemistosinyelye npnergls procesy Aeprennprisgigy
particul ar .f.ormfor organi sation,of c 1 C synt hese ere a. l.ar.ge nunber
of cheni cﬁﬂ&g%?%@?agi&mﬁcf@ﬁ&r@ﬂﬁeﬁlﬂﬁ’#%ﬁﬂx %@%ﬁ@?‘si]ﬂ rder to
obtain a ble_gaﬁﬁ;&bﬁi@ﬁfﬁe@aa@%ﬂﬂiﬁm&@mﬁﬂﬂﬁ&ﬁ&iﬁﬁlcwm&w resear ch

pur poses. For exanple parallel synthesis can be used to generate a |arge
nunber, often Parallel syntheses have become important tools in the search for new compounds in

e.g. the pharmaceutical indusiry and material sciences. Using these concepts, a large number

20  of compounds are synthesized. Paralie] synthesis is a particular form for organisation of .
chemical syntheses where a large number of chemical syntheses simultaneously are performed
separately in order to obtain a large number of new singie compounds typically for research
purposes. For example paralle] synthesis can be used to generate a large number, ofien
hundreds or more, of analognes of a particular molecule in order to determine which analogue

25  has the most desirable activity in a specific assay.

Combinatorial chemistry is a form of paralle! synthesis where the order and the
features of the individual steps are performed using a particular combinatorial approach.

In order to carry out parallel synthesis, a large number of additions, and separations of
substances are necessary.

30 In certain paraliel syntheses where a large number of reactions are performed
simultaneously, the time consumed by the individual weighing out and distributing the
required reagents is considerable. Further errors and mistakes inevitably occur during the
required large number of individual weighings.

Additionafly, the reagents may be hygroscopic or oxygen sensitive and thus require
35  special measures, especially during weighing, which are additionally time consuming and may



hundreds or nore, of anal ogues of a particular nolecule in order to

det ermi ne whi ch anal ogue 25 has the nost desirabl e adfiSgptambes 2804pecific
assay. Cov@one’se?i al chemistry is a formof parallel syntResipXonaessse t he
order and the features of the individua steps are perfornmed using a
particul ar conmbi natorial approach. In order to carry out parallel

synt hesi s I difi . rations of bst ances are
mecessar v B ARl ooty PR 0l @ Rial) e BROAL RS eRlon i fige GREES
reacti.ons are Patienrcontict withthe resgentyslay inviolve 4 igaBh GEORURE StalTyetfBiening the

I ndi vi dual wei ghing out and distributing the required reagents is
consi der 2PPHSESyr t her errors and mi st akes I nevitably occur during the

‘required | ar geTRWHEE i | QG Vi I L ghi i Ltionally...the reagents
may be hygroscopic %%L%%&/égag(#rs%ﬂ [ tdlo%l/}gég%é [%!ﬁ%%%qtpﬁg&%g%% aid
measuises, distripeioroof ivagintsihitfeviensgd imparalivd spdihedfsend dpliitand ek kynthdsiEn @t UM Ng
and nmay 16 ;f tenber 2004 WO 01168599 PCTI DKO /00185 2 confer additionally
i naccur ad@ T .‘J@f‘« the fame eonsumption and agresss the thesbputef thenmthssispiecragee theagent s.

por f oni e h ook bl GRABRI L MR oL M ol AR bkl bR A UBiE o

al t er nat i and rhaistutee wei ghi ng out and 5 distribution of reagents hitherto

used in parall,ﬁ%%nth is apd split_and m x synthesis in_order _to reduce
the time consu ot W%Ajﬂ@&g@%@@m@m t gipstances is cenyriional

1
dect agse ity GMRRYdlb3odk Otk HEURSHSAD0EIA AL Bles Epieagent

agai nst t eteriorating ef oxygen noi' s € use of
tabl et s emintinisteaipd ave cofipressed irte tablts wsypibstogéthaubig Gativas extendefyat@nt i onal

10 within gother technical areas. Thus in the pharnaceutical industries ‘
drugs f oradiFesnts. iﬁ‘????ﬂbi‘?t? %"‘t‘f’@ﬁ”&?‘gﬂéal?ﬂ‘j‘flm& chingusteisy, sech asggigrgent t oget her
wth vari e S isinRsH gal;?@ﬁ& lp‘?—"ml lets

pr oduced @%@ﬁﬁ%?ﬁ?ﬁd’gg&“ es@gﬂggﬁlﬁ%@ e rgeatrlltagk(ﬁg%?e S, airneaﬁisdﬂ{l%ed for
di si nt egremvironmentdGeneriliyg dtesgiardwrmetypel of sabilets ime Motisiitable s dosigfoagsious

envi ronnent . nerally, these kno types of tablets are not_ suitable as
dosi g fmﬁﬂlﬁfe Eﬁ%ﬁ@y,%&iwfﬁ@%@@%wm@vm Ficedhe
reagents,}ggg& ﬂlnﬁg&p ' ' mp?ﬂ]ﬁ r ‘ ﬂ. fénsfj
unaccept abl e Fﬁ%@l&s{%t es ?g%eq%?{gﬁg% di |cu:T'uiEl @o %ﬁ%l\%%o%ere rog?‘n WO
99/ 04895 di scl BER99/06295disdlasesidosimgy fosmd fodl sslidupport pellyieRrconpeising icapsiles,
qapsul es’pouch&s and coated tablets wherein the core of said coated tablets contains a 1:1 mixture of the

polymer support and polyethylene glycol. The use of such tablets as a dosing form in parallel
20  synthesis requires a washing step after disintegration of the tablets and prior to chemical
reactions in order to remove the polyethylene glycol as well as the coating material.

Atrash ef al. (Atrash, B. ef al. Angew. Chem. Int. Ed. 2001, 40, No. 5) discloses tablets
where the polymer beads are entrapped in an inert polymer matrix which does not disintegrate
when suspended in organic solvents.

25 It has now been found that the above mentioned problems can be solved by a new and

 inventive process for the manufacture of a dosing form wherein the reagents are embedded in a

polymer as tablets with the amount and type of tabletting excipients allowing that the tablets
can be used for direct dosage in parallel synthesis without any washing step. In the tablets, the
reagents may be embedded in a matrix consisting of polymer beads. When iniroduced in the

30  synthesis medium, the {ablets disintegrate and release the reagents whereas the polymer beads
regain their shape and are easily removed by filiration. In certain cases, the polymer can be
functionalised with at least one further reagent applied in the reaction.



pouches and coated tablets wherein the core of said coated tablets contains
a 1:1 mxture of the polyner support and pol yethyl ene glycol. The use of
such tablets as a dosing formin parallel 20 synthesis f[ggdpicRibepr20@shi Ny
step after disintegration of the tablets and prior to chem cal reactions in
order to renove the polyethylene glycolzas well as the coating nmaterial.
Atrash et al. (Atrash, B. et al. Angew. Chem Int. Ed. 2001, 40, No. 5)

di scl oses_tabl ets _where the Bolyner beads are entrapped in an inert

pol yrner rmatYMORHPEAFFIRYERGOYi si nt egrate when suspended in organic

sol vents. 25 Imoﬂ@&pmwfth@ﬁ:@sefnpm&ﬁbﬂ%retihgovia&py&sﬁgmr}nq&eﬁ 1da§tRht & can
be solved by a new and. inventive process for the manufacture of a dosing

f or m whe "1 IRENSE ELyRihetic oy ppalyicaleheiaisty heing comprsssrd/tableds saghviables with the
anount  andmbhfify @kentialy} 188 tdnRGr&XeiRin&MrSoudl QW Rledshate rtdpentleaBlbesin £an be

used for d§%$0t dosage i.n parallel synthesis wthout ang washi ng step. In
the tabl Symef Rpatrixcamprisinebeads of gpolypriseinerlupls i the solyeptfyr the tendad;sipfhests:

pol ymer headsd tadfemeingtiaBld ¢ disinRlalify i3 Qaid Y61l d1e fleeby BithetiMe thbfolirady et s
disintegra%f and rel ease the reagents whereas the £olyner eads . regain
their shdi§aisgAdithgeblessh g rpagertip & spiyent; Phpragterissd m thyf said fablgts popgeisedesst ne

pol ynmer ahdh 206erckhingtvicamabipBdinchdsiadol] east one further reagent applied in
the reaction. 16 Sephenber 2004 3 SUMVARY OF THE I NVENTION I n one aspect of

the present i nP&ssyBResengierant & soppReiefoytathg BEsssy IV gignPelid ipeenis 4y bne

solid rea@edediOpols@s inthSshapdtbbsds Q. paARleY bi &kl boliedTkerid 3 r&@tdfor
conpressed tabl ets each tabl et iising essentially t

conpr he sane
pr edet er fF3tEeP WHH ORer comPRuidy tofbtapaprpduch R Splutions hites thsaergten. the farmefol yer

mat ri X Cofigducsih g sbRad a9 tha 196k YdpBiatel RSR (D6t (nSolthEpaR oY 88 Hodit) fofhe
i nt ended s%nthesis, and sai d tablets being capable o? disintegrating in
sai d sol VAL it PR feayes Sithegnrenton Batyhis fan hsdaprbydfHatiohe at | east one

reagent into tWeerS®ingQRrblid ehanteiiRideastla bolyhiah Al olbéaaliehs woRpiae | ess
t han 20 pﬁrcent g% melght of folye%£¥lene glycol .. In the syntheses rel evant
in connedPat 8 RRPEIST BiskePlsse thehit il dstadehto stgller garticlsyentraasionied prothghedded

i N pol ynmeespedtiiwhiol wsiia pRlued thO 8REsbility @nd Mag thi 6dvaSta@ of $88 skpaR@idh 85, serve as
reagent s reaction with other conpounds to obtain a product in

or,
solutionﬁﬁgﬂF@r the reaction, the forned product in the solvent may have

to be separ at garthérembbilithehtiBdytprovid Metha RBApbSacEbn &ﬂlﬁ:ld@@éh%g:oﬁ%ﬁbnaﬁnd it
is an inpﬁﬁtant feature of the invention that this can be done by

fiItrati& ﬂVﬁéW“H%?ﬁg a solid reagent enbedded in a polyner in form of
beads, it may SueprisipBithe@blets chttie foRdRShYy BRivertonsltaMithe*quibMadt withohtS NOt

degraded dtarcx)laginrrgatlhle %gl %rr lgeia sl ig guc%ra vatfaryaﬂ?a? ]’:h%rﬁrlrcggbillipy oc%ttlrnggsulting dispersion is
affected.

Int a further preferred embodiment, a pre-treatment of the polymer or the mixture of
polymer and reagent and/or additive before tablet compression may be provided to improve the
flowability, blend uniformity, compressibility and dosing of the material, and therefore reduces the
variation in weight, content uniformity and crushing strength of the tablets. Said pre-treatment
comprises treatment of the polymer or the mixture of polymer and reagent and/or additive with an
aprotic organic solvent.

In still a further embodiment, an addition of a disintegrant (e.g. DM-PEG 2000) may
increase the ability of disintegration and dispersing of the tablets in a particular solvent.

In another embodiment, the tablets can be uniformly prepared may be are able to

disintegrate in a particular solvent to provide a dispersion of the polymer and the at least one

reagent in such a way that the reagent is released in total and that



respects which would reduce the filterability and thus the advantage of
easy separation by filtration. Further enbodi nent nd§ Septembge 2804et hod f or
product i WR W/68398b| et s usi ng conventional tableting equi REIRKOILGIS i si ngly
the tablets can be fornmed using convent4 onal tabletting equi pnent w thout
damagi ng the polynmer beads in such a way that the filterability of the
resul t i nthedompudrdispersiorsreadily @atbe depatatedtbyf filati@t, pref erred enbodi nent, a
pre-treatnent_of the polyner or the m xture of polyner and reagent and/or

addi tive bef of8e derskpneisagmb sumpsised i the dosing formagearding ip fhevavenhion may
f1 owabi I | i,ng. of, th terial,
bng ¢ ner 2 SR EAR s BEIG H or GRIPLORE bnblablolen Bl QR e R 1 @

cr ushi ngsheutddegictid af thehanpabtuetfor prodictiontrd {tbaé GBRE do pnses treatnment

of the polyney or the m xture of_ polyner and _reagent and/ or additive with
an aprotic ¢ Presgy japphigation andsinithe atigchedolaims, tharisoni“regent” isrvsaditia i on of

a disint : RES | e e ability of

di si nt eg@g%?ggﬁséﬁodg%?@%rm n%ﬁg&%&%gﬁg@?%c@?%” icular solvent. In
anot her enbodTheattlcast e feagrneinay beunhiisle binidredolible 1 thO s510cht I thdRtakied abl e
to disintegrate in a particular .solvent to provide a dispersion of the

pol ymer %A% %Phe at | east one reagent in such a way that the reagent is

rel eased in t ot pl%%qréagg%ﬁ t&@es?ﬁaﬁ%ﬁcﬁ%@/&&% léu. 01/ 68599 PCT/ DKO1l/ 00185 4

the fornmed di Spersion r e separa y filtration. The at ‘| east

one Ieageagents) agid asaegtors) abiﬂeaﬁl}@ismqﬂsﬂngra&gkﬁfsﬁédﬁgatweét&&eégéﬁﬁpﬁdﬁaﬁﬂ%y be
any reagent that is useaple in organic and/or |norganic chem cal synthesis.
The r eagt@A$eRs, agy) gnignsguiyaients, a&ﬂ"&’?&%ﬁ‘éﬂm cpiglysisy ddelivationreagentst or age

A i S e s s e

cl ai nB, e term IS use 5€n

cat al ysteataysty) atkexidelbased] alkylaiingaasdents, alfjistiot cat-BRs, alkpeylaaROeientRY be
sol ubl e n]gn-sol uble jn the solvent for the intended reaction. Exanples
of reage*ﬂ{egy nsercage(s, W%%Mi%%w:%bws,MMWept ors,
aci qscatﬂmﬁ%m%ﬁh b8 . YL 4T . {s, activating
reagents, acyl an o#’eqw vg]flg%tﬂg&’acy aalk’%sg regggkﬁé?ége?gﬁ%’i on catal ysts,
al dol i z avhinomethyhraatisg reagents, amphiphilic (electrophilic and nucleophilic) reagents, anion

' . activation reagents, annulation reagents, arene alkylating reagents, arsenating reagents,

arylating reagents, arylation catalysts, autoxidation catalysts, azide sources, bases, benzyne
precursors, bis-annulating reagents, borylating reagents, bromination reagents,

20  Brensted-Lowry acids,- carbamoylating reagents, carbene precugsors, carboalumination
reagents, carbon nucleophiles, carbonyl alkenation reagents, carbonylation reagents and
catalysts, carboxamininylating reagents, carboxylation reagents, chelation reagents, chiral
reagents, cleavage reagents, condensation catalysts, cross-coupling reagents, cuprating

~ reagents, cyanating reagents, cyclization catalysts, cyclization reagents, cycloaddition

25 catalysis, cycloaddition reagents, cyclopropanating reagents, dealkylating reagents,
decarboxylating reagents, dehalogenating reagents, dehydmnng reagents, dehydrogenating
reagents, dehydrohalogenating reagents, deoxygenation reagents, deprotection reagents,
derivatization reagents, desilylation reagents, desulfurization reagents, diazoalkane reagents,
diazo transfer reagents, dihydroxylation reagents,‘ elimination-inducing reagents, enolate

30 équivalents, enophiles, epoxidizing reagents, ester hydrolis reagents, esterification reagents,
fluorinating reagents, fluoroalkylating reagents, formylating reagents, glycosylation reagents,
guanylating reagents, halogenating reagents, heteroatom nucleophﬂ%, heterocyclic synthesis
reagents, homoenolates, homologating reagents, hydration catalysts, hydlide donors, hydroalu-



al kene addition reagents, al Cene netathesis catal ysts, al kenyl ating
reagents, aikenylation catalysts, al koxide bases, al1ﬁyﬂeatann@r|2§%ent S,

al kyl ati on catal ysts, al kynylating reagents, all enyI atin ents,

al lyl at i WQ Yé8¥ents, allylation catal ysts, am de bases, E%T Opses, 15
am nating reagents, amnation catalystsy am ne bases, am noal kylating
reagents, am nonethyl enating reagents, anphiphilic (electrophilic and

nucl eop h]ﬁ]ﬂ&tﬁ:\g rexggeintydraborating reagérity, a:wdxmnya’xﬁagertagents; hpdibfirinphtiseagent s,
arene al k I ati ng,reagent s rsenaﬂggg reagent s aryl ating reagents,
arylatio 5311%#13@%0 criafign 63 LysiE: 8] ‘%“’fsaEY‘H@g“éJQl}’is@é’étalYSﬁses benzyne
precur so tion
hidroRilSacRRMY dea%ae hR6Shlton Qg%e%gcp&ng o &%ﬁiﬂaﬁ

reagents,” 20 Bronste car ene

precurs or@gema ﬂ]bdaa;kumelﬂ:alabngreag@mg mmnzmmmmpkmmréMmsphemes
al ken tlon Fsg car bonyl at | rea ents and cat al ysts,
carb ‘!r;ﬁ? ating reagents, m ?796 pagsPis, asihuiahan reagenis Migheel eagent s,

chiral BRREPIL MiclkEANRIR Jaaﬁganmehaem&s&sa&h%g ea%ea#vzat . g%ﬁgéa%aﬁg}g f's' ng

reagents, cuprating reagents,” cyanating reagents,

cycli zat nmieotdagem]mg rcqgehtsadxgpmenmnnﬁﬁaﬁaysm qmdampn«:yta]m,ddmdama cougdiggnt s,
cycl opro]p @h‘%\ teagent S, deaI K | reage decar boxy] ati ng

reagent s? Sy REPH f@,cq%}agmagentﬂa regelsht i ng
reagent s gﬁgg t
depr ot ec?allt%in&%{eagent s, gﬂ‘b l?;gat | o‘%%gg:g‘g% Q@Jggﬂ?goﬁétﬂlﬁ%a?e% s,

desuld ur vipatatiog reagends; whgrlatntnazbabzbﬂsmtenme;éa;mgtagents q:has;ﬂnn}ﬂamgfrmgemte,ag ents,
di hydrozﬁeatbﬁﬂ tea ent eI [ m n g?e@'ggtg%@n enoI ate 30
equi val reagents
esterif | -

i Iﬁ@atb@awaeaasmaé%nééé %-Hgfatgg gscagatl tamn &dg@ﬁ@%&&@ Akers

reagents, formylating r rea guanyl at1 ng

r eagent sandmhgﬁymmmagmm, t@nlangmlenhmamits; ogsinring scaghes, eesobwing i C
oot al ot GBS R COUEROPL oGl D2 GARESIeD DS B0 Ak o) saguering
PCT/ {30149 > silylalitg ﬁ&éénﬁggéﬁﬁ%ﬂg%atggﬁ‘tg rsﬁﬁ&[ﬁédnggea{gﬁﬂ%,esmﬁl latin

hydr ocyanati on reagents, hydrofornylation reagents rogenat1 on

(r:\aél al KS} s:agd:nys::i sdfmylaing maganarsslfumyngl mg?mm ym[‘w?%talnst ?umdg Teagents, t

ydr ohal. ggenat i.n rea lent s %@rﬁm at i a s and reagents,
hydroxya&%ﬁy g ‘5’%‘?‘5& ff%/?g %EP | soneri zation
catal ysts, P RHERRE R 1ask@ U Rafldia il aﬂaﬁaude*ﬁaamtaaﬁg reagentss,

et hoxyl at i on reagents, Pati on agent S acceptors, M chael
addi ti on(mfalt@lgys@rgamchl%a@d @h@h@s mdlaﬂhoaldﬁﬂag reagents, nitrosating

A5 SagEL SRS ROUE! I SAASALS otk 0 TElEAR s L ot ides and

aryl zink halogemdes), antimony containing reagents, arsenic reagents, barium containing
reagents, bases (organic and inorganic bases), biocatalysts (e.g. yeast, proteines, |
carbohydrates), bismuth containing reagents, boron reagents (amine complexes, boranes,
. borates, borohydxides, boronates, boron trifluoride complexes), bromine containing reagents
25 (e.g bromide ion sources, organic bromine compounds), cadmium containing reagents,
 calcium containing reagents, carboxylic derivatives (e.g. acid halides, amino acids, ureas,
anhydrides, carbonates, carboxylic acids, chloroformates, dicarboxylic acids and esters, esters,
hydroxy acids and esters, imides, keto acids, lactams, lactones, nitriles, unsaturated acids and
esters), catalysts (organic, inorganic and organometal catatysts), cations (e.g. acylium ions,
30 carbenjum ions), cerium containing reagents, cesium containing reagents, chiral reagents (e.g.
enolate auxiliaries, ligands), chlorine reagents (including inorganic salts, organochlorine
- compounds, perchlorates), chromium containing reagents (e.g. oxidizing and non-oxidizing
reagents), cobalt containing reagents (inorganic and organocobalt compounds), copper



reagents, oxidizing reagents, oxygenating reagents, peptide coupling
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contai ni ng reagents, carboxylic derivafives (e.g. acid halides, am no .
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acyliumions, 30 carbeniumions), ceriumcontaining reagents, cesium
cont dini ripargasifesalts and erigangmangangase compaings), menuicaeantaining reageste Gnotgagiands) |

chlorine reagents (including inargani¢c salis. aorganpchlorine c unds,
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hydrazides, hydrazines and hydrazones, hydroxamic acids, hydroxylamines, imidates, imides,

imines, iminium saits, isocyanates, isocyanides, metal amides, nitrates, nitrile oxides, nitriles,

nitrites, nitro compounds, nitrones and nitronates, nitroso compounds, nitroxides, oximes,

25  quaternary ammonivm salts, ureas, yna:minés), orthoesters, osmium containing reagents,
oxonium jons, oxygen containing reagents (including heterocycles), palladivm containing
reagents, peroxides, phenols, phosphorus reagents (including Horner-Wadsworth-Emmons
reagents, Horner-Wittig reagents, phosphines and phosphine oxides, phosphinic acid
derivatives, phosphinous acid derivatives, phosphonic acid derivatives, phosphonium saits,

30  phosphoranes, phosphoric acid derivatives, phosphorous acid derivatives), platioum containing
reagents, potassium containing reagents (inorganic salts and organopotassium compounds),
quinones, rhenium containing reagents, rhodium containing reagents, ruthenfum containing

reagents, samanmn containing reagents, selenium containing reagents (including diselenides,



sources, hydrofluorinating agents, organofluorine conpounds), gernmani um
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orthoesters, osm um containing reagents, o0xoniuun 1ons, oxygen containing
r eagent soppaundsdamaiglatrsk stanpanes] eddes, siatinanesi sifides andsekinides, wesigmtaddin

perqxi d LS. -Dhos r us _reagents (including,.Homer-Wds t h- Emmons
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The polymer for use in dosing forms may be any polymer

that is insoluble in the relevant solvents, inert to the reaction conditions, capable of being
compressed, with or without suitable adjuvants, to form fablets capable of disintegrating in
said relevant solvents, and able to reshape as beads after the dis:integﬁﬁon of the tablet.
25 A pre'ferredvpoiymer may be polystyrene or a functionalised
polymer based ont polystyrene or of another backbone. Based on polystyrene means that the
polymer may contain a polystyrene backbone that may be substituted or it may be a copolymer
comprising styrene or substituted styrene monomers. The polymer may be a linear polﬁer or
a polymer cross-linked with a cross-linking agent as will be known within the art. An exaraple
30  ofa suitable cross-linking agent is divinyl benzene (DVB).
Further preferred polymers in the dosing forms may be
functionalized polystyrene based resins such as polystyrene cross-linked with divinyl benzene
(DVB), including polyethylene glycol grafted resins such as the Tentagel® and Argogel®
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cross-linked with a cross-linking agent as will be known within the art. An
exanpl e 30 of a suitable cross-linking agent is divinyl benzene (DVB).
Further preferred polyners in the dosing forns nmay be
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 wherein X1 and X2 independently are N or O, and R4 and R5 independently are selected

from the group comprising lower alkyl and polymer-bonded equivalents ihereof. The
phosphine is preferably of the formula R'R’R’P wherein R', R? and R? independently are
selected from the group comprising phenyl, heteroaryl, lower alkyl, phényl—lower alkyl,

25  heteroaryl-lower aryl and polymer-bonded equivalents thereof, Preferably, one of these
reagents is bonded to the polymer. The reagent bonded to the polymer may be either the
phosphine or azodicarboxylate.

Dosing forms of this typé may be useful in reactions wherein acidic heteroatoms are to
| be alkylated, e.g. the Mitsunobu reaction, which is an alkylation reaction well-known to those

30  skilled in the art. The use of solid support linked phosphines in the Mitsunobu reaction is




functional i zed pol ystyrene based resins such as polystyrene cross-Iinked

wi th divinyl benzene (DVB), including polyethyl ene db\Beptengreaf20ed resins
such as the Tentagel (r) and Argogel (r) 16 Septenber 2004 WD 01168599

PCTI DKOWO®18%298 resins, |inear polystyrene, polystyren@CTdKmAH135
cross-linked with polyethylene glycol ithcluding the POEPS (Renil and

Mel dal, Tetrahedron Letters 37, 6185-88, 1996), and PCEPS-3 resins

( Buchar déesericbd\Nbder aliq inl@teletive dndKincaid] ‘Teimhedon 86ttrs 368001 PEBJ00) POl yst yrene
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achi eve special .properties of the_ beads such_as magneti ¢ properties by
addi t3 on of ﬁﬁﬂﬁ%?‘ﬁf{%@fﬁ?s PG s e dse F%?PB?PSiWheFﬁ%thWg@tomsm@é@

pol ystyrgngvRadd i cl es. (Scholeiki, |I., 10 Perez, J.M Tetrahedron Lett.
1999, 40:35§1-3534 and Prof Mark Bradley, Dep. of Chemistry, University of
Sout hanpt on, s esedrieadin,dhe wrmt TvereCalkylP nearseany Hraglchéd vramphiptiedTy,nikesi s”
February 9-11, 200Q). .In, anot dinent, there t | east one of

: her enb my be a
t he catal yst SAgPs fdythe teE‘Bn’bfft‘?rg@'éfP W%@Ydﬁﬁmlﬁééﬁ?ﬂﬁomﬁml y
bonded tg, }&-n%caj_ A Wq‘_ gvpuch 1S polyners containing reactants
~are listed by Leyﬂ%?dyéﬂfp Ley, %ﬁ{ﬁ et aA; J.Chem Soc., Perkin Trans. 1,
200010 3815- 41A5nsed herain ghefoenr pulymeotiomhide® equivaldies’ deandahyf cqnivaleay conpri se a
phosphi ne and.an.azo conp d of .the faormula 20 wherein Xl and X2
" nde pendeand Mbigk is phepmicalibyaed o begolymat peners trmigh.ane o el gps. r om
the, group CONP{icRiHAE; erf &y di =00 %ﬁﬂ%ﬂﬂwﬂgﬁfﬁ henreof .
The phosphine is pre#%’?%%fy o@%ﬁg&g&g%u a 2 erein X ‘Iéhgn R3
i ndependehich is apable eElissiciating thwmprotor, ayd wlpreio¥is seddcteg froe thel grolet er oar yl
| ower al kyl,. phenyl -|ower al kyl, 25 heteroaryl-lower aryl and
pol yrrer-‘iﬁ%‘i‘ﬂf’@g‘ggﬁtﬁ)’\él ents thereof Preferably, one of these reagents is
bondgd t 0.t heAp Rl Bafein, HiPtehRASERMRASH FotidSs iRy the
phosphene or azodi car t%xyl ate. Dosbi?’ng orns&g%laﬁ%?és%&?%él may '%gsg eful in
r eact i onef beingrpaotonated,dind whetsin ¥ds selectesirfeom the group comprising N, O, P, S. :
' As used herein, the term ‘solid reagent’ means any reagent which is solid at the
temperature at which the tablets are manufactured including polymer-bonded reactants as well

as reactants that are not bonded te polymers.

20 In one embodiment, the polymer may compose of a mixture of two or more polymers.
Mixtures of polymers may be used in the dosing form in order to obtain tablets with more
desired properties.

Particular a disintegrating agent may be included to enhance the disintegration of the
resulting tablets in a particular solvent. In principle, all disintegrating agents that are inert
-25 ‘under the conditions of the intended reaction may be applied. A preferred disintegrating agent
is dimethylated polyethylene glycol (DM-PEG), preferably DM-PEG with a molecular weight
~of about 2000 Da (DM-PEG 2000). Preferably, the amount of polyethylene glycol (PEG) does
not-exceed 20% by weight of the tablet, more preferred it does not exceed 10% by weight of
the tablet, suitably the amount of PEG in the tablets is zero. Preferably, the amount of other

30 tabletting additives as well does not exceed 20% by weight of the tablet, more preferred it does
not exceed 10% by weight of the tablet, suitably the amount of other tabletting additives in the

tablets is zero. | '

The choice of polymer or mixture of polymers used may be selected to enbance the
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enbodi nent, the polymer may conpose of m xture o nore polyners. :
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may be |§\$E‘ ?fggﬁ'?lb ﬁ%ﬁ‘%‘g]ﬁl’f‘é’? i sintegration of the resulting tablets in
a parti CU' ar ”Fl&!sane%‘fthepBinl%fﬁlﬁﬂdods@dm@}ﬂ)e disleMte@t@t i Ng agents that are
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- polymer beads may be seiected in the range 20-600 mesh, preferably 100-400 mesh

The formation of the tablels may be performed in an inert atmosphere in order to
20 prevent deterioration of the reagents due to oxidation by oxygen or absorption of moisture
from the atmosphere. As an inert atmosphere, any inert gas may be used as it will be known
within the area. Examples of gases for the inert atmosphere are nitrogen and argon;
Tablet fdrmaﬁon can be done using conventional tabletting techniques. A mixture
containing the reagent(s) and the polymer(s) may be foﬁﬁed into tablets by application of a certain
25  mechanical force, possibly after granulation, using a tabletting machine as it will be known
within the . |
Tablets may be formed containing various amounts of the polymer support for
exaﬁlple in amounts in the range of 5-5000 mg. The ratio of reagent(s) to polymer may be selected
with due regard to the intended use of the tablefg and the mechanical stability of the tablets.
30  Generally at least 50 7o polymer is needed, preferably 5(}—96%_ and more preferably 60-75%
| polymer based on the total weight of the tablets.
The tablets may be compressed to 2 desired form and size for example to fit in a device
such as a tablet dispenser.
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the flowability, blend uniformity, compressibility and dosing of the material, which again

- improves the uniformity in respect of dose, disintegration time and mechanical stability of the
tablet.

(U= (D

In another aspect of the invention, there is provided a method for production of a dbsing
form for at least one solid reagent for use in synthetic or analytical chemistry comprising
compression of polymer beads mixed with said at least one reagent and optional additives into
tablets each comprising essentially the same predetermined amount of said at least one reagent
embedded in a polymer matrix comprising beads of a polymer insoluble in the solvent for the
intended synthesis, and said tablets being capable of disintegrating in said solvent thereby
dispersing the polymer beads and the at least one reagent into the solvent, characterized in that the

ipolymer or a mixture of the polymer and at least one reagent is pre-treated with an aprotic organic

solvent and dried before tablet formation.
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suitable for the intended synthesis. The solvent may even be a reagent in the intended reaction for
instance if methanol is the solvent in a methoxylation reaction or if a mixture of THF and
methylene diiodide is the solvent for a table containing polystyrene and samarium metal powder to

generate samarim diiodide (Molander, G.A.,
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The drawing illustrate an experiment where a polymer and a reagent were compressed
into tablets and subsequently disintegrated in a organic solvent.

- Figure 1: SEM of polystyrene beads, 200-400 mesh, before tablet compression.
25  Figure 2: SEM of a powder mixture originaiing from the disintegtation of a tablet comprising
polystyrene and powder of Selenitm (CC-11 in table 1). | |

For Scamning Electron Microscope (SEM) pictures, the samples wete sputter coated
with gold/palladium and SEM analysis was performed using a Philips electron microscope
30 XL30.

In Fig. 1, the polystyrene beads can be seen as separate uniform spherical bodies in a

natrow range of sizes,
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di sintegration of a tablet conprising polystyrene and powder of Sel enium
(CC-11 in table 1). For Scanning Electron Mcroscope.(SEM pictures, the

sanpl es vexansautd er coated with gol d/ palladiumand SEM anal ysis was
performed using a Philips electron mcroscope 30 XL30. In Fig. 1, the

pol ystyrene beads can be seen as separate uniform spherical bodies in a

narr Ol\g ra&gnera pl'OC ures

All reactions were carried out under positive pressure of nitrogen. Unless otherwise
noted, starting materials were obtained from commercial suppliers and used without further
purification. Tetrahydrofuran (THF) was distilled under N, from sodium/benzophenone

20 immediately prior to use. Thin layer chromatography (TLC) was performed on Merck 60
Fa54 0.25 ym silica gel plates. 'H NMR and "H-decoupled “C NMR spectra were recorded at
500.13 MHz and 125.67 MHz, respectively, on a Bruker Avance DRX 500 instrument.
Unless otherwise noted, compounds were measured in deuterated chloroform (99.8%).
Cherical shifts for TH NMR are reported in ppm with TMS as internal reference. Chemical

25  shifts for *C NMR are reported in ppm relative to chemical shifts of deuterated solvents.
Coupling constants (J values) are in Hertz. The following abbreviations are used for
multiplicity of NMR signals: s=singlet, d=doublet, t=triplet, q=quartet, qui=quintet,
dd=double doublet and m=multiplet. LC-MS data were obtained on a PR Sciex APT150EX
equipped with a Heated Nebulizer source operating at 425 °C. The LC pumps were

30  Shimadzu 8A series running with a Waters C-18 4.6 x 50 mm, 3.5 pm column. Solvent A,
100 % water + 0.05 % triflnoroacetic acid, solvent B 95% acetonitrile 5% water + 0.035 %
trifluoroacetic acid. Gradient (2 ml/min): 10 % B-100 % B in 4 min, 10 % B for 1 min.
Total time including equilibration, 5 min. Injection volume 10 pL from a Gilson 215 Liquid
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Dimethylated polyethylene glycol (DM-PEG; molecular weight app. 2000 Da) was
purchased from Clariant GmbH (Gendorf, Germany) (Material was grinded in a laboratory
blender and sieved, particle size varies). Polystyrene resin was purchased from Rapp
20  Polymere GmbH (Tiibingen, Germany) (H 1000, 100-200 mesh, cross-linked with 1%
divinylbenzene). Diphenylphosphanyl polystyrene was purchased from Senn Chemicals
(Dielsdorf, Switzerland) (Cat. No 40258; 1.69 mmol/g; 100-200 mesh, cross-linked with 1%
divinylbenzene. Isocyanato methyl polystyrene (approximatély 1 mmol/g; 100-200 mesh
respectively 200-400 mesh; cross-linked with 1% divinylbenzens) was analogously prepared
25 toBooth, R.J.; Hodges, J. C. J. Am. Chem. Soc 1997, 119: 4882-4886, starting from
aminomethyl polystyrene.

Preparation of tablets

30 Agglomeration of polymer beads

- Polystyrene
Polystyrene (25.0 g) was suspended in methylene chloride (150 mL). The
polystyrene was filtered through a D3-frite by gravity and dried on the fiite at room
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am nonet hyl pol stﬁ/rene. Preparation of tablets 30 Aggloneration pol yrmer
beads .00:4.00); Phenylhydrazine hydrochloride/polystyrene (1.00:2.85

Agglomeration of mixiures of polystyrene beads and soluble reagents

20

Tetrakis(triphenylphosphine)palladium(0)/polystyrene
Polystyrene (10.0 g) was suspended at room temperature under inert gas in a solution

of tetrakis(iriphenylphosphine)palladium(0) (1.6 g) in methylene chioride (100 ml.). After 15
min, the solvent was slowly and carefully evaporated on a rotavap in vacuo (35 °C).

25 The following agglomerates were prepared according to the procedure described
above: Tetrabromo methane/polystyrene (1.00:2.87); Di-tert-butyl
azodicarboxylate/polystyrene (1.00:3.00).

Tablet compression

30
The dried agglomerated material was gently crushed by mortar and pisti! and screened

through a screen size of 710 pum and transferred to the filling device of the single punch
tabletting machine. For the tablets containing both fanctionalised polystyrene beads and a
mixture of polystyrene beads and a sotuble or insoluble reagent, the mixtures were
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resul ting t abjEgibsddedavi ng WAE%O@W A th offablep5 N.|Ciahinet sf wi t h
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17 Tabl e {&-Jabl el | es [RCT/ DK®L/ 00185 eddgd Proporlt Aggl orrer
Tabl et Ta%?et Crfas 1{2 Néferi al o?‘ pS a) 2 I on w§| ght di an%ptp strength
Met hod 1G/ O1Fn®I NM CC— 1SnC1‘ *2H20r5A2008app. 18 CCrZPdiC b)|7 7BZ508T
| CC-2 Pd/Cb) 77 B . 1250 8 15
CC-3 Pd(PPh3)4 86 B 100 6 15
CC-4 Pd(dba)ng(t—Bu)g 87 B 100 6 not
) o m@gsmed 1
lecs Ph-NHNHp*HCl |74 B 150 8 app. 20
CC-6 DM-PEG 2000 D) |90 A 100 6 18
WCCJ K9CO3 67 B 100 6 {app. 15
CC-8 NalOg4 67 B 160 6 varies
CC-9 Sm © 67 A 100 6 app. 15
CC-10 Sm ©) 77 B 100 6 app. 15
CC-11  |Se®) 77 B 100 i6 app. 15
cc12 [A19) 80 B 100 6 15
CC-13 |lnb) 80 B 100 6 15
a) PS = Polystyrene, 1% divinylbenzene (DVB), 200-400 mesh, Rapp Polymere (Tuebingen, Germany);
cat.-No: H 400 00
5
b) Pd on activated carbon; proportions: Pd (4.8%), H,O (57.8%); C (37.4%), IMC Johson Matthey, UK
c) Ratio: Pd(dba),/P(t-Bu), = 3.59 : 1.00; dba = dibenzylideneacetone, P(t-Bu), =
10 Tri-tert-butylphosphine (ALPHA)
d DM-PEG 2000 = dimethylated polyethylene glycol; molecular weight of app. 2000 Da; Clariant
GmbH (Gendorf, Germany) material grinded in a laboratory blender, particle size varies
15
e) Sm-powder; app. 40 mesh, Avocado
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15 Disintegration of the tablets

Evalunation of tablets

15  Disintegration of the tablets

The tablet was placed in a glass tube (16x100 mm) and treated with 2 mL solvent
(Table 2). The mixture was agitated by vortex mixing at a speed of approximately 500 Hz with
an IKA shaker (XS 125 basic). The progress of tablet disintegration was monitored Vlsually
20  Tablets were deemed to be firlly disintegrated when a dispersion was formed in the tube and
| no ﬁoxe lumps were present. The results are summarised in Table 2.
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The tablet was placed in a glass tube (16x100 mm) and treated with 2 nL

solvent (Table 2). The mixture was agitated by vort R SebsenhgrafO4e speed of

approximately 500 Hz with an | KA shaker (KS 125 basic). The progress of

tabl et diwWO®IE89ati on was nonitored visually. 20 Tabl ets reT@®Képends t o be

fully disintegrated when a dispersion wag formed in the tube and no nore

| unps were present. The results are summarised in Table 2. 25 30 35 16

Sept enber 72804 N téb?etg'g%'j&ﬂ;e,@m%ﬁ,gﬂgegrat ion of tablets in d

ffere:t solvents CodeCH2Cl2 THE Tol uene CH3CN DVSO Et hanol

seewi nnm nm noursours CGC 1< 60< 4.0< 17.0< 6.0< 150> 24*> 24*

CC- 2<10<1n-8<}-0< —nél5,‘3/0.0:/2 CC23<10<2 0O« 1. .0<4 0< 3 0< 12>24* CC- 4<

20< 4. 0< J5°0% 7. BREGR nftHRC 5 D O, > fBhanol

CC- 6<1804y- 010 -y r 10>24* >24*
—-0<-10< 125 0> 24*> 24*

CGS<20<5. eb-0<4-0<80-B>24x>h4x o0 0« 9de 1 gk 1 g
'CO-T . S -
G 10< 9dE 0< [ B8< 11562 4obi94+ 5P dID1< BT, 0B 250<1. 0<420>24* 04

CC-2 <10 <1.0 <10 <10 <15.0 <006 <3

CC3 <10 <20 <10 <40 <30 |<iz a4+

CC-4 <20 <4.0 <9.0 <7.0 nt nt jnt

CC35 <20 |<1.0 |<10 <10 <150 <12 P 2a*

CC-6 <180 |<79 <100 <20 <20.0 <033 <2

CC-7 <60 <4.0 <1.0 <1.0 <20.0 [>24*% |>24%*

CC-8 <20 <5.0 <35.0 <4.0 <80.0 >24% [>24%

CC-9 <90 <1.0 < 1.0 <1.0 <250 {>24% p24%

ffcc1o <90 <1.0 <10 [<1.0 |<420 [>24% [>24*

CC-11 <30 < 1.0 <1.0 <1.0 <420 {>24* [>24*

CC-12 <30 <2.0 <10 <1.0 <350 [=24% [>24%

CC-13 < 240 < 1.0 <11.0 |nt jnt nt int
] nt not tested
¥ not disintegrated within 1 day
Filterability

10
After disintegraﬁon of the tablets, the filterability of the formed dispersion was
evaluated by using different filter types. All tablets had formed dispersion that readily could be
filtered.
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Filterability 10 not tested not disintegrated within1¢ Seajenmer 20R6 / 00185
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di spersion was eval uated by using d| ffe5§nt filter types ets had
formed dispersion that readily could be iltered. 16 Septenber 2004 WO
01/ 68599 PCT/ DKOI /00185 20 Mechanical stability of the ]2 For the analysis
of the nddpehanical stahilityiafthepolymerhe pol ymer beads, tablets of a mixture of
pol ystyrene ‘and sel eni um powder were forned One tabl et was added to 2 nL
methylene 5 chloride and left until the tablet was fully di Si ntegrated. A
sanpl e of the malidmy: f ah; | &b

di sintegrated tabl et ah&grdef%uﬂt‘)jj ectg S% Rﬂp%ﬁgpgrg%sﬁgésﬁg hg a Iggl |ps

el ectron W@W@M@@@ﬂ&sﬁmmﬂﬂmv@ﬁ\mﬂb ﬂnhmdpﬁhytmtetm addedtta Dinlt rdethyfinat i on
shows .t ha articl es snoot h. round beads wi t hout visible
cr ack® Or@g@pp@&hﬁ@h&&&m q"ﬁ’é‘teg@@?%f t he poI yrrer after
disintegratio r
%@im?l@%fﬁﬁ oﬁ&n&"ﬂ)@ﬂﬁe ﬁh@%f heidPads S (ﬁéxﬂte E’aﬁg@ﬂ%ﬁe

wi t hout visible deformatioils and crac see
sel eni u_mmmdtoeqt@dtplﬁﬁénnalasswgthlhpsdwmmmcrdseopmcﬂwmr beads and as

ol o o oot Sl e ind S BleE RR G Sov int Ri el e
rochant CainodBIiRid biadd WABONOHsD ARG Alee hRTLED] per for mance o

enbedded reagents after aggloneration wth e and conpression to
t abl ébs 20 The SEM of the polymer afier disintegration of the fablet shows that the beads are

smooth and round without visible deformations and eracks. Further it can be seen that the

selenium powder is present as particles between the polymer beads and as such released in
total.
This analysis shows that the polymer beads are capable of reshaping after
15  disintegration of the tablet and that no mechanical damage is observed.

- Evaluation of chemical performance of embedded reagents after agslomeration with
polystyrene and compression to tablets
20
Example 1. Mitsanobu reaction by use of tablets comprising polystyrene, di-tert-butyl
azodicarbexylate and diphenylphosphanyl polystyrene in combination with tablets of
isocyanato methyl polystyrene

25 The resulis of the evaluation are summarised in Table 3. A detailed description of the

procedure follows:

2-(2-Phenylsulfanyl-ethyl)-2H-naphtho[1,8-cd]isothiazole 1,1-dioxide (entry 1).
Two tablets containing i total 0.22 mmol di-tert-butyl azodicarboxylate and 0.29 mmol
30  resin bound diphenylphosphine were added at room temperature to a solution of 2H-
naphtho[1,8-cd}isothiazole 1,1-dioxide (21.0 mg, 0.10 mmol) and 2-phenylsulfanyl-ethanol
(29.9 mg, 0.20 mmoi) in THF (3 mL). After stirring for 16 h, THF (2 mL) and one tablet
containing isocyanatomethy! polystyrene (150 mg, 0.15 mmol) was added. The mixture was



Exanple 1. Mtsunobu reaction by use of tablets conprising polystyrene,
di-tert-butyl azodicarboxylate and di phenyl phospbanyb Septeysiey26té i n
conbination with tablets of isocyanato nmethyl polystyrene 25 The results
of the ewa0 0B8N are summarised in Table 3. A detail ed dsspDKpi/doass of t he
procedure follows: 2-(2

Pheenyl sul f anyl - et hyl ) - 2H napht ho[ |, S- - cgj}li sot hi azol e 1, 1-di oxide (entry
1). Two tablets containing in total 0.22 mmol di-tert-butyl

azodi car b¥eddee2 hst69 "6g ingypsfidisred and washedl witle methyfmsehionide\(Bxd added

1" o o ARl 2P wilsh Ry Syl R iRt sl ooty
Labl et CoLalni g | S0cyanal OnE Myl- BoLyst 31 ene L To0. g 0o 15 HBCT et
added. T]tfgn th saltetds it t@@{ﬂﬁ@#@%@s BE@%C_M{‘I olid Xg%li]ﬁd?@et Sitieagel 21
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the mxture was stirred for 1.5 h. After evaporation he solvents in
vacuo, t Highdy yelinev needlesn rerryataliization from picdlsdethat @i 94 66).CHNMH 5398 gel 5
hept anel (P te = 5.1) f j 3]1. 9 f the desired

](or oguct as “a g&?iggi’%(%%é{’%B&%}lﬁ%@%y} E%ﬁgﬁﬁﬁ%@ﬁéﬁi@% (tagH,

anal yti cal=9R)1.47 (419N 73 =5k). gyl | }-0 S =

recrgst al li zg'?.ipjon %?ﬂyzﬂgﬁﬁﬁer'ﬁ?ﬁgﬁh&’ %)Ej ' ﬁlﬂlﬁﬁg@lg%] (gfq)' 2H, J=
8.0),104. 03 (t, 2H, J= 7.8), 6.53 (d, 1H J= 6.6), 7.27 (t, 1H J= 6.6),
7.36 (t, 2H, J=7.8), 7.47 (r‘r}krél), 7.74 (t+ 113, J=7.8), 7.94 (d, 1H J=
7.1), 8.05 (d,Thedollgwmg epmpoppdsiwere parnassdiaceprdivgio theduosedne desajhmded

accordin t - i ve, .Ihe.treatnment wth
trifluor %g%g%ijgi%am 8 g\;\‘ggﬁ %m g%é%ageﬁggﬁﬁtgﬁagsqngﬁ?‘gp%ﬁ rﬁl?fscoﬂmoméqﬁ?%/ 5 and
6. 1S 4- (2upPemdl6ul f anyl et hoxy) - bi phenyl (entry 2) was prepared from

2- phenyl sul fanyl - et hanol (0.20 mml) and bi phenyl acetic acid. (0.10
mml ). Purification by solid phase extraction (heptane/ethyl acetate =

o v Iour ity i g e hethe ) i T B b, e o 2 el o
col our | esthaneb(@l 20sminoly acirbislicaly] acetic a¢id. (DOMAbD! PurfRaler by 56lid fR8e O - ' H
NWRg 3. Se%ctrgétion (heptane/ethyl acetate = 5:1) furnished 27.9 mg (91 %) of the desired product as a
solid (LC-MS: 89 % UV-purity and 87 % ELSD-purity). An analytical sample was obtained
as colourless needles by recrystallization from diethylether (mp: 100 °C). 'H-NMR § 3.31 (1,
20 2H,J=17.1),4.18 (,2H,J=17.1),6.91 (d, 2H, J=8.5), 7.22 (t, 1H, J=7.5), 7.29-7.32 (m,

© 3H), 7.39-7.43 (m, 4H), 7.49 (d, 2H, J=8.9), 7.52 (4, 2H, J=8.0).

5-Nitro-2-(2-phenylsulfanylethoxy)-isoindole-1,3-dione (entry 3) was prepared from
2-phenylsulfanyl-ethanol (0.20 mmol) and 5-nitro-isoindole-1,3-dione (0.10 mmol).

25 Puzification by solid phase extraction (heptane/ethyl acetate = 5:1) furnished 33.0 mg (100
%) of the desired product as a solid (.C-MS: 85 % UV-purity and 80 % ELSD-purity). An
analytical sample was obtained as intensively yellow needles by recrystallization from
diethylether (mp: 113 °C). '"H-NMR § 3.27 (t, 2H, J=6.8), 3.9 (t, 2H, J=6.8), 7.09 (t, 1H,
J=7.3),721 (t, 2H, J=17.8), 7.38 (d, 1H, J="7.1), 7.98 (d, 2H, J=7.1), 8.58 (dd, 1H, J, =

30 83andJ, =2.1),8.60 (d, 1H, J=1.9).

2-Phenylsulfanyl-ethyl)-5-nitro-naphthalene-1-carboxylic acid (entry 4) was prepared from
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(d, 2H, 30 &1/6k599 5- Nitro-2-(2 phenyl sul fanyl et hoxy) -i soi ngergxbidedsone
(entry 3) was prepared from 2phenyl sul fagyl et hanol (0.20 nmol) and

5-nitro-isoindole-1,3-dione (0.10 rrrml) 5 Purification by solid phase
extraction (heptane/et hyl acetate = 5:1) furnished 33.0 ng (100 9% of the
desi red ;ﬂphhmﬂsuﬁenﬂ-@hﬂnotl(qz_([mnm)ﬁﬂ%W—qaphtha}enmidcﬂb%&b&@(&mﬁl ty). An
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acet at e .5}, 8)19f(dy 1 shed.53,18.66 (G dH, 36 84), OR26t(Acl ek B, pr oduct as a solid
(LC MB: 97 % UV-purity and 99 % ELSD- purity). An analytical sanple was

obtai ned as slight yell ow needles by recrystallization from5 diethylether

71-73 C , 7.22
Etrrp 11-L J—)7 f?wb ié‘g’"ﬁdkégl'ﬂé’lﬁ’gég'fg%gﬂwg Q’Z"(%"ég#%ﬁsjgpgﬂé‘rﬁgm L 7. 71
R T T “"f" Dol ﬂ“@féﬂi‘i“*f’“?é'ﬁﬂmm 7 B’ﬁ"”’i’;“ﬁfaﬂ‘?‘ﬁ"’?{ne
N -eln';n’r ﬁaf)s @hﬁﬂéfaa%tem 4 i%yiéﬂetaﬁwé sidel %&(623/ e -
(hept ane/ e?#u ﬁ% ace?ﬂﬁ}c{&@ ?9% %ﬁ%% L’ggégéHf‘Z 'foﬁ ?Egi%re@(r’;

product a:sz)ara 90i(t, 20CE-MRT), 4T (WooH Uit §.Y), 69&@%{{9&% 148 (@&IH)JFZ(Ygsl
2. 65 t, 21L J= 6.1), 4.07 2H, 6.1) 98 (d

2H, J— bl(ﬁ) 77291@3,(15}71&785)' 5 Es1H)1H ), 7. 29 (|n |H, J= 8.5), 7.76 (s,
1H) . 135 3- (4 Met hoxy phenoxy)-1-aza-bicyclo[2.2.2]octane (entry 6) was
prepared from 1- aza bicyclo(2.2.2joctan-3-0l (0.20 nmol) and

4- met hoxy- pherﬁ;ﬁ—ﬂ&tﬁkﬁymw)-i"%afbt@abMB ijaﬁél(fehﬁy haasprpired GohdT-
(heptane/ethyl acetate = 1) furnished 16. ;g]@e % of the de5| red
pr oduct RZaReysiol2. @@@%—33’% (%Qmml} ad A-methaxy- 19aamel)y Puriiqafipa g
.39 by solid phase extraction (heptane/ethyl acetate = 5:1) furnished 16.2 mg (69 %) of the
desired product as an oil (LC-MS: 37 % UV-purity and 87 % ELSD-purity). '"H-NMR g 1.39
20 (m, 1H), 1.54 (m, 1H), 1.73 (m, 1H), 2.01 (m, 1H), 2.12 (m, 1H), 2.77 (m, 1H), 2.87 (m,

3H), 2.99 (m, 1H), 3.25 (m, 1H), 3.76 s, 3H), 4.27 (m, 1H), 6.81 (m, 4H).
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20 (m1H),1.54 (in, 1H, 1.73 (nn, IH, 2.01 (m 111), 2.12 (m 1H), 2.77
(m 11i), 2.87 (m 3H), 2.99 (m IM 3.25 (m 11-1) 16Septenher 200b, 4.27
(m 1H), 6.81 (m 4H). 25 30 16 Septenber 2004 WO 0116899 23 Table 3

Resul ts oVOR#6$8Pe 1 (M tsunobu reacti on) PCTI DK01100185 PEE/PKOLIEET r at e
1Substrate 2ProductYield Purity Purity 9%@8&LSD% 1i ~~CQti08998 99 NH ~ 00
--\ 2 --U1-11-SI-CH P:-e-~) 9189 87 ,rYl- 3 NH A-~0OH10084 80 g N2
Nca9097 99 4 5i'~ NJ 61100 - ,u(GCMs) Ol i OH

Table 3 Results of Example 1 (Mitsunobu reaction)

Entry | Substrate1 |  Substrate 2 Product Yicid | Purity Purity
% uvy ELSD %
. O ©’s ~"on 89 o8 %
, O=5—pn 0
8 [ AW

[+] 0

o 1]
i ~— iy 90 97 29
4 OG o™ ('32
o7 oH o 'vﬂ::I
OH
i - -
5 ,@rg Ho T~ @Qﬂ A . (G{I:O.xqs)

5
Example 2. Acylation reaction by use of tablets containing polystyrene,
tetrabromomethane and diphenylphosphanyl polystyrene in combination with tablets of
isocyanato methyl polystyrene
10 Results of the evaluation are summarised in Table 4. A detailed description of the
procedure follows:

4-Morpholinocarbonyl-ferrocene (entry 6). A tablet containing 0.11 mmol
tetrabromomethane and 0.15 mmol resin bound diphenylphosphine was added at 0 °Cto a
15  solution of ferrocenecarboxylic acid (23.3 mg, 0.10 mmol), morpholine (10.7 mg, 0.12
mmol) and triethylamine (22.6 mg, 0.22 mmotl) in dry THF (1.5 mL). After stirring for 16 h
at room temperature, THF (2 mL) and a tablet (150 mg) comprising isocyanatomethyl
polystyrene (0.15 mmol) were added. The mixture was stirred for 2 h at 60 °C. The resin



k ~~ on 6110110" v 6937 87 '- NO N 5 Exanple 2. Acylation reaction by use
of tablets containing polystyrene, tetrabronmonmethand6&sgtember 2004

di phenyl phesh&asy! pol ystyrene in conbination wth tabl etgcpbroi/fAscyanato
met hyl pol ystyrene 10 Results of the evai ation are sunmarised in Table 4.
A detail ed description of the procedure”tollows: 4 Mrpholinocarbonyl
ferrocene (entry 6). A tablet containing 0.11 mol tetrabrononethane and

0. 15 nmolwasd8tenedandrivashed withyheihidenshibheridedd xabiodd, meth@ndl (1 a lamL}, andl ut i on

f f baxyl.i i d 3 0, 10 | hol i 10.,7 ng, 0.12
ol ) andoR Py ReT GHEA B1Q e softs g ot I R e B pestaion e
stirring pugified @y*ﬁoﬁ@ﬁhﬁs@@ﬁ?&cﬁﬁﬁ?ﬁe‘ﬁ%@%ﬁ'ﬁ@e&% =) @ P06 Bl @%ﬁ@ ad0)

conpri si ng i socyanat onet hy pol'ystyrene (0.1 mm%) wer e adde(ﬁ
m xt ur e \samange/browd sbid (LC-BAS:t 938O UN-piliity and D% BHSSentieyyp Hi-NMR4; 3.

$9(m,
01/ 68599 / 85, 24 s filt a i t h_ net hyl ene chl ori de
(1 x mﬁﬁr %%‘ngﬁ}“(zfz& {ﬁ}xﬂ??(&%fgﬁeﬂﬂ}w@%wdﬁ b1 x 2 nL). The
sol vents were evaporated in vacuo and the residue was purified by solid
phase extraction (heptane/ethyl acetate =1:1) to furnish 13.6 ng (45% as

N A AT A M T A L R R O
210, 9 mytoxy Yoo aeie o hungh g pis-cimesion anline k0 mapohs FrECGoRBY vas
pr epar ed shfi@Phde &a&éﬂbﬁnﬁﬁ%&étﬁylgeggte@lziyﬁmﬂbéd 74 ﬂ:g%%’.@'“ﬂ) @g%ﬂhsyxféa line

(0.10 rnnol ). Purificatio sol1d phase” extraction epta

acet a0e Ppiodict isu coleindsds dolidl (TUC-MS 68)% WV -phdityden 81ed HIBIPHodt) ! 'TRNMR 5

col ourl ess solid (3LC—|VB: 66 % W-purity and 81 % ELSD-purity). 'H NVR g
227 & 6H), 3:88 (s, 3H), 6.98 (d, 2H, J=1725), 7.13 (m, 3H), 7.31 [s (bmaSS, 1H]}, 7.89 (d,
2H, J=18.9). According to 'H-NMR, the main impurity is 4-methoxy benzoic acid, which

was used as starting material.

15 4-Chloro-N-(2-morpholin-4-yl-ethyl)-benzamide (entry 2) was prepared from 4-
chloro benzoic acid (0.10 mmol) and 2-morpholin-4-yl-ethylamine (0.10 mmol).
Purification by solid phase extraction (ethyl acetate/heptane/triethylamine = 5:1:0.1)
furnished 12.2 mg (45 %) of the desired product as a colourless solid (LC-MS: 98 % UV-
purity and 99 % ELSD-purity). "H-NMR § 2.51 [m (broad), 4H), 2.61 (t, 2H, J=5.9), 3.55

20 (q,2H,J=5.7),3.73 (, 4H, J=4.7), 6.75 [s (broad), 1H], 7.42 (d, 2H, J=8.5), 7.71 (d, 2H,
J=8.5).

Dodecanoic acid dipropylamide (entry 3) was prepared from dodecanoic acid (0.10
mmol) and dipropylamine (0.10 mmol). Purification by solid phase extraction (heptane/ethyl
25 acetale= lil) formished 20.4 mg (72 %) of the desired product as a colourless oil (LC-MS:
99 % ELSD-purity). "H-NMR g 0.88 (t, 6H, J=7.3), 0.92 (t, 3H, J=17.5), 1.26 (m, 18H),
1.5-1.7 (m, 4H), 2.28 (1, 2H, J=17.8), 3.18 (t, 2H, J=17.8), 3.27 (t, 2H, J = 7.8).

1-Morpholin-4-yl-4-phenyl-butan-1-one (entry 4) was prepared from 4-phenyl-
30  butyric acid (0.10 mmol) and morpholine (0.10 mmof). Purification by solid phase
exiraction (heptane/ethyl acetate = 1:1) firnished 17.4 mg (75 %) of the desired product as a
colourless oil (LC-MS: 65 % UV-purity and 92 % ELSD-purity). ‘H-NMR § 1.99 (qui, 2H,



2.27 (s, 6H), 3:88 (s, 31D, 6.98 (d, 211, J=7.5), 7 13 (m 3H), 31 [s
(broad), 111], 7.89 (d, 2H, J= 8.9). According to ﬁisﬂﬁi{’ienﬁtr?ézﬂﬁ‘iln
inmpurity is 4-nmethoxy benzoic acid, which was used as starti n(? mat eri al .
15 4- Chl O¥QON6§322 nor phol i n-4 yl - et hyI) benzami de (entry ZCHREOW&Har ed
from4- chloro benzoic acid (0.10 mml) #fnd 2-norpholin-4-yl-ethyl am ne
(0.10 mmol ). Purification by solid phase extraction (ethyl

tate/ h i ' 0,1) _f hed_12. 45 f th
desi r ed pfﬂﬁféﬁfi SRS Pas Gy o “éézﬁﬁmw&ﬁ%réﬂ b oELSD

t 7 H J=5 3.55 20
glirLlJX)S 7, E‘%/BIL?-XJ(tJI{S'E}')Ab@I Erlgﬁg):7%|‘%§9?¢§§ road 1H], 7, 42 (d, 2H, \(]9
8.5), 7.71 (d, 2H, J= 8.5). Dodecanoic acid di propyl am de (entry 3) was
prepared from

| |
Purification ‘ngﬁ’ %O‘:Eﬂ(’:i%fg"%}‘%ﬁ 8 i”ﬂ;??o}ﬁé'ﬁ?a(d ‘?)L‘%i?syl?gpr%@iﬁ%( il rlrmi))
f h LC- MB
ggr g}; EL g Bﬁ%%;ﬁdyﬁ&o&}ﬁc a@m% 10 Hﬁndi)?aﬁﬂze hﬁffgﬂgﬁgg efb@ggmgf %éﬁéa%f@ﬂy (
1.26 (m sDﬁhﬂ)phase]ﬁxﬁfadhci:l @mptaﬂeiﬁmyl a@etm=(1 1) Rirhistied 18. c&)ng (86 98 of the stiuedl =

was. pr epaRi S e %LS%@M%&:’%I{HVPW@ SR Lone Lent 1y 4)

0.10 t t g/ h t at
(0,10, TTONNGR P G820 o7 oy SPL SRR, K TAR 0T af RETEI ) oh:sf@iso.e.
(LC VB GHLGHRON.T0 (d, aH] J328.0), FLSAMN, 10T, Ut=).8), smmmm J= sm),(sm (d, aH,J16

Septenber 20 8)4 WO 01168 99 PCT/ DKOL/ 00185 25 J= 7.5), 2 31 (t J=7.8),
2.68 10 2p8) L5 (ds ) H, I =3§.5),09. 322[F1(br93d)411§} Acgonding to H Fmpyncﬁ

2H, J= 7 %m&

Bi phenyl Ighebég%&ik%}b xiié#%d%yvrz ?entr ) was prepared from 4-

. 5 bi phenyl carboxyllc acid (0. 10 mml) and 2-am nopyr|d| ne (0.10 nmol).
Purificat SO hase extraction (heptane/ethyl acetate =1:1)
furnlsheod"'%" "‘Ff’é"‘(flélé‘"“}g%% éf@ @eted  product as a slightly brown solid
(LC Ms: 43 %9 Wpurity and 72 % BLS))-purity). 1H NVR g 7.14 (dd, 1H J=
7.1, J=5.2), 7.41 (t, 1H J=6.8), 7.48 (t, 2H, J=8.0), 7.65 (d, 2H, J=
8.0), 7.70 (d, 2H, J=18.0), 7.84 (t, 1H, J=7.8), 8.13 (d, 2H, J= 8.0),
8.32 (d, 1H, j 10 = 3.8), 7.52 (d, 1H, J=8.5), 9.82 [s (broad), 111.
According to "H-NVR, the main inpurity is 4-Dbiphenylcarboxylic acid, which
was used as starting material.

Entry | Substrate 1 | Substrate 2 Product Yield | Purity | Purity
% |UV%{ELSD%

1 \OJ@(”“"“ \5’ Qm 29 66 81
O

2 Q,@i o AT a)@’&“\’g 45 98 99
3 o AU 7 - 99
C

I
WO 5 65 92

5 Yo W L 6 s
OO @J@k

45 98 99




Tabl e 4 Results of Exanple 2 (Acylation Reactlon) Entry: Substrate
1Substrate 2ProductYiel dPurityPurity - , ""YO 29 66 46 Sepleier?0a4 98 99 3
J 72 - 9%woaitwdse40) 75 65 92 1 0 6 66 43 72 5 6~ "' ~45 98 FPrkbkeifeignber
2004 WD 01/68599 PCT/ DKO1/00185 26 1. A dosing formfor at [east one solid
reagent for use in synthetic or anal ytlcgﬁ 5 chem stry being conpressed
tabl ets each conprising essentially the sane predeterm ned anount of said
at | east one reagent enbedded in a polymer matrix conprising beads of a

pol yner i le in the solvent for the intended synthesis, and said

tabl ets being Ccapable of disintegrating in said solvent thereby dispersing
t he pol yner beads and the at |east one reagent into the solvent,
characterised in that said tablets conprise | ess than 20 percent by weight
of 10 poI yet hi1&f §Q§@If0r@tlewedgbﬂr@gm{mmemyﬂthegcbﬂmmﬂﬁicm 1,

i ended soﬁgsda"b*ﬁ?%ﬂﬁ%ﬁ%&'}e&&-féfab' SRS PU DerOEleRBe (o, any

of cl ai neardewt of fwid mm bsadagdt EBEAdbAR NRIYHE matfR kb ﬁgﬁﬁ%éﬂﬁ Bral

pol ymer selected pol ystyrene, a polyner having a

conpri si mRPLENsHE u@?’%@BWIN@Qﬁf@ﬂh%tﬂhﬂdﬁbsmﬁfWﬂmd saﬂdaiﬂbtyl'mlamg Eﬁ%ﬁlﬂﬂd)ﬁh i ng
t NOMEr S.. PO repe crosslinked wit
R T C %&P@W}h SHtdest gaeeagent

i ncl udi ngintohthe REYERS, m&m&m&@ﬁm}m{oﬁgﬂ 20 el%ellm, ¢ nked
W th poI ylg)os}lett)ﬁj;lyl egrie pol yet hyl ene gl ycol gr ftegﬁrem ns, po yﬂéeig%y(i ene
ene glycol. _

2. The dosing form according to claim 1, characterised in that the tablets are capable
of disintegrating in the intended solvent within 10 minutes,

15 3. The dosing form according to any of claims 1-2, characterised in that the polymer
malrix comprises a polymer selected among: polystyrene, a polymer having a backbone
comprising styrene or substituted styrene monomers, copolymers comprising styrene or
substituted styrene monomers, polystyrene crosslinked with divinyl benzene, polystyrene
cross-linked with polyethylene glycol including the POEPS and POEPS-3 resins, polystyrene

20 resins cross-linked with polyoxybutylene, polyethylene glycol grafted resins, polyoxyethylene
polyoxy propylene resins and polymers co-polymerized together with magnetites or
maguetites captured in highly cross-linked polystyrene particles.

4. The dosing form according to any of claims 1-3, charactexised in that the polymer
25  mairix further comprises an additive.

5. The dosing form according to claim 4, characterised in that the additive comprises
a disintegrating agent.
6. The dosing form according fo claim 5, characterised in that the disintegrating agent
30  ispolystyrene or dimethylated polyethyleneglycol having a molecular weight of about 2000
Da (DM-PEG 2000) or higher.

7. The dosing form according to any of the claims 1-6, characterised in that the



pol yoxy propyl ene resins and pol yners co-polynmerized together with
magnetites or magnetites captured in highly cross-|ilhieatesdiey 2004 ene
particles. 4. The dosing formaccording to any of clainms 1-3, characterised
in that tWO&EBPAer 25 matrix further conprises an addi t POBDKSL/00IBR® dosi ng
formaccording to claim4, characterisedy4n that the additive conprises a
di sintegrating agent. 6. The dosing formaccording to claimb5,
character{aggd in that the disintegrating agent 30 is polystyrene or

di met hyl a neglycol havi ng a nol ecul ar wei ght of about 2000 Da

ry Pfﬁa?ii??ér. Jﬂ%'d%‘ﬁ forf b BRGEARAAOL B0 BLBEE07 Wach i @in Bl ) 00755
27 t abl et mageneisinacaliblt B alnldse neloilble TdligRodeR0fod whi-hifhe @Blststire ifkhided.ai s

1-7, characterised in that the reagent is non soluble or alnbst non
soluble in the solvent for which the tabI ets are intended. 5 9. The dosing

form agcor di N99 ! fhe¥dlin gfforhi‘&c&ldﬂi e ln C‘%élm ca §Syﬁfiﬂcté'%eaq€&auﬁ%£@)m ng

reagent is a reagent t 'S use esi s

f or m accoredgend) istaxeageat thatdis nedabledn theriicd dynthesishat t he solid reagent is
sel ected anong the foll owi ng reagent types: Acetoxylating reagents, acid
acceptors, acid 10 catal ysts, acrylating reagents, activated ester

reagents, aCt'Fyt'I'hQQO£1E RRf dbcordinl to APY) chftiet el . Brat BEXbIR deithnt BAOCEN S,

acyl ation catalysts, al I zation reagent’s, ene additron
al kene rretd&ctﬂésmmngaheafoiletmgredgemnypmtmagowm@ﬂnta,ldcﬁacbqﬁmmmcﬁht al yst s,

al koxj de ses, alkylating reagents, al ation, catalysts al kynyl ating
reageirﬂ s, 0"25}’%%%{3%61’%% m’%aﬂ"'fﬂ' %’&s geag Wyaf“i“% cat al yst s,
am de bas ﬁz"‘ﬁ' ysts,

am ne bases, am nmy ati ng te Igag?#%ﬂam nonet 1’? t| n’g reagen?6

anphi phi | ieagdnid, elkencopbiathisis catalysis| alkenylhing IeagenBadEmyhuonnamlysla,cmkoxme on

reagents,, annu i.on rea arene al kyl ati.n rea ar senati ng
reagent s, P&FY F & F2g @Q‘ﬁa&f:’ F%taf" a@é’P& YEPQPEB‘W%‘H%@I ysts,
azi de sou

ﬂBﬁ&ng%a%%ﬁts wﬁeatag %ﬁ&msesbmamué : o a@ﬁggén%s

boryl ati ng “reagent’s, brom nati of reagents, Bn nsted-
car balfoy| aminatjon exéaipts, smirR(bases; tmmea]hyl@mglsagmts uambnmﬂylanmatg refgensagent s,

and oat ol FuPSPRE AseRRFAP A BRIBRLEL e Star BYpIoR oS, axaton o

reagents, arene alkylating reagents, arsenating reagents, arylating reagents, arylation catalysts,

antoxidation catalysts, azide sources, bases, benzyne precursors, bis-annulating reagents,
borylating reagents, bromination reagents, Brensted-Lowry acids, carbamoylating reagents,
20  carbene precursors, carboalumination reagents, carbon nucleophiles, carbonyl alkenation
reagents, catbonylation reagents and catalysts, carboxamininylating reagents, carboxylation
reagents, chelation reagents, chiral reagents, cleavage reagents, condensation catalysts,
cross-coupling reagents, cuprating reagents, cyanating reagents, cyclization catalysts,
cyclization reagents, cycloaddition catalysts, cycloaddition reagents, cyclopropanating
25  reagents, dealkylating reagents, decarboxylating 'tea.gents, dehalogenating reagents,
_dehydrating reagents, dehydrogenating reagents, dehydrohalogenating reagents, deoxygenation
reagents, deprotection reagents, derivatization reagents, desilylation reagents, desulfirization
reagents, diazoalkane reagents, diazo transfer reagents, dihydroxylation reagents,
elimination-inducing reagents, enolate equivalents, enophiles, epo:cidizing reagents, ester
30  hydrolis reagents, esterification reagents, fluorinating reagents, fluoroalkylating reagents,
formylating reagents, glycosylation reagents, guanylating reagents, halogenating reagents,
heteroatom nucleophiles, heterocyclic synthesis reagents, homoenolates, homologating
reagents, hydration catalysts, hydride donors, hydroaluminating reagents, hydroborating



reagents, chelation reagents, chiral reagents, cleavage reagents,
condensation catal ysts, cross-coupling reagents, cuﬂgéﬁpﬁwﬂﬁéagﬁﬁts
cyanati ngvg engsst s, cyclization catalysts, cyclization rpegPROE00ISS
cycloaddition catal ysts, cycloaddition rgagents, cyclopropanating 25
reagents, deal kyl ating reagents, decarboXyl ating reagents, dehal ogenating
reagents, dehydrating reagents, dehydrogenating reagents,

oagent sy ol ok TacLon T casent S Ges Y\ i oo eagent s dest Tl zati on
reagent s, &?’63{% Qﬁ‘gﬁ‘?g ol Sé“?{ﬁ‘f y#’é‘i‘%‘?ai? reagegh ‘Eﬁ%ﬂ@fmon
cpoxi di ifﬁ%ﬁ%ﬁ%&ﬁ%@g@ﬁﬁé%&%%mﬁﬁﬁﬁ%ﬁ‘%%gﬁﬁﬁe B engent s,
f | uor i natisomerizaberecatalysis, ketsno pltekytbars, Iegvis aadreantl basesf metalaking reagentgagent s,
et ¢ o5 ba b BRTiaeLts: DAY BRLFaRE Ui P aayaree aGRE cRabatses,

horol ogatyfidfiacl dBAGS MifratinpidaghisORttr6akiak Yebents, AUEl S
hydr oal um naatwf ng reagents, hg}dr oborat i %g 6 Sept Ebn‘%%rdaZ lgs[e%noll 68599

PCT/DKC!K@@nﬁﬁﬂuﬁﬂon@a@éﬁﬁﬁwahh@n@@WhEMHoxﬁhhwea@nphngxﬂmwnhuﬂmmmuygzﬂw;mm

car alyst ORGRRI BRI EPUE <hibiaeabenin, e ot %ﬁ’srssca%qd”’ﬁﬁnnmf's

reagents reégéﬁcsowﬁid@w rAdthlNEah @2 HERbRomdIEAABERIAN! Wb Beng

| sonmeri zation catal ysts, ket ené precursors, Lew s acids and ses

net allft i n@nﬁmmaéyst%phmomm&agem plma@umlanngmgﬂptsaphﬂspmné@@mmts,

M chael a M cha cat al donors, nit ratl ng
‘reagents P %ﬂff?ﬁo gﬁﬁ@ g‘ﬁt{?f’ &é?ﬂg??ts’ -

oli 90”9“ a'r%‘] @%dﬂdﬁbﬁlot@%hﬂ@:’ehgﬁtscﬁﬁﬂbﬂgéﬁl
reagents, oxidi zing reagents genatlng reagents, peptlde coupllng

r eagent s cajalystse rqanan@mt rragaity lﬁdé?mg e@gaxts mcotmmwagm ring eergetion
tranS|t|onrreaI i gands trlflu reagent s | ati

r eagent s, T4 TN %f&ﬂ'aﬁﬂ %Fﬁagmt‘" % ‘“ﬂﬂ‘ag‘a émfaﬁﬁi‘ﬁﬁ’ﬁgﬁ’gﬁ g
reaggpts ﬂ&ﬁ?ﬁﬁﬁﬁi‘éﬁh@iﬁ ISELfERRHAN éf;entﬁ)*%ﬁ% TaliN, ?éag&ﬂs %ﬂiﬁﬁr’lﬂlﬁg reagen
phosphoryl ating reagents, photo oaddi ti on reagents, propargyl atl ng

r eagent s sulfirsting reagents, @é@@gmaawmhmwam reagaybnthigetherification
rearrangepent atal.ysts rearrangerrent reagents, reducing reagents,

resol vi nd'e‘?gglﬁ eﬁf?ﬂbﬁ( g traction reagents, ring expansion reagents,

sel enenyl ati ng and sel enurati ng reagents, silylating reagents, 15
stannyl ating reagents, sulfenylating reagents, sulfinylating reagents,

sul fonyl ati ng He ed@@gfwm@gﬁgmgbmclmﬁlﬁ,&hmmedmﬂ:at@t:u ng

2000 S otk AEYADC fbcleR ANERE Secrhl) 25 VB bR 3hlr i LSRRGS, aeBhD™ 1Y

and alkoxides, aldehydes, alkenes, alkynes, allenes, aluminum containing reagents, anions
(e.g. acetylides and aryl zink halogenides), antimony containing reagents, arsenic reagents,
barium containing reagents, bases (organic and inorganic bases), biocatalysts (e.g yeast,

‘proteines, carbohydrates), bismuth containing reagents, boron reagents (amine complexes,

25  boranes, borates, borohydrides, boronates, boron trifluoride complexes), bromine coniaining
reagents (e.g. bromide ion sources, organic bromine compounds), cadmium containing
reagents, calcium containing reagents, carboxylic derivatives (e.g. acid halides, amino acids,
ureas, aphydrides, carbonates, carboxylic acids, chloroformates, dicarboxylic acids and esters,

~esters, hydroxy acids and esters, imides, keto acids, lactams, lactones, nitriles, unsaturated

30  acids and esters), catalysts (organic, inorganic and organometal catalysts), cations (e.g.
acylium ions, carbenium ions), cerium containing reagents, cesium containing reagents, chiral
reagents (e.g. enolate auxiliaries, ligands), chlorine reagents (including inorganic salts,
organochlorine compounds, perchlorates), chromium containing reagents (e.g. oxidizing and



11. The dosing formaccording to. any of the clainms 1-10, characterised in
that the 20 solid reagents are selected anpng: acet dPseptambeps 200hcl udi ng

i norganic Lewi s acids), alcohols and al koxi des, al dehydes, al kenes,

al kynes, WIOM#8¥? al uni num cont ai ni ng reagents, anions (EBCHEPKEHAPF | des
and aryl zink hal ogeni des), antinony conbgi ning reagents, arsenic reagents,
barium contai ning reagents, bases (organic and inorganic bases),

bi ocatal ysts (e,g yeast prqt ei ns,. carbohydrates), bisnuth containing
r eagent s, IPRPEKIZNETGagRnls eaﬁﬁ?#@n@w pRgsats Guprgaicandorzangeehali gompounds),

bor ohydri g‘g‘;p a{@@ﬁ) b ok A gg 99@] | ni ng
reagents ( .g.rp%gom e, ?‘g‘f])ég@ﬂtr"é%@& orjggﬁﬁlgg’%%éﬁ?ﬁgso%poun S), fal M um
cont ai ni nerbivme ageaining rexgents, etherofidchidingepoxiieg eud Isaloatleil b, icarogium vat i ves
(e.g. acid hali ,N0, aci ds, areas, anhydrides, .carbonates, carboxylic

s, am
aci ds, chre@sm%&ﬁ%@s@dgﬁ@a%%@ﬂﬂwee etjes, AHprinssoptining ragisdmcuding, xy
aci ds and s B }{Rﬂ drdthilo ' : bt dnGsn
unsat u?at eﬂg&%%%lgglsbs a’ﬁ% estersj, C ?%1%3;3%@8?8?%%%0@%@9%% ¢ and
or ganonet a?nt_maj_;nglrmnt},, go?:hctdntaimpg meagents, hafpivin ooritainig trmeﬂuﬁ,malm:munnm}s, t
ceri.um copt ai ni agents, cesium containing reagents, chjral reagents
(e.g. enoPHFwc ‘8% @%&%P%gxyg%%\lﬁﬁ)aﬂge SIFR atP@édEaP%I‘% PH’Ié’L?}E}P#Qm’?\or gani ¢
salts, Opx&ERL ry 5 : ' k0l Ng
Ceagonts fort) yégéi‘?’dﬂiygiﬁ%%qg ol lggﬁ%dggiﬁye@&%ﬁoi L\V\oﬁ%lé}/?g%% SRR 00165
29 non- ogr]agmtmgodimgémtaiﬂl)lgreagﬁm (hm@ﬁdgonmgﬁwm,c agd)
or ganggcobal t cogpounds), . .copper reagents .r) and, canmpounds) ,
cycl oﬁ‘fop%@?@ g : 2 goniufing gﬂts’éf‘%'l cﬁﬁj%r&?%ﬁ“ﬁé’qc ts,
ethers (i ﬁﬁk%!a?%dﬁa%ﬁr da Q%hd El%aﬁéifbn%hﬁﬁhﬂﬁé?, KRIHE st kefRHE ARIVARVECRIGHRES

Fi scher and Schrock carbene conplexes, fluorine containing reagents
(i ncl udi n{ncleding diketoes, haln ketoues; ketp ativsians dstaps, qnimdnesgo, i gasdiarated ketones),

(r)reggg(r)lI L?Pahh}gﬁid%%@aundisf%ﬁgﬁ%g]@g um@cgnt.a%?%g%%ﬁa1 %gt si .Eoléjg?gégt ai ni ng

(ni t r ogentithy 96ainiigréagbnts ARcko@hib SditsHRE 6 émﬁﬁmwﬁgl' oiHAd) Imagnest

pol yhet er oat onmi ¢ het erocCycl gg) ,geémlydri des i(Egc?glrrpl ex hydri dggg andeiﬁ%l(])lrgani C
hydri tes) cortguimgseagents (inonginiorsalis@nd evgagomagesinm coorpounds), mpngawgent s

(i ncludi ng_i.adi de ior}ﬁ our ces L nati ng agents rganoi odi ne, .

| od 10
Conpounds FORtAIng FerEetls RRORERmS kel and Shemommizinese SHBr iR, TEEBL pblaining
(I ronad ng?’agérﬂ@( mgﬁp&: i ncl Udﬁga{s}ﬁb&l&i&s}:m Xm%gén%gqﬁlket 0} &

ket ene derivatives, ketones ing di ket ones, halo ke aci ds

and est er srowasithess)emolybdenuonroataining redgenét (nmzganic salis mderganimalyhdesimi ng

Concai ni nirRaEn: Bof RhRpede R Rt PRl A bR R,

nMagnez) Unhiobium containing reagents, nitrogen containing reagents (including amides, amidines,

l®)

amines, amino acids and derivatives, ammonium salts, azides, azo compounds, carbamates,
cyanamides, cyanides, diazo compounds, diazonium salts, diimides, disilazides, enamines,
guanidines, heterocycles, hydrazides, hydrazines and hydrazones, hydroxamic acids,
hydroxylamines, imidates, imides, imines, iminium salts, isocyanates, isocyanides, metal

25  amides, nitrates, nitrile oxides, nitriles, nitrites, nitro compounds, nitrones and nitronates,
nitroso compounds, nitroxides, oximes, quaternary ammonium salts, ureas, ynamines),
orthoesters, osmium containing reagents, oxonium ions, oxygen containing reagents (including
heterocycles), palladium containing reagents, peroxides, phenols, phosphorus reagents
(inclnding Horner-Wadsworth-Emmons reagents, Homer-Wiitig reagents, ﬁhosphines and

30 phosphine oxides, phosphinic acid derivatives, phosphinous acid derivatives, phosphonic acid
derivatives, phosphonium salts, phosphoranes, phosphoric acid derivatives, phosphorous acid
dertvatives), platinum containing reagents, potassium containing reagents (inorganic salts and
organopotassium compounds), quinones, rhenium containing reagents, rhodium containing



15 contai ning reagents (inorganic salts and organomagnem um corrpounds)
manganese containing reagents (inorganic salts and afese

conpoundwg ep@seUry contai ning reagents (inorganic sal tsP@nﬂK@f/qagg)nercury
conpounds), netal conpl exing agents (i ncé(gdi ng crown ethers), nolybdenum

cont ai ni ng reagents (inorganic salts and 0rganonol ybdenum conpounds),
ni ckel containing reagents (inorganic salts and organoni ckel conpounds), 20
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sul . feny |reztg%his OfBadiGil Joh&aﬁng\fedg (@ichidnd mbighhid §zﬂts ad hhddiirh B8RS -

sul fi nates, sul fi tes, sul fonam des, sul fonates, sul fones and netal at ed
sul f ones comwpmeds) Fenert ehntainiag 1@gentth yudesdeetmm fnseriiey phesphomis agd Silfimy |

azi d%ﬁ sy des nﬂeﬂﬁéﬁ%ryog i Sr%laée%&%/ . haI | desg Sy fOnﬁéorgamc salts and

organozine reagepis), zirconium reagents (inorganic and organozirconium reagents).

12. The dosing form according to any of the claims 1-11 characterised in that af least
one reagent is bound to the polymer.
25 ‘ )
13. The dosing form according to any of the claims 1-12 characterised in that the
reagents comprise a phosphine and an azo compound of the formula

0O 0
4\X1JLN:N ,”\X;RS

wherein X1 and X2 independently are N or O, and R* and R® independently are selected from
30  the group comprising lower alkyl and polymer-bonded equivalents thereof.




hydr azi des, sul fonyl isoeyanates, sulfoxides and netal ated sul f 0)ddes,

sul foxi m nes, sulfuranes, sulfiurating reagents, sullBdepeangs@004hi azol i um
salts, thioacetals, thioacids and derivatives, thioacylating agents,

t hi ocyanX@81/é83#P i sot hi ocyanates, thiolates, thiols), tarRA/RRITVOBIN ai ni ng

reagents, telluriumcontaining reagents,sjhalliumcontaining reagents, tin

containing 15 reagents (including distannanes, halides, inorganic

conpounds, netal ated stannanes, oxides, stannanes, sulfides and sel eni des,
unsaturated tin conpounds), titanium containing reagents . (inorganic and

organo titani [%&FIE 1500 b A ‘

cont ai ni ng r??@ggﬁ, ang%ia%%g%%%ﬁ;? ni nggaér%zlgggtg%{ S (I E\ﬂi:a?tdl&ﬁ]lg I'n roézgﬁﬁ' C
sal t s anczvasapoukhiobgaled tethepolynets.) , xenon cont ai ni ng reagents, ylides
(anti nony, arsenic, phosphorus and sulfur 20 ylides), ytterbium containing

reagents, zinc containing reagents (inorganic salts and organozinc

reagests), 21 IGoRhdMdRARRR hSdrdiNR IR oF aRLiRS 319 Th AR RPAGARLS) . 12

The dosing form according to an e al s acteri se n that
at | east phosphinsdagfihe forgniboR B whéreinR| B/nmd R? Rfdepéhdeifhyeard scléotgl fran the

according to any of the clains 1-12 characjierjsed i hat the_ reagents
conpr | seg%‘)%%%%mswg t%%vleﬁ}%&ﬁﬂ%ﬁl@h@ﬁ%@éﬂﬁ@a}w@www U RS
wher ei n Xbd dBHmbR bbRiaRaRNSRsYhdéd, N or 0, and R4 and RS independently are
selected from 30 the group conprising |l ower alkyl and pol yner-bonded

equi val ents thereof. 16 Septenber 2004 WO 01/68599 PCT/ DKOLl/ 00185 31 14.

The sing for cording to claim13 characterised. in that the phosphine

or tHY azo co‘?p@ﬁwgo% B AEPTIBE 14y ﬂwiqmi . ehﬁga%aeﬁgnibafme

accor di NGeddanRt¥mbt h&BndlSatkdh el afiaer i sed in that the phosphine
B P RO

is of the 10 erein R, ‘R3 independently are sel ected
fromthe group conprising phenyl, heteroaryl, |ower alkyl, phenyl-Iower

al kyl, heteroaryl:|lower aryl and polyney-honded. equi valents thereof 10 16.
The dosi ng fora]r?T @%@W&ﬁﬁ?@ﬁ&%g’@%@@%aﬁ%“t& ‘El'i%tg’&PZ‘P@&ﬂ"Fn t hat
the reagphis oWPpdipRed Phosphine and carbon tetrabrom de. 17. The dosing

formaccording to claim 16 characterised in that the phosphine is bonded
to tHé pol yner. ‘ '

18. The dosing form according to any of the claims 16-17 characterised in that the
phosphine is as defined in claim 15.

19. Use of a dosing form according to any of the claims 13-15 in alkylation of acidic
20  heteroatoms, preferably through a Mitsunobu reaction,

20. Use of a dosing form according fo any of the claims 16-18 in acylation of basic

heteroatoms.

25 21. Use of a dosing form according to any of the claims 1-18 in synthetic or analytical
chemistry.

22. Use of a dosing form according to any of the claims 1-18, in parallel synthesis or
split and mix synthesis or combinatorial chemistry.
30
23. A method for production of a dosing form for at least one solid reagent for use'in
synthetic or analytical analytical chemistry comprising compression of polymer beads mixed
with said at least one reagent and optional additives into tablets each comprising essentially the



15 18. The dosing formaccording to any of the clains 16-17 characterised
in that the phosphine is as defined in claim15. 19.168sgtesbes2884i ng form
accor di ngvo oi/e8399 of the clainms 13-15 in al kyl ati on of aci BCT/DKM/00185

het er oat ons, preferably through a Mtsung?u reaction. 20. Use of a dosing
form according to any of the clainms 16-18%i n akyation of basic

heteroatons. 25 21. Use of a dosing formaccording to any of the clainms 1-1
8 i n syntsameipgedsicrapingdaniant of eilntlestrone réi@entombeddedan d pelynger iy accor di ng

Synt hest BsEAREs o4 R fRLbic & g todvelt R e thisad RSB B M of a
dosi ng f aaifleds BeinglcapAAs bf @EREAkihg il AROSNent ﬁére%&@&sméﬂgﬁ%d:ﬁ%&%%sa i

anal ytical analytical chem stry conprising conpression of
m xed wiand thenatdeast onasgagenbinto thesolwent, chadacserisedrin that tetipollyresr or aoixtuabbPt S

each ¢o L sing _essentially the 16 Sept er. 2004 . WD 01/ 68599 2
ot DR Bt Aol heS SRERER ol eont i e il 1 St et lpen) ud s et
enbedded Hefora tahdt YoRatioat ri X conpri sing beads of a polyner insoluble in

the solvent for the intended synthesis, and said tablets being capable of
disintegrating in said solvent thereby dispersing the polyner beads and

the at | east eagent, i nt q.the sol nt,.chatacteri sed in that the

pol y{rer '?dra,ﬁl a Orﬁﬂgg‘h?g% °d5§°P?F§‘ﬂ§Q? %igﬁhhg}cwrégﬁgfn@ﬁéggg?gg?ﬂi@t t
re-trea ég‘m@g;bnam B BBy h§flat

Pormation. 4. The net hgggég?:cord?ﬂng to ciggi r‘?g , Char aclteri@%sgrd "%ﬁt&t%t t he

pr e- ti0eatapEatic orgmipsalveay and syhs drjimgsaidpolymep or mixtivetafipelyoier thd pol yner
and at | n e in.an 10 aprotic organic solvent and subsequently
drying s?@%@f’%ﬂ%&%ﬁt rl:t?rt‘e of polymer and reagent before tablet

formati on. 25. The nethod according to claim 23, characterised in that the

pre-treatnment conprises suspending the polynmer or a mxture of the polyner
and at | east okfeThemepdind dcpordingieclaim 23,icharacierised i that/éin presreatment a r eagent

Th
G ssol ved PR B E ek nOVERE AR O B SRt gt 1ot Bl gtas i ¢

15 aprotic organic solvent wherein a reagent soluble in said solvent is dissolved, and subsequently

depositing said dissolved reagent with said polymer or polymer reagent mixture by

evaporation of the solvent before tablet formation.

26. The method according to any of claims 23-25 characterised in that the aprotic
20  organic solvent is methylene chloride or tetrahydrofuran,

27. The method according to any of claims 23-26 characterised in that the material
used for tabletting comprises less than 20 percent by weight of polyethylene glycol

- 25 28. The method according to any of claims 23-27, characterised in thaf the
manufactured tablets are capable of disintegrating in the intended solvent within 10 minutes.

29. The method according to any of claims 23-28, characterised in that the polymer
matrix comprises a polymer selecied among: polysiyrene, a polymer having a backbone
30 comprising styrene or substituted styrene monomers, copolymers comprising styrene or
substituted styrene monomers, polystyrene crosslinked with divinyl benzene, polystyrene
cross-linked with polyethylene glycol including the POEPS and POEPS-3 resins, polystyrene
resins cross-linked with polyoxybutylene, polyethylene glycol grafted resins, polyoxyethylene



evaporation of the solvent before tablet formation. 26. The net hod '
according to any of claims 23-25 characterised i n thdf Septemahsrd0P¢ 20
organi c solvent is nethylene chloride or tetrahydrofurau. 27. The met hod
accor di ngvoer/essy? of cl ains 23-26 characterised in that thRCHBEKBKIMPS used
for tabletting conprises |ess than 20 peggent by wei ght of polyethylene
glycol. 25 28. 'The nethod according to any of clainms 23-27, characterised

in that th manuf:i\ctured tagblets are ciapabl of disiptegrating in the
i nt ended QFTOR T R s copplymeiizefinactier Wik Srgneifes & any of

clainms 23; eﬁ&g@%@%g%ﬁl yicPosE-*E?ke&r Bk a-cé%gtri X conprises a polymer

sel ected anbng: p tyrene, a poly kbone 30 conpri sing
styrene or substituted styrene nononers, copol yners conprising styrene or

ol oatyrone cH SAE TGRS R A ee £ B Al KBl S
PCEPS-s3 r&g&@&,tamafm M%fkg;mrﬂrﬁééﬁtsadﬁ{tﬁ%.s'l i nked wi th pol yoxybutyl ene,
0 %raf te esin

pol yet hyl ene glyc s, polyoxyethyl ene 16 Septenber 2004 WO
01/ 68599 PCT/ DKO1/ 00185 33 pol yoxy propyl ene resins and pol yners

Cross-1nked pokyBeTamd e toguns s cimeEbri bidey S aommyy
cross-linke ' : o
clai ms 234;gQeoriiafagdder i Sed in that the material 5 used for tabletting

further conprises an additive. 31. The met hod according to claim 30,
characterised in that the additive conprises a disintegrating agent. 10

32. The net hod ordi,ng to ¢laim31, characterised. in, that the. .

it 51 logr at | no b BRmae xRyt thm of. hnmelerisrd ot dBsarine gestin
having a saNefhdér d@ﬁb&k}hﬁfpoﬁ%ﬁma@sw@@m PMorEiar Reidht §F abBin@I80 Da33:
The met hod according to any of the crainms 23-32, characterised in that the
reagent @BViREGh2000 or bigher. or al nost non soluble in the solvent for which
the tablets are intended. 34. The nethod according to any of the clains
23-33, characterised in that the solid reagent is a reagent that is

useabl e i n chess qak nftidiReIrding 4P ardfof H\GaiiR DB, ARAAEEHSEH fnThaAMe Rhodnb e
clains 23-34, characterised inthat the solid reactant is selected Trom

t he g¥Soupisabn selablean almostam sobibleiodhs selventforwhivh tastabletisarenstendetl. accor di ng
to any of the clainms 23-35, characterised in that the solid
34. The method according to any of the claims 23-33, characterised in that the solid

reagent is a reagent that is useable in chemical synthesis.

20 35. The method according to any of the claims 23-34, characterised in that the solid
reactant is selected from the group of reactant types defined in claim 10.

36. The method according to any of the claims 23-35, characterised in that the solid
reactant is selected from the group of chemicals defined in claim 11.
25
37. The method according to any of the claims 23-36 characterised in that at least one
Teagent is bound to the polymer. '

38. A dosing form for at least one solid reagent for use in synthetic or analytical
30  chemistry being compressed tablets each comprising essentially the same predetermined
amount of said at least one reagent embedded in a polymer matrix comprising beads of a
polymer insoluble in the solvent for the intended synthesis, and said tablets being capable of
disintegrating in said solvent thereby releasing the at least one reagent and dispersing the



reactant is selected fromthe group of chemcals defined in claim11. 25
37. The nethod according to any of the clains 23-36 dhzeatamiergeedin t hat
at | east wapgyegs®agent i s bound to the polyner. 38. A dosipgr/bsonmdies at

| east one solid reagent for use in synt hg%i c or analytical 30 chem stry
bei ng conpressed tablets each conprising’essentially the same predeterm ned
anount of said at |east one reagent enbedded in a polynmer matrix conprising
beads of maatripaet polpmet teads inbd theistlvedipcle@hoterised iathdt bed tamlanaednaigdiaesi s,
and said tablets being capahle of _disintegrating in said solvent thereby
rel easi ngngthed apcordmgto agy et ¢lamse337and di spersing the 16 Septenmber 2004 WO
01/ 68599 PCT/DKO /00185 34 matrix as polyner beads into the sol vent,
characterised in that said tablets are made by a nethod according to any
of clains 23- 3D. UsOof d Beximf foan dasidigg foaslaiimedRiarsgntherid o aahigtical 3Berhidtry.,
synthetic or analytical chem stry. 5 40. Use of a dosing formaccording to
ciain’38, in parall el synthesis or split and m x synthesis and/or

conbi natori al e §# 4 Yosing form according to claim 38, in parallel synthesis or split and mix
synthesis and/or combinatorial chemistry.



