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specific assay.” Conbi natorial chemstry is a formof parallel synthesis
where the order and the features of the individual steps are perforned

using a par,t]i ' ' ach. In order to carry out parallel
synt hesi sﬁﬁéﬁ@#@iﬂﬁﬁﬁ@&%hﬁ&@@ﬁg and separations of substances are
necessary. 30 In certain parallel syntheses where a |arge nunber of

reactions are performed sinultaneously, the tine consuned by the
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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
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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.
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Surprisingly the tablets can be formed using conventional tabletting equipment without
damaging the polymer beads in such a way that the filterability of the resulting 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
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20  Brensted-Lowry acids, carbamoylating reagents, carbene precursors, 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-
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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
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diazo compounds, diazonium salis, diimides, disilazides, enamines, guanidines, heterocycles,
hydrazides, hydrazines and hydrazones, hydroxamic acids, hydroxylamines, imidates, imides,
imines, iminium saits, isocyanates, isocyanides, metal amides, nitrates, nitrile oxides, nitriles,
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nitrites, nitro compounds, nitrones and nitronates, nitroso compounds, nitroxides, oximes,

25  quaternary ammonium salts, ureas, ynamines), 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, thodium containing reagents, ruthenium containing
reagents, samanmn containing reagents, selenium containing reagents (including diselenides,



15 (inorganic salts and organomanganese conpounds), mercury contai ni ng
reagents (inorganic salts and organonercury conpounds)Septeritadr 2004pl exi ng
agents (including crown ethers), nolybdenum containing reagents (inorganic
sal t s a0 ot/ggaponol ybdenum conmpounds), nickel cont ai ni NECT/BEEI0NES
(inorganic salts and organoni ckel conpgunds), niobium containing reagents,
nitrdgen cont ai ni ng reagents (including am des, am di nes, am nes, am no

aci o andclpist bl g AT WATORREL R1oR8 lase g AU eD)

car bamat es cyanam cyani des, diazo co
di i m dessi camwntannrmgageeﬁe(mchemb alceaplstames sallhgtsiames, ;enbbﬁlaneshi;tﬂfa&zecﬂes

o, SRRl WRERRS, wtties S8 et cilody oropupdsilalcmemibnii, oo

ni t r at essilylhdlided)Ssi% chesainifAl i-éakgélﬁ§ eomﬂﬂntréééeﬁé (inBighhid s&&f@ﬁ %P%ﬁ Akl ONnes

and nitronates, nitroso conpounds, nitroxid oxXi nes fernary
amo#i u rﬁomovst),LSﬂ’é’msreagﬂn@rﬁmrb@ng CbMﬁdmselem@phﬂls lhmiatmgma@nts; bajoalkglgent s,

pal | adi QS ERRP A RSP EE R P R DR il SuluThelabe st <

(i ncl udl&%ﬁxﬂr&ﬂﬁéd%ﬁﬂé&%tﬂﬂhﬁiﬁ@%ﬁlﬁnﬁ@@%]ﬁt& ﬂ%ﬂﬁ{@%&%&é%&%ﬁggﬁl us

phosphi nes and phosphlne oxi des, phOSphInIC aci d deri’vatives’

aci d dermetalpied gulfonss,sulfbue eidearidanbipdnides: sulfosiimsatis pidfmiyl mids| dudfon@0

Dot narco R, oa%f‘i%?lgéﬁg%ﬁlfevf’ﬁmé%s&ﬁ@aﬁ?°s%‘q%&,-%“e%“ gl o
sal t19 ammmm@wenﬁﬁ@ﬁﬁw@tﬁemumﬁam %b?@sﬁ@%ﬁlﬂnr Bd, &H&é&ﬁ&h@bﬂ ng

reagents, rhodi um cont ai ni ng reagent s, heni um contai ning readents,

samar i urthioaestals, hipasidsead dativatives, tgeacylatiog ag@mﬂmg:yam@emﬂasohmybnMemg

di sel 2004 WO 01/.68599. PCT/ DKQ1/ 0018 el hi |
el ey A0 B Do EtR o n&%sregergﬁ PR g Gl
sel enocyanRirisy reagenls 1 06htsiRkiz it (ERGRE dstdah e, IR, &HS%%S{&Y' si | anes,

al kynyl si | anes, enol silanes, "'metal ated srlanes, si | ane$ azanes,

sil oxané‘@m@ﬁﬁﬂdﬁn@?“@@!ﬁd SANARES, Q}@dqgoﬂmsnessmlﬁdesammlenddsfmammdm| yl

hal | es) £9 Wl rea ent sodi um.reage nor salts and
organoso JI%E% %%‘ﬁ&‘s”j‘ if&ﬁ n%i 3% 1e) m%‘{?ﬂg’ o
el ectr opmgsteecbbthmhigf eﬁ&?&aﬂbﬁmcdﬂ%ﬁﬁgf&géms vRQIIRD Gk RiRg ébgéﬂ&ophl lic

thiolati ng reagents, sulfam des, .sulfates, sulfenyl halides, sulfides and
met al at MCHIGIe Herganig ealtslanﬂwﬁnﬁé@m QUEARO prrRNdS), FehpR centaigink freagamts,des,

annyar | doges GHSRE ARt BB B it R0 v EltiB RO ReBERAEHE, 75t 1 ony:

hal i des costairfeheehts C{t@igﬁﬁﬁsal@aﬂddigaﬂozin&@@ef‘géﬁt@t gifoonfirtd #ea¥drEOEnRRic

net al at ed 10 sul foxides, sulfo)iniines uranes, sulfurating reagents,
sul #r \Ane QEsRnOFGPRBIE TeagANER t S,

The polymer for use in dosing forms may be any polymer

ndl—)

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
saxd relevant solvents, and able to reshape as beads afier the disintegration of the tablet.
25 A preferred polymer 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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 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




In a further preferred enbodi nent, the polyners nmay be co-pol ynerized
together with additives to achieve special properti d8 Sabtenfiterl®68dls such as
magneti c properties by addition of rmagnetites or magnetites captured in

hi ghl y cWOd3i535%%ked pol ystyrene particles. (Schol ei ki, |.FPCTOK0RBS J M
Tetrahedron Lett. 1999, 40:3531-3534 ar@d Prof Mark Bradl ey, Dep. of

Chem stry, University of Southanpton, Presentation at the Conference
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Pr ef er abl t he sphene is bonded to the polymer. The phosphine is
prefera W’I{gtg@’c#rml a R R2R3P wherein R, R2 and R3 are as defined
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eteroatons are to be ‘acyl ated. :
- of being protonated, and wherein Y is selected from 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



As used herein, the term |lower alkyl' neans any branched or unbranched
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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 art. _ |
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.



sol vents such as nethanol or ethanol. Ot her additives known within the
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VO 01768599 Iggye%og S 8&v§/§erlpowdetmixture before tablet formation significantly improves
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.

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

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

solvent and dried before tablet formation.



11 The tablets nust have a sufficiently high stability to avoid breaking
during package, transportation and dispensing. The crushing strength is a
neasure for the nmechanical stability of tablets. The crys8ipgmbbs soat h of
the tablets nust be higher than 5 N, preferably higher than 10 N, in order
to have a satisfactory nmechanical stabjidty. It has turned out that a
pre-treatnment of some or all the ingredients of the dosing form may
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anot her agp@cheiRf capdhie KA r A i ﬂefseweﬁt thirébyireleding (et Rad oft@rrea%ﬁﬂﬁﬂc'[ ion
of a dosrn% formftor at |east one solid reagent for use in synt etrc or

anal yt i c&FSPERRE{RerpArTesRgIvmer hgpds Bintps wderh Aiagrctersdypitnt Bidehlcthig a@dei t h
sai d at Iwashetidas deageovand optlonal additives into tablets each

conpri sing esggntrally the s predet ermi ned anount of said at |east one
reagent enbedB& #99thEr 35BEY ihe watlrirosz thesrsPreided apeenf @ detingfopn pydrbipned
|nsoIubIahm&lﬁQ@ﬁ&g&&@ﬂ@@ﬁ@mcﬁ&ﬁguy nt ended synthesis, and said tablets

bei ng capable,llg)fﬁi disiptegrating in said solvent thereby dispersing the
pol yner beads OIS NaRecOpRaser ExRfaieab ierrtlanmetlcs%ravem solyepithaidt er i zed

in that tshieabieyet ﬂiﬂﬁﬁenﬂéd Snitsid. U sélbverk By PRINYER Fea@fl irtthe INRA8LA reR8od RAJENT
is pre- treated W t g tic organic _solvent and dried before tablet
format i Oﬁns apge 1§ l'@ﬁ;gésrt ?68\@11&111& 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.,



The solvent for the pre-treatnent -may be any aprotic organic sol vent-
Preferred solvents for use in the pre-treatnent ard6rasplehmn@08hl ori de and
tetrahyqug8hykfhe One possible explanation, which shoul d Rt 6 feeRst rued as
limting the scope of the patent, of the effect of treating the polyner or
m xture of polyner and reagents and/orladditives wth an aprotic sol vent
is that the surface of the polynmer beads may be partially swollen by the

" aprotic dlogsmiddiias 61 Temabedron,$3,i1097,i89628684)er at i on of the pol yner beads

with the effegt that.the treate ol r .powder nmay he conpressed into

tabl ets with %&”8\?8561}%8%{?@%9%%9@&3@1& S%Fg%a@{-ﬁ@%a%@éﬁ of the

invention, there is provi dReinuffsReloas Ribmhadturkf kol SoctHhibgh, ' cagent
' ' sed tabl

for use in synthetic or analytical chemstry being conpres$ ets each
conpr i siefgylacstade VSO, DPMhaddzreng Mattgtlenerdhiveide and tetmhwfrofuindraprefiemdt  one
r eagent e['be%?ed in a polynmer matrix conprising beads of a polyner

i nsoPubl "™t he sol vent for the intended synthesis, and said tablets

e o ol th : oot
ei ng capabl erf o Gibtétg @@aﬁabpaﬁn?%gﬁﬁoﬁlﬁgkmﬁtn&éaﬁg&%hggggg%ﬂg the at

| east one reagent and dispersing e matri x as polyner ) into the
sol vent ,appleatinoof ninginbingl mechaical firck tueh heby vartex mixite cah ylisintegrith dglthes

defined above..ln still another aspect of:the invention, there is provided
a use Ofsogveagg}% 3?’&?%?}1%’95 ]é’dWi%Hnggn?We% Wﬁ@?&@%ﬁ“&%ﬁ s to

chem st rgem ARRif898 UdPerkidh™ My be conposed to be useable in any protic or
~aprotic solvent that is suitable for the intended synthesis. The sol vent

may 8ven be alhedemye ficapable pfireshapiregafied thealisintegratidrdrmeans tahthe @olyimarbesanol i s
th | t, i . et L ati t] . i f,. ) xt f THE
ot by erfEEt PORIAI B sl et dispgrari  iblf compeepB e SRedsand

: . _eom ‘ 6
Sopt enbe TEEO mRGHEAG SO bals AR S SRANG Sl 4l §F BB ion End
Tet r ahedtbseques disirlgegtati@0 Beslapiy, of thetregdinéan conveninmily baeealpated by r ed.
Ex | f . LGoSpl.vent hat . b it abl. ) ... et hyl
ohi or | A& RariHER OE R pRes i hrace Sefug Giieh frfion and e s, Dve
and 15ex aagbeddl hidabaifle 6o, MBdniret by dEal l&@ﬁbt@ﬁ&tﬁﬁ&lﬁﬁﬁ&é& arl the

sol vents. That a tablet is Capable of disintegration in vent neans
t hat . t heunzisr ef cragksind dpits inc e beadsafterthedispersion isves lsubstantiblly higherdhanich as

) O e A 1 5 1

BRIEF DESCRIPTION OF FIGURE 1 AND FIGURE 2

20

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,



forma uniformdispersion. 10 The term "capabl e of reshaping after the

di sintegration" neans that the pol ynmer beads regai niéSsptemtel 2004 heir
original shape after the disintegration of a tablet conprising said beads.
Further WORbYE8F2t hat t he beads are not nechani cal danageBCHPROH@NMBAD! et
conpression and subsequent disintegratipn. Reshaping of the beads can
conveniently be evaluated by conparation of SEM pictures of the beads

Capanle of 1 eshanPr o DRERan B arodl & Eathh sBlbricnl hollRs AFURFRAARIDISS ¢ o

and the powdeegas sthaller pakislesofintgulit mnhmibhe shapas Thafobssrvddeads apal witanr 1 S
not substantially hjgher_ th before the tablet formation, of Figure 1 and
Figure 2 ‘F’gttm‘g ﬁ??@tﬁ%&é‘%t‘?fg&ﬂﬁgﬁselr DESCRI PTI ON OF FI GURE 1 AND FI GURE 2 20
The drawi ng il{ys 18e a3 ﬁ@&%’aﬂ Iézrgﬁi wer e
conpressed .into ta Ietas an sequent éﬁss' nt gragtled 3 orgia]‘{rtn o

sol verit . Iléagm.tsr&leaﬁmmtalpol ystyrene beads 200- 4400 nmesh, before tabl et

conpr essi on. Figure, 2. SEM pof a ovvder m xtu L nat i ng fromthe
di si ntegrat i oﬁ'ii}c"Bef‘%l 1025 2CCYHRg;tQ ngﬁS'BP‘}?FfFaé |’i Jolndnstgdprmsdhalni um

(CC- 11 i nedhabkify, afely'aRd réﬁs@ts}%raeuﬁhﬁ&fdttaﬁ?rgt gﬁ:ﬂ&&%@@@@ﬁt cﬁ&wxﬁ%n the
sanpl es were sputter coated”™ with gold/pa I um an anal ysi's Wad

per f or medformiofigaralléitsiyhthesis anddbusrinerease thedtbrompbput 80pachIB sysithests i a rdljablde

pol ystyre bead,% can be seen as separate uniform spherical bodies in a
narr ow ra‘ﬁ’gl i"Ads. 16 Septenber 2004 WO 01/68399 PCT/ DKOI /00185 13 In
Fig. @ PolyS!YECROcHRALY Suasa b AL ARIFhIE Al AR ggnd t he
particulate Se powder as snaller ar icles of  Irregular non- unlform

- shapes. Tillustoitey pugdstscdeie and shauld notlbeaomstm\ul efvorytlimitttion editednventioks of — —
damages. The conpl ete disintegration of the beads as essentially single
beads secures that 5 reagent is released in total. The dosing forns
accor di nogXAMBIEES nvention are stable and reliable dosing forms that can
easily, safely and reliably be distributed to a |arge nunber of i ndividual
reactions in any formof paral l el synthesis and thus increase the

throughpu(t;enera alfo% synt hesi s i n a reliable

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



and accurate way. 10 The invention is now illustrated by specific exanples
whi ch are presented for illustratory purposes al onel8fgptehter@0%bt be
construedveslassel i mtation of the invention. EXAVMPLES lpcOokesadiss
procedures All reactions were carried oy under positive pressure of
nitrogen. Unless otherwi se noted, starting materials were obtained from

Tot ranyar ApRABE GRS 818 Wi ld g% Vatdd (B13800ibush 5000 BlomenteTiie 20
i mredi at etolugpnivess WaviauCP-SiH CB-Ma)Rapid- MO (10058 aphy wiil He-va 3, 1pal fifixred on

Merck 60 _F254 0. 25 ggsi lica %il |ates. "H NVR and ' Hdecoupled 13C NMR
spect ra whFBPSTElET gadient wastfh U to 300, Cand5 1is. Bie mess detestos stes ppespipd inBI a

reasur od To0g cese R SR o MEREL wes bilERRa O SROME B RIS R
r epor tSed The gpshing strerpiibwas mieatuesd la SchfcanigactD t4bha ixckakssdbstahi fts for ' 3C

NVR are r gorted.in. eJative to chepical, shifts of deuterated sol vents.
Coupl i ng

ipgAtien m? tSI¥EEe My 15 a gipss tabs (16w 109 mmhméibi2amlons are

used for goRint bbbt hiah WE?QPA&% Ry = tﬁ(?t = ~held t,
q;quartets, qui :gui ntet, % =doubl-e ﬁ%ﬁ%?&%%{orerﬁﬁznﬂ?‘@%%l e Shf%,erl\ggs aSS wer e
obt ai ned hasicy. Hie [Bocass oftablbl 8B Micgeatitnppeasdnmmitotedvibiedlvead Mt wass deepisdce
operating The LC,punps were 30 Shinpdzu 8A series running with a

t 425 T.
Waters C 3}3@ disipe: when g dispgisipRyivasdgrmed and mo moxs lympgwere pressnb Fog,

trifl orog&ghjn% | %&E{ i Lt 9 4. 0. 9

trif Ilﬁor oaceti C ngﬁl'tgm ad?gl%ﬁ é@@rﬁl m n)cjtfm3 ﬁgﬁf@%@é@f@ﬂfcgﬁﬁgﬁiﬁ?a 10 % B
for 1 m rMicrotechPdlame SIC640aising agpld/palladiin electrdierdnd SEM pgflydioway ol une 10
gL froma G,lson 215 Ljquid. 16 Septenber 2004 . WO 01/68599 PCT/ DKO1100185
T Hand! derlosnetsTig o Pislips slespa menscone K1vd: High tem namomessoamimogi-

ol ow 1) e R al e DL D e TRl ety Qg ™D
mass det doemmankhwith s peakanatchif methodasinglueV antamvATS3 1A mbssispbdtainseteras
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125 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% divinylbenzene) 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



basic). The process of tablet disintegration was nonitored visually and
tablets were deenmed to be fully disintegrated when 4d6deppenkar@fOdas for ned
and no nore |unps were present. For 10 Scanni ng El ectron M croscope (SEM

pi ct ur es WORE6$8%i n sanpl es were sputter coated in a M cPEFBERLOG8Y ar on SC
7640 using a gol d/ palladium el ectrode atgl SEM anal ysis was performnmed using
a Philips electron mcroscope XL30. High resolution mass spectra (HR M)
wer e perfmmpeﬂua'emMuani versity of Cdense,i)epartment of Chemistry
(Cdense, k WI th peak- mat chi ng net hod using a Varian NMAT 311A

nass spectrorre foll W%WS‘I%WW@@H torthaprogedurthdescribader si t y

of Vienn strla) wth a
Per ki n EF%E&%&W&%#@% nal &ﬁh Q%ﬂg%%?%%ﬁfap@ pol yet hyl ene
gl ycol (DM PEG nol ecul ar wei ght app. 2000 Da) was purchased from Cl ari ant
(Cen t nd d in a | aboratory bl ender and
Si eveé@prg;gét—%@ R?&%ﬁ%f?lbb&%ﬁ?% cﬂr ? urchased from Rapp 20
Pol ynmer e GrbH ( Tubi ngen, Germany) (H 1000, 100 200 mesh, cross-linked with
1% di vi nSurhenaeRelystykdmghenyl phosphanyl pol ystyrene was purchased from Senn
Chemcals (Dielsdorf, Switzerland) (Cat. No 40258; 1.69 mmol | g; 100- 200
mesh, cross- | i FUEHAYIRRS ﬂ%@/gl‘ﬁﬁﬁuﬁgﬂné@i@éﬁ@thylp%wgmﬁ(ﬁormL}ﬁmml ystyrene

(aner o "B Bty iR ReapordSBRRE mbey Aba)sdaddis e soot n,

R J.10 Hoflg@esiod wds filtbredAMdeibRiucR Gtk onld B3- M8 A3y akf @idd dihE r oM

am nomet hyl  pol ystyrene. Preparation of tabl ets 30 ggl orreration of pol ymer
beads Pol @trremtemmry@rq/m@ia@uq 25.0 g) was suspended in nethylene chloride

(150 mL). The ene s filtered thr frite rav and

dried on the f téﬁél M@‘p‘?’gﬁ‘gﬁp‘lﬁ% %D@?g %%ﬁﬁﬂ 85 15
t enper at Wbové: nrmggwmoﬁae stﬂ@aémmgmypﬁﬁacﬁw&%ﬁ:@aﬁccordl ng to
t he procedure descri bed above D phen hos anyl pol ystyrene, isocyanato

met hyl paofstyrernd.00:2.A8) Dimethzleted pobypthiiore g eel/nolysmenedd W0O0)beads and
sol i g5 e%@%ﬁ&%ﬂa‘l’%f %t%%ﬁé{ erWZ 03); sodium periodate/polystyrene (1.00:2.03);

Selenium/polystyrene (1.00:2.85); Aluminium/polystyrene (1.00:4.00); Indium/polystyrene
(1.00:4.00); 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



Pol ystyrene (10.0 g) was suspended in nethylene chloride (60 nL) at room
tenperature. Samarium powder (3.0 g, approxi mately 326 Sgptsmbea2f84r)) was
added. Tiwo oilégssaispensi on was filtered under continuous sSpieiKIFARs
D3-frite by gravity and dried on the frite at roomtenperature in vacuo.
The foll ow ng aggl onerates were preparet according to the procedure

descri bed bove: . Tin chl ori.de di hydrat e/ pal ystyrene (1.00:3.00);

Pal | adi QrAESIPRTARLER ejf}bm‘{;@%’vf‘gﬁ@fﬁ(‘é? Seyeenipg; jlhe Ebiqs@wwa&mfogmd/@ithw ene
gl ycol / pahidail 3 'm%éc j ; t o ren

(1.00: 2. gi?la ; sg I urnﬁ dptg?%g%ggg}tgo ysatﬁ &@?%@@égﬁ%@)o?sﬁ%ﬁﬁéfsﬁer%om
Segenwmtp%wnyél twasemes(cehng)ﬂhﬁ c%pr&es%mfmrwwi ® amﬂabgﬁmrdawﬁr (&uﬁﬁd 'ﬂgf&ﬁjeis

I ndi um pql ystyrene. . 00: 4., o P ydrazine hydrochl ori de/ pol ystyrene
(1 001 2" SRR T Tine atichh G Sy (B b e b iyn & RO EB G0 250 FIerrab| o
reagesgts e H I iun A

Pol ystyr g%gdl%%’%&g)% %?@E%geﬁgg?gﬂﬁﬁéﬂﬁg%é %ﬁ%l Ner Saa Tin a
sol ution of t dfsmgibsdesoribbd geepil puphdure jigtdets adihiootrppsifidnsand)erishingatrbydtine
chlori de@éllgo nmL AfLer 15 @6@ the solvent was slowy and carefully
evapor at &0 SR TablS Lyereprodicsd (35 ). 25 The fol | owi ng aggl omerat es wer e
prepared according to the procedure descriped above: Tetrabrono

met hane/ pol ystyrene (1.00:2.87); Di-tert-butyl

azodi car boxyl at e/ pol ystyrene (1.00:3.00). Tablet conpression 30 The dried
aggl onerated material was gently crushed by nortar and pistil and screened
t hrough a screen size of 710 mand transferred to the filling device of the
single punch tabletting nachine. For the tablets containing both

- functionalised polystyrene beads and a m xture of polystyrene beads and a
sol ubl e or insoluble reagent, the m xtures were WO 01/68599 16 1 6

Sept enber 2004 PCT/ DKOL/ 00183 aggl onerat ed separately and m xed before the
screening. The tabletting was perforned either manually (10 - 20 tablets)
or automatically with a tabletting speed of 50-90 tablets per hour

referred to as up-scaling. The conpression force was controlled at a val ue
‘resulting in tablets :




having a crushing strength of 8-25 N. Tablets with weights in a range of
80.250 ng were 5 produced. The punch di aneters used W€r¥eptamhdi@0pénge of 4
- 8 mMmw th conpound cup shape. Using the, described general procedure,
tabl ets Wehuesaposi ti ons and crushing strength as shownPCTYDRabb@Esil were
produced. 16 Septenber 2004 WO 01/ 68599147 Table 1 Tablet Properties

PCT/ DKOL/ 00185 Enbedded Proportion Aggl oner Tabl et Tabl et Crushing

CodeMat er Tliof TREleEDRpERRs Wei ght di anet erstrength Method 10/ 01FnBI NM

CC- 1SnC12* 2H20Or5A2008app. 18 CC-2Pd/ C b) 77B250815 CC- 3Pd( PPh3) 4 486B100615

CC-4P) d(dba) 21 P(t Bu) 387B100¢not neg ed CC—%Ph NHNH2* HC174B1508app. | 20
CC- 6DM PEEP000 [Epdedied0618 (R m%mésglsmo a'flgg. 1geide: 8al g06ari es
CC-9Sin ¢ il )‘%Qeaﬁvﬁ. Y5 |semetese  l§ergthooehpp. 15
CC-12A ¢ .- ( 0B10(
[%6] [mg] {mn] IN]

CC-1 SnClp*2H0 75 A 200 8 app.18

cc2  [pach) 7 B 1250 8 15

CC-3 Pd(PPh3)4 86 B 100 6 15

CC-4 Pd(dba),/P(t-Bu)3 {87 B 100 6 not

C) g e ml9&‘32.{:---—---—‘3(1 |

lec-s Ph-NHNHp*HCl |74 B 150 8 app. 20

CC-6 DM-PEG 2000 ) [90 A 100 6 18

WCCJ K9CO3 67 B 100 6 {app. 15

CC-8 NalOg 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

cCc-12  |Al®) 80 B 160 6 15

CC-13 (b 30 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



5a) PS = Pol ystyrene, 1% divinyl benzene (DVB), 200-400 nesh, Rapp Pol ynere
(Tuebi ngen, Germany); cat-No: H 400 00 b) Pd on acti V&tSegtesehes@ad4
proporti onme oyt 4. 8%, HO (57.8%; C (37.4%, JMC | ohsonpifrtigeeseissK

10c) Rati o: Pd(dba)z/P(t Bu)3 = 3.59: 1.00; dba = di benzyli deneacet one,
P(t-Bu)3 = Tri-tent-butyl phosphine (ALPHA) 15d) DM PEG 2000 = di naet hyl at ed
pol yet hyl ene gl ycol; nol ecul ar wei ght of app. 2000 Da; C ariant GrbH

(Gendor f, 5 Ger n@n mat er.jal _grinded in a | aboratory bl ender, particle size
varies e)m pr@e'er flﬁ?aa'ﬁ%.lb[?l’ﬁesgréé'%fchvocado 16 Septenber 2004 WO 01/ 68599

PCT/ DKO / 0185“]1)%_ : gygg I DanBils sh, Aldrich g) Al powder
(bronge);éaE. Merc ,H%?%?t%t ?&rnanys %& ﬁ-powder, app. 325 nesh; ALPHA
Aggl oneration nmethod: 10 A) Pol ystyrene pre-treated with nethyl ene

chl ori de,nyenbedgeraBebisahsn; A0PuRr e-treated B) M xture of Polystyrene and

enbedded material pre-treated with nethylene chloride Evaluation of tablets
15 Di si ntAegloakiatnd neéfhod:he t abl ets The tabl et was placed in a glass tube

(16x400 d treated w.th nl .sol.ven Tabl.e 2). The m xture was
ot t A0 DNroRBpis eg i e et e Frbean SR Pl e BTy, W L a1 ca
shaker (K8 MiggrelotiRlysiyrendind epbeddpd emirid pretimigbdvithidiettiylbedgloddd on was noni t or ed
visually. 20 Tablets were deened to be fully disintegrated when a
di spersi oy MRS g the tube and no nore |lunps were present. The
~results are suré%é@glcﬁ@n Table 2. 25 30 35 16 Septenber 2004 WD 01/ 68599
19

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 ’I‘ab_lets were deemed to be fully disintegrated when a dispersion was formed in the tube and

no more lumps were present. The results are summarised in Table 2.

25

30

35



Table 2 Disintegration of tablets in d ffere:t solvents CodeCH2Cl12 THE DVF
Tol uene CH3CN DMSO Et hanol seew nnmi nminoursours CCl8Sesmanber@@047. 0< 6. 0<
150> 24*> 24* CC- 2<10<1. 0<1. 0<1. 0<15. 0<0. 06<3 CC-3< 10<2.0< 1.0<4.0< 3.0<
12>24* CONVQO1/E84994. 0< 9. 0< 7. 0at nt nt CC- 5<20<1. 0<1. 0<1. O<REDDKBHASS
CC- 6<180<7. 0<10. 0<2. 0<20. 0<0. 33<2 CC- 7<p§<4. 0<1. 0<1. 0<20. 0>24*>24*
CGS<20<5. 0<5. 0<4. 0<80. 0>24*>24* CC-9< 90< 1.0< 1.0< 1.0< 25.0> 24*> 24*
CC-10< 9031&39@&5”9?7&5&%%% %@)@%&?ts%éﬂa}@()ﬂ- 0<1. 0<1. 0<420>24*>24*
CC- 12<30<2. 0<1. 0<1. 0<35. 0>24*>24* -13< 240< 1.0< 11.0nttntt 5 nt
Filterability 10 not tested not disintegrated within 1 day PCT1DKO /00185
After di sitegratten—eof—the—aghlets the filt Lty of the forned

, - J|Code” ¥ “TCH e | 2
di spersi gh”was ?S\éa?ﬂa@]‘ b_y%mil ng aﬁ“?“feﬁlj!if_ﬁﬁ% m&. Al'l tablets had

formed dijgpersiopn tat
CC-1 < 60 <4.0 <17.0 <60 <150 [>24¥% [>24%

-

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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stability of the ]2 For the analysis of the nechani cdP Sspambear2p04f t he

pol ymer Reggfessbabl ets of a mxture of polystyrene and sglgpy er
were formed 01e3 tabl et was added to 2 niL Bret hyl ene 5 chl oF?@eKbg?gQ@%gft

until the tablet was fully disi ntegrated.2 A sanpl e of the polyner before
tablet formation and a sanple of a disintegrated tablet were subjected to
SEM anal Ydechanichbsiahalitprof Higgelgherct r on nmi cr oscope NL30. The SEM of the

pol ynmer before tablet forniation shows that the polyner particles are
snmoot h round beads w thout visible cracks or faults (See Figure 1). 10 The

SEM of the polBpgdrehe 4 1§ L@ GhiRkl sPiBi : eads
are snooth and roeunglﬁ{stdgtlgﬁ]ﬁvi si bl g%@%?%??%@eghﬁgﬁg&ggéé%gi t
can be sedpolysarenchind seeriningpovderntere fosngd: One tibleh svapaddddab @snlbaietBismet he
pol yner beads, an h rel eas In.total. This analysis shows that the
pol yggr 6’5&3 egp&le?étg@)ﬂ&@.%ﬁeq%@ ﬁ‘gﬂm 15 disintegration of the
tabl et and thak sifplERERRHoSRher iﬁ@ﬁble?fo?ﬂ?ﬁ'&nvﬁa'a &Yﬁ»h&’ﬁd (ﬁ%%@g?%%l&al

performance of enbedded redgents after aggloneration™w (yrene and
conpr essivite subjecits] lotSEM analysismding 4 Philips electommicescopediiay use of tablets

| Si lyst di -t - hut di. b | at d )
i pheny! phosp oLy RIS tere st REpeten PR i bhestapras: parisbsgima o
met hyl  pehebiyionie beads Withohfisbleriks wﬁ“@/@%m)?;_e (Z“mm“ sed in Table

3. A detailed description of the procedure

Pheed§| sul f anyFheciHl|of tigipolamertatiof disiBlegration sbHithk iabtetlshows thathebealls ateent ry
avodi car BORYIAE AL BribestFiifle 4boRutions liecks b sRb boFendbie added
RPNty o e L o
0.20 moligtakn THE (3 nL). After stirring for 16 h, THE (2 nlL) and one
e e A e R BN BT Py bl W Bt P rehping e ™™ ) Y2

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



16 Septenber 2004 WO 01/68599 PCTIDKO /00185 21 stirred for 2 h at 60 C
The resin was filtered and washed wi th net hyl ene chl dfiSdpteibex 20804 ) ,

met hanol (1 x 1 mL) and nethylene chloride (1 x 2 nL). Trifluoroacetic acid
(0.4 nmL) woasessttded to the conbined filtrates and the m xecr/PKoE®istirred
for 1.5 h. After evaporation of the sol yents I n vacuo, the residue was
purified by solid phase extraction over Silica gel 5 (heptanel ethyl acetate
= 5:1) to furnish 31.5 ng (89 % of the desired product as a solid (LG M5

98 % UV- pitiredyforh ab60 @QEI@Jeplurwasﬁlteredrandwaslysd with nethyjdne chivsidelft ailned as

“H R § SELSRUABRTE £9 BY) LEEhURIB thidc] ﬁﬂ%%eﬁ%%%%%ﬁééaé&wa 5.
7.27 (t, wht adiﬂedﬁ) i combdfed(fltratdétmd t&enzx@awiss&ﬁeﬁ%r Pih, Aﬁe? éve&&) b3 J=
7.8), 7.94 (d, J=7.1), 8.05 (d, 1H,_ J= 8.0). 10 The f

conpounds® @lﬁffﬂéwr@&u%h@mmdﬁg wa@pmﬁeqd:mdmhesmwumer alhoazgel The

t t t h f d
oty B B SR 8 n B L D Bk e i prodoBt Aol s
pr epar ed (E@MS?S'S%W@M:@MI% % BLSRburitd). 26 AABAILalApR RSB AL S

acid. (0.10 rrrmlﬁnvﬁPurlflcatlon by solid phase extractlon (‘hept ane/ et hyI

acet at e =slightly yellow negddes egryﬁgﬂ(zguom/&omfdlmemas(mpee4ﬁcyxdﬂdﬂm*lsga 93solid
LC- MVB:
f)bt ai ned &yvl ’I é%s%di"fgm uyét‘é 0 a?%gﬁv iﬁ %E‘t?\/\ﬁf ( mp:

| d,
100 9 g WE‘??‘”%”%“?*%;’*”’ AR J‘*%ﬁ%l"sﬁsbﬁ# SRS
7.4910d, 21L J= 8.9), 7.52 (d, 2H J= 8.0). 5N|tr02(2

phenyl sul f anyl et hoxy) -i soi ndol e-1, 3-dione (entry 3) was prepared from
2phenyl sul f anythedoHafeg mm%mm@amrﬂmg.te&mme@m d@smmde (o 10

50) ur o 53t A ol Ra R BT SR o Foutpond

85 % UV- pamirytSyandréd 80 % ELSD purity). An anal ytlcal sanpl e was obt ai ned as
I ntensively yell ow needl es by recrystallization from diethylether (np: 113
C.'"HNWR g 3.27 (t, J=6.8), 3.99 (t, 21L J= 6.8) 709(t 11L J=

7.3) 457.21 (t, 3 7.1 9 - 2H ),
5 56 . 11 . % ?ﬁh%&zgﬁév’efzaﬁﬁ el ravaie@sr A2 phcny oyl
2- Pheny| sifiahat ma(}mmm) Indbiphenybacetie btill A0 0enmbl) CRUrER4NoN By SslidpHasat ry 4)
was prepar gd r OdP
eptane/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 (d, 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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(0.20 mol ) and 5-nitro--napht hal ene- 1- car boxyl i ¢ acitf Septentber 2094 ) .

Purifi catg@pesol i d phase extraction (heptane/ethyl acepar®xoipoiks
furnished 31.8 ng (90 %9 of the desi red?groduct as a solid (LC Ms: 97 %

UV-purity and 99 % ELSD- purity). An anafytical sanple was obtained as
slight yell ow needles by recrystallization from5 diethylether (np: 71-73
O . ' H NVRpbemdlsHanyl;etlzino) (W20 Bng)) and. Boitiotnaphthalede-16cafdoxylic add(0.10 11-L J=

7.3), 7.31 v ol = 7.5)...7,46 2H J=7.5),. 7.65-7,_7 n., 21-1), 8.18
(a4 Famob: Riitheplipn by biiq phiss ekforish tngprageictiy abpiaterL54) Byme i3 11,
J=8.0). X W | RYS I ) &9

pr epar )ed %ﬁnigb Eljgﬂ%i‘}_}eefl?yl agﬂﬁﬁﬁiﬁﬁé&z?gfoﬁiang 9% BSIAS
4-imdazad Anmalytical(sample was i fhighbye aedl irecrpdiaiieationtfrant i
(hiapr?t ﬁé/ t acetate = o 1) furnis 181& IW62 /eslb”cr)f t he des-imreadmlon
br oauat - ALoaHeaier Gl vEs “GhorA s 19  OH. RG89 468b 2L /b 222 ()
2.65 (q, J=3F 3.~ , 9p... gt 310. . 2 18.:3)+3 6798 (d,
2y aeo BETITRY R G0 EA @R TR A A B o |
1H) . 15 371} 8NSt(Aok, Srh&5),8:96 (d, AHa S/ &F); DA6Id21 ] beBA)e (entry 6) was

prepared from 1- aza bicyclo(2.2.2joctan-3-0l (0.20 nmol) and
4- et hoxy- phenol (0.10 nmol). Purification by solid phase extraction

rept el Y Gyl PR e P by P
1.39120 (diethilemindéthanel,(02B)mmal) 28d 4+imidazb)-1-yRphédnd] (.10 iinol). Pudificftion thH)
& 27 (m solifphessextponhbiasalclyl sctfalesn o DinisbeR 16 heel6RdRbel S evisto. o
Y RN AT SETE r
7.2), 2.90 (t, 2H, J = 6.1), 4.07 (t, 2H, J= 6.1), 6.98 (d, 2H, J = 9.0), 7.18 (s, 1H), 7.20 (s,
1H), 7.29 (m, 1H, J=8.5), 7.76 (s, 1H).
15 5 .
3-(4-Methoxy-phenoxy)-1-aza-bicyclo[2.2.2]octane (entry 6} was prepared from 1-
aza-bicyclo[2.2.2]octan-3-0l (0.20 mmol) and 4-methoxy-phenol (0.10 mmol). Purification
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).

25

30
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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

@Qﬂ i 91 89 87

100 84 30

100 -
{GC-MS)

LT |

Example 2. Acylation reaction by use of tablets containing polystyrene,
tetrabromomethane and diphenylphosphanyl polystyrene in combination with tablets of
isocyanato methyl polystyrene

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
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

t et r R HRBAEIHENe and



| socyanat o net hyl polystyrene 10 Results of the evaluation are summari sed
in Table 4. A detailed description of the procedure1f8epismber 2004

Mor phol i gasayesy! ferrocene (entry 6). A tablet containi pgr/Brdode®!

t et r abr ononet hane and 0.15 mmol resin bo (Pd di phenyl phosphi ne was added at
O Cto a 15 solution of ferrocenecarboxy{‘fyl c acid (23.3 ng, 0.10 mmol),

mor pholine (10.7 ny, 0.12 mmol) and triethylanine (22.6 ng, 0.22 mmol) in
dry THE (WasHiltered mﬁw@e@wmﬂmﬂ@lemchlmde (Qatl nﬂz),rmethwpﬂr(awarmj,)ﬁﬂﬂ (2 nlL)

nore adadueas Shidide G RE, P sl g RV oN Vel il Brelidicaat oner
2004 VO 6AY9 S0 REThBKOLLARLA Iaclurti o R e NG MAsher rg(g Dia¥l ene

chloride (1 x met hanol , and nethylene chlo
m.) . The aswhngevtirovwnsokd EVEMES 886 UVapuity and 88% EbSDrpasityy H-MMR 36D tmgd by

solid_ph rac h th cefate to furnish 13.6 ng

(45% 5he 2Hj, @?% %ﬁ%éﬁﬁhﬁ @ﬁbj 15/?1)05&3&'» JEni9%9% ELSD- puri ty) ;
H-NI\/R9369(m 5 411), 374(m 4H), 4.24 (s, 5H), 4.32 (t, 2H J=1.7),
4.55 (t, 211, J-1.9). N (2, 6-D nmethyl phenyl)-4.methoxy-bennzam de (entry

1) was prepar ééd(2, méhy@bMEw—bemm—bemahﬂe(@nﬂﬁ Iwwas prepmed From 44 et hy|

(hept ane PR BiEpik g b 1D TR APd BiBieisn gRips (040 Brmihd adintiony o

duct &6 t
PHNR g o5 %94&, iR Gy i‘*ﬁp?%’%af% 1 e 14530 Jﬂ%‘ﬁ‘ﬁ )
7.311ps (phodirts a&dlﬁ\]rlesisﬁﬂi([d:MSZIdﬁ %t}\&pﬁhtymrwmn@un@wmm mai n
impurity is 4 net hoxy benzai c ac used as startin materlal
1574 O GHEL & O, AR IBcAtin 600 BLT T Shbhiam il 4ty (ozpadie T e

(010 Wﬁ%ufma. (o B el By Aok bt ERXAER "

acet at e/ hmstma@hﬂﬁmhgydmiame 5:1: 0 1) furnlshed 12.2 ng (45 % of the
desired product as a colourless solid (LCGMs: 98 % UV- purity and 99 %LSD
purity). "HHNVR g 2.51 [m (broad), 4H), 2.61 (t, 2H, J=5.9), 3.55 20 (q,

6. 5) 37771 (0 FGlerbmagofte it bl bardaietBiy g e ot b £ 20
pr epar ed chiovorbemadcaib{0c1 Gl Shd morpholin-4-yl-ethylamine (0.10 ramol).
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 (t, 4H, J=4.7), 6.75 [s (broad), 18], 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,



mol ) and di propylam ne (0.10 mmol ). Purification by solid phase extraction
(heptane/ ethyl 25 acetate = 1:1) furnished 20.4 ng (78 Sgptepiber RB0Hesired
product as a colourless oil (LCGMs: 99 %ELSD purity). "HNVR 6 0.88 (t,
6H, J= 789088 (t, 3H J= 7.5), 1.26 (m 18H), 1.5-1 ECHRKOLPISS 2 28
(t, 2H J=7.8), 3.18 (t, 2H J=7.8), 37 (t, 211, J=7.8). 1 Mrpholin-4
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Table 4 Results of Example 2 {Acylation Reaction)

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

72 - 99
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1. A dosing formfor at |east one solid reagent for Jd&8&epiendhigiAedic or
anal yti cavopiekeei stry bei ng conpressed tabl ets each conprljcgi,%m?@%nt ially
the sane predetermined amount of said at | east one reagent enbedded in a
pol ymer matrix conprising beads of a pol29rrer I nsol uble 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 |east one
reagent | he sol vent, characterised in that said tablets conprise |ess
t han 20 percent by weight of 10 pol yethylene glycol. 2. The dosing form
according to claim1, characterised in that the tablets are capable of
disintegrating in the intended solvent within 10 m nutes. 15 3. The dosing
f or m accor di nglt# dosing fosn for afileast anexolid reagent farniss ackyhthetitiat artaly@icab! ymer

T OB Bl B R B PSRN s 2 PALITEL 2V 19
cross| ?'n%:g&’?,ﬁ“ﬁ? e Sich gt ekl B DI TRy oAb Y BERE ofa

pol yet hyl gl ipecdyble ﬁtﬁﬂ@@h@ttfﬁréh@;&?seém@g&aiﬂaﬁﬂa? beiplglcypébﬁ@mde 20
reine. (URBSELAL Bt S A MRy Al PR The delmlcrbedanang ol Hedpast S reagent
co- pol yreintoztbel stiege] diiactiised T aRe tdid BBl co ﬁg&%&%zﬁ@%@%ﬁg&{lgﬁﬂ&h' y

cross-|i nk? ene particles. 4. The dosi orm atcor any of

clain® 1-B9

d paql ystyr

iyetdeneslisolsed in that the polymer 25 matrix further conprises
an additive. 5. The dosing formaccording to claim4, characterised in that
the additive conprises a disintegrating agent. 6. The dosing form

according to c.dhedosing fafoiedingas clain 1 \daridi&ristish Hif SALbIOd a?eg&‘%e 30 IS
pol ystyr 83& or dinethyl ated polyethyl e_ne%l ycol having a nolecular 'ght of
about 200 dissyegpiinginthe mémmyied polysnyivithin 19 minhtes.dosi ng form accordi ng to any
of the clainms 1-6, characterised in that the 16 Septenber 2004
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



WO 01/ 68599 PCTI DKO /00185 27 tablets are uncoated 8. The dosing form
according to any of the clains 1-7, characterised in1f5l$@9temf@f28%gent is
non sol uble or al nbst non soluble in the solvent for which the tablets are
i nt ended. W9 03/685PBe dosi ng form according to any of the cl BEFHDKOV@ISS
characterised in that the solid reagenty4s a reagent that is useable in
chem cal synthesis. 10. The dosing formaccording to claim9, characterised
in that the solid reagent is selected anong the foll ow ng reagent types:
Acet oxyl atebkl areupeated. acid acceptors, acid 10 catal ysts, acrylating

cautval ont o, agy e oRne Krnl EEpRReR0 o4 MELRAR {728 A doriil 0BPU"

r eagent s, reagént ismnoaddiublean almestgendohubleinkiansivant foir hsdhhe abRtstsé Mitended.

al kenyl ati ng reagents, al kenylation catal ysts, al koxide bases, alkylating
reagents, al kylation catal ysts, al kynylating reagents, allenylating
reageny s, . all bajoNlsihe R cdoraleltf bt dithe G V8! har AILARA IR RGP mo WA N
bases, am nating reagernts, anifmati‘on catal ysts, am ne bases,

am ndal kyteagenh s areaggatihat is asdablen® theydiesd agrthegist eagent s, anphiphilic

(el ectrophilic and nucleophilic) reagents, anion activation reagents,

annul ation reagents, arene al kylating reagents, arsenating reagents,

aryl ating reagegiihe dakink f}j}in%c&ﬁﬁ;glté(ﬁl&& 9, &H*%ﬁﬁﬁ&af%?&ﬁé%%gﬁi de

sources, bases, benzyne”precursorS, bis-annulating reage ting
r eagent s, sefbectadi anzing de follawmgirsageirtypest Acbthgdatingacigents, achl deaspiyb,aicidng
reage ts,?azg ar be Erecursors, car boal um nat | on reagents, _carbon
nucl eglphi Y &P’H@ﬁ? eIl et ped SSlenirasRts, achiyaiegaraginis ACH aBlgBnt s and
cat al yst Sgei b 'zﬂi'n%% ' BRASE ( A5 o rd AT fhelation
reagents,eqchi r%@’(?{yige ts%eiét?’gaac age %ié%%src’ltafg? cor?gg%\agg?tls’on cggaa t;/os S,

Cr 0SS- Ccourshgants, riempemttathesis) pgtdysm@]heaﬂgﬁrgmagmgsaﬂkeﬂyl@ipn eatglysts,satkoxide

el oadd biPgh ALAER Foperty alky R SHab i IoBy AL BASSLS LD IR EFeoats,
reagents, td']@g,ﬁ , gé@%g@ e aaaRbs drating
reagents, dehy ?o en%’ti ng ?gggglgtg%’,mgehy ro%%%%%?ngrea 1(';:% S,
deoxylfe natthimation exalpts, spintdmses; aninbalkylatirgyeagents, slnmomathykattingreageatyent s,
desilyl ati or}g}r)helﬁg t ﬁﬁs%@ur' z%&n reagents, ~diazoal kane r%fa%ent S,
di azo traffeP %@iﬁ’g, ! B‘f“hﬁ?? TREPISaYuoR Lhvalinn reagents; YrulaHglci ng
reagent s, r:8pak2 bRnEAR MBA 1%5@ b ég’ Al ?&g&ﬁ@%ﬁﬁﬁo 30
hydr ous reagents, egggriffca iotser% reage%l';%gg@n%?u rit%lgti g r’eagentns{,ﬁglfs&’

f | uor oal kautexidattpnicatalystst azide Jourcay; bates,lognzyea geacinsprsgbis-eamlbiigireazenisagent s,
guanyl at i agent s al agenating r ent het t er oat om nucl eopbi | es,-
het er ocycg‘ﬁzﬁgﬁgf“ﬂ%‘@% gfom%%@mﬁ?ﬁ% Qypimg 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 'i‘ea.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, hydration catalysts, hydride donors, hydroal um nati n% reagents,
hydr oborating 16 Septenber 2004 WD 01/ 68599 PCT/ DKO!P&epsmiEs 284 gent s,
hydr ocyamad bmsssseagent s, hydrof ornyl ati on reagents, hydr operpKdnoniss
catal ysts, hydrogen atom donors, hydr ogggol ysi s catal ysts,

hydr ohal ogenati ng reagents, hydrosilylatfon catalysts and reagents,

hydr oxyal kyl ati ng reagents, hydroxynethyl ating reagents, isonerization

catal yst geagestschnatrpryevaticaeagenis dyideofamylaticrdagents cleydrogenaticat datafystspagent s, 5
T O 0 S8 LA o oSSR Bl
Tt S s B S Bl L,

oxi dation catal ysts, oxi I Nng reagents,
oxygenat iisamerizagemcatalygs, Ketede preowpirs.Igwisagdsdnd bagdsametalating sfagentg at al yst s,
reagepts, thiophilic reagents,. transiti tal |igandgs, . :
trifldor horsfeaehlgRrtuiion fapas MCreLesdrpiors Ratr akisop alysts,
cat al yst ficRRg aexs MitriigheeSRthe; niﬂb@ﬁﬁ%ké&}é ,hﬁ&e&iﬁﬁ%ﬁgﬁng RhRaRhi tyl ating
reagents, phosphonylating reagents, phosphorylating reagents,
phg_t OCIyC I@sdmenzmnrcgub@m exidationopialygly) axtidatiye neggiag}r@gemsmckﬂzihg eageatgent s,
radi cal promoters_and reagents, rearrangenent catalysts, rearran nt
reagent s, %7€ %geaggg@gﬁﬁg& Grogg]btfg\ffj?ﬁfng ‘FTF_'S‘I,'S%?Iic éfyé%n’feﬁ%ﬁ?ﬁ gﬁ‘% c
r eagent s redgeid, @XRADAI Al 1BAGE]) &muoﬁﬁ&@sﬁﬁaﬁagaﬂm,aﬂﬁ?rﬁﬁil@&%ﬁw, ng

gents, sul

reagents, sil y1 ating reagents, 15 stannyl ating Tea Il Tenyl ating

r eagéfit s,wmdat:qngataéyatsa Qll@mgl@hnsl | agents) phosphinylatmg reagegtsnplosphitydatingreagents,
reagents, ,sunfa nts, t rating,reagents, . thio ting reagents,

Uit oet herRbprteRTARE FasglnpboRbap BrE RAE e sheRp i Ronthen8 g Torm
accor di NgréRrgitingteaddhs, flofdctify reagdits, SAARAPHIORIKESShd fRagdhfl rehftfhgedfinpol i d
reagents "are sel ected anong: acetals, acids (including Tnorganic Lew s

aci ds), ®riabists wannogemidnbrcagads, redudiog yeiaents, atsobiingeagdnits; ning confiactores,

al um num_cont ai ni ng_reagents, ani.ons . (.e.q.,acetyl.ides and aryl. zink

nal ogen! JEFRE e Serbads Raas Ry SFeviins S SREuine Feedlh sl Mndiepeens
cont akni %ﬂanh?ﬁﬁﬁ@feﬁgeﬁ@%ﬁﬁeﬂy%ﬂg et SuiAGlHAR g HAs SalfonyRitRg 3baLNB! S (e. g
yeast, proteins, carbohydrates), Disnuth Containing reagéents, boron.

r eagent s spiimiabng tagpite sutfactads, ballusating reagontstthiocydnating neageantic thiodtitridicaticss ,
boron trifluo i%g%%iangl exes), brom ne containing reagents (e.g. brom de,

I on sour@%asgm i I8 FBRY conpounds), cadm um containing reagents,

cal cium contai ning reagents, carboxylic derivatives (e.g. acid halides,

amino acids, areas, anhydrides, carbonates, carboxylic acids,
chl or of or mat esll. dhe deshag g tayany ofdheelsims letd, gharacteyised wythatthds and

esteng |50}idfRpalih? RfbAl amoRS 8RN, dcff(Rfing Thirbhi€ Pewli Al hAbESs

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



30 acids and esters), catalysts (organic, inorganic and organonetal

catal ysts), cations (e.g. acyliumions, carbenium i dfseptaehar?iPiont ai ni ng
reagents, cesium containing reagents, chiral reagents (e.g. enolate

auxi | i ari W@ 01f¥anda), chlorine reagents (including i nor gBAT@KSHPYIES

or ganochl ori ne corrp'ounds, per chi orat es), oghrom um cont ai ni ng reagents (e.g.
oxi di zing and 16 Septenber 2004 WO 01/ 68599 PCTI DKO1/00185 29

non- oxi di zi n_% reagent s) | t cont ai ning reagents (i norganl c and

or ganoc obBPR-O¥KARE FRegents), cobaliroptaining reagenty (inpreanicand organpegb 2 6PBBRIERIS)

cycl opro &ﬂ)@@uﬂz LR ts,
e%/herg (!On eg% epoxI des an@ﬂ%éling |E§| %l%ﬁé#w%@%m reage géq
Fi scher anﬂmﬁnhom:tmhmgacdmm eﬂmm@mhﬁngéﬂomiesamih}mm]@lﬂmﬂg) rem&gﬁmis

(includin fl I de .i.on sources drof |l uorinating agents,
or ganof | LB @ué%‘?%‘éﬁﬁ‘f%)’hm@%?%ﬁww\ﬁ]&ﬁﬁ Aperingfoptaiurcasendingluding: ai ni ng

reageng s

B R T

ol yhet eromtmmngrmmscgojcbmm)mngl emisghaﬁmmpdmmnimgdw i, hatodiunnimngani ¢
IElyd)r/i des) s, 1 ndium e odi ne caont alal‘%l n ent s

(el udh nhetoare (imeen grued: ﬂ'ﬁﬁ%ﬁﬁpﬁﬂﬁ@ﬂ%@eﬁ@& iy alyheaprien

conpounds ﬁg%

(i ggl udi n}glewfloﬁ%ggamygﬁg&e‘ggéeﬂrlf‘?gxg o?%lginlg{nr on c uqu%ﬂnﬁ?etenes and

ket ene demagatw,vahnemmmrmgmlnﬁmmmﬂdeummmemmmnﬂmgagms ket o aci ds

and esters Wi nes unsat ur at ed. ketones) | ant hani de cont ni ng
reage_ﬁ s, ngﬂ ﬁfﬁlﬂﬁqﬂnﬂ‘?)n’r"ﬁﬁmi’ g Teagenls, 1fopy oy g‘dm& i t hi um
cont ai ni Nghg 5@@9&@5@&'&@5 EaRbifonSAdpduta)] kefeaad Rldixkithy!

magnesi um 1 ontaining reagents (inorganic salts and organomagne5| um
conpoundsfinpcinding diketoses, balnkaionéesy et acidearidsestars) gnigenssco,fansaurated ketones),

o or gannBREe S TR et Trabirt G Reas reﬁ%ﬁ%ﬁ‘ﬁ&ﬂﬁ ”°r¥e§nis§r23n'f )
ethers), mknhdSmuIEIRAE| (ﬁ&g&ﬁ@gﬁﬁtaﬁd GAREEIBRE

or ganonol ybdenum coripounds), nickel containing reag nts |norgan| c salts
and okyancontaikisg reagams (inergnic S4)tsand biganomaguesiim cogpoerds) maganwse r ogen

t ai ni t | ud ani di ne anm no aci.ds and
Gor vari v et dibes Bt SR Fud i Stgnnte rouPouleh el Sontining

cyanani degsagi(thsigsic @RI c&hﬁaﬁ&yme&@hé leﬂh%Hgé& g(including
di sil azi des, enam nes, guartidines, heterocycles, OXI hydra2| nes

and hydr aﬁl@mﬂlem@dngbyhmnmm@mmMgmmmwts mmgammquhddm am nes,
it te ophiumRy SR 3b i bR SR Ry rnd oo Rl povBoda’

ni t r opmt eﬁmblum containing reagents, nitrogen containing reagents (including amides, amidines,

—

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



nitroso compounds, nitroxides, oximes, quaternary amopnium salts, ureas,
ynani nes), orthoesters, osnium containing reagents, 16:&ontamher@l4d oxygen

cont ai ni gp se@gent s (i ncluding heterocycles), pall adi um EOHRObIISS
reagents, peroxides, phenols, phosphorus,teagents (including Homer

Wadswort h Emmons reagents, Homer-Wttig ? agents, phosphi nes and 30
phosphi ne oxi des, phosphinic acid derivatives, phosphonous acid

deri vat i weagenisimudshivm cordainig rehgeity athembam coitainingaeigants selehiom pdmapigr anes,
phosphori ¢ ac [ es id derivatives), pI atinum

cont ai ni ! @B@igﬁlﬁ@ng%%eﬁ?ﬂeﬁrﬁ?@gﬁ?% ?‘?iﬁlyiaé'ﬁg sreents, maeleepiilic selenenylating
organopotrg@%h e@g&&ggﬂ@ﬁ feggéﬁk%?;ﬁ gents, rhodium
contai ning 16 Sept erber 04 V\D 01/ 6%359 F gﬁ%%gfgg ?Segr eagents,

r ut heni um?bmlselannsmgwl ahge&;mhlﬁatmlmmm ailazimsg, mbagmmaﬂd asdbgnsitoRy
cont ai.ni n rea eﬁnﬂt? |ncI di Sgllp’f E‘dnl , _electrophilic s Ienrylatln
reageft s, m?(?Plécgp | Ef’g}‘ DS {yErontaining teagents, 59 cagents con
cont ai ni Ehok@ARAAlSard 6}@&&6@6&%@5&3&&&@ ls@IRG Teagehts (Y lndin nO' .

sil anes, netal ated silanes, silanes azanes, S|onaneo and anal ogs,

siloxy Blectnpailinthiolating I?ageawkhd%kbrﬁhﬂﬁqowlessmclebp}hht ihialsting reagents;

t t l,t d di
o IS TRE it A0 £ER8 RS o 4020 A0 'a@eﬁgd@f@@&%q?‘” | Spifmates,
thiolati %ﬂlﬂt&aﬁﬂﬁhﬁnudéﬁ'sﬁﬁtﬂfd&;mﬂﬁhﬁﬁﬁ)fﬁ% &E’Qﬁﬁfn% i€ adid 4lg@t i g

[ fenyl halides

reagents, suflfam des, sulfates, sul des and netal at ed
sul filBes anhydndes,lsulfommalts aulforryham@s s&&hﬁh@mdessmﬂmyﬁlﬂ]d@sulﬁlﬂyl onat es,

| f I f drid
Sl ot uroREees SRl i s S il riBiices sRe PR | des,
sul f onyl sunm%@zmmqag@ﬁa subBPPIRE Fhiasoliutt dalte thideset A8 hibRi @

sul f 0) ddes, sul foxi m n€s, ~ sul furanes, sulfiuratl ng reagénts, su ur
yl i des, tdtmaamdes Whinscyllating agerits Aetyahates aﬂdnw.thmcbmnaimj thldhtasythtoﬂs)aantalum

t hi oacyl ating.agent s ana tes and ocyanat es, t hi ol s),
t ant al um“E8 '"' tsrtegll}@ c%‘%@%"ﬂ "r”gg %P

~cont akni &eageﬁa Bluding t&ﬁmﬁ:ﬁﬂés aglﬂ&%aruf@aﬁiﬁoﬁn&g ﬁﬁia!&iéd‘ﬁmﬂiaﬁéﬁﬂﬁﬁ@@s
net al’at e

hal i des, inorganic conpounds st annanes, oxldes, stahnanes,

sul fi des stangianss] suHfidgs and sﬁl@adea;laﬁ@dmtadrhmmmw,tamummmmwm ng
reagent s |no nic a ano.titanjum conpounds), tyngsten containing
reagents(mﬁ’%% 865??8%“58 {ung%f %ﬁ’ﬁ ‘?=%§‘“F‘§%§B?F?’§1mg
(includi g ﬁ@rm%ﬁm&@hmﬁg&ag@&qﬂim&gﬂ&%am%ﬂ&%a%ﬁamﬁﬁ &F&nﬁont ai ni ng
reagents, i des (antinony, arsenic, phosphorus and sulfur 20 I des),

yt terbi umpammnais}; BT eoatpaning reagents ylidest(antimony, alsag'elpﬂlssmmmragéﬁmlﬁlrs alts
and rg ZI ﬁ ea ent%jﬂmgm I’é:O |%J%ren%gents '}S ﬂgr%ﬁcsgi and

or gan02| ea
organozine reagepis), zirconium reagents (inorganic and organozirconium reagents).

i ]

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.




12. The dosing formaccording to any of the clains 1-11 characterised in
that at |east one reagent is bound to the pol ymer.- 26 Septermtes 2884i ng form
according to any of the clains 1-12 characterised in that the reagents
conpri seVo phiedsPhi ne and an azo conpound of the fornul a PRECI/DEGLGNEY U RS
wherein X1 and X2 independently are N org0, and R4 and R5 independently are
selected from 30 the group conprising |lower alkyl and pol yner-bonded

equi val ents thereof. 16 Septenber 2004 WO 01/68599 PCT/ DKOLl/ 00185 31 14.
The dosing formaccording to claim13 characterised in that the phosphine

or the azo c |
according to g%?ﬂ%‘@os%@ﬁf}g%&r%g 4 c%lgira (%ar‘cltse ﬁ@aﬁﬁ%p@ﬁg‘h%ehr@(g%% ne
i s of thezboomphmdRs RdePtodbepelyme , Rz and R3 i ndependently are sel ected

fromthe group conprising phenyl, heteroaryl, |ower alkyl, phenyl-I|ower
al kyl, heteroaryl-lower aryl and pol ymer-bonded equi val ents thereof 10 16.

The dg3| ng form Qc@oﬁﬁn t hat
the reagents co%%?l&)(;ssgia lB%osp |ngioﬁ%ga(ﬂ}e?é@?é?slébc?%ﬁc%ﬁsqu}?&%e dosi ng
f or m acc @hdsphgnetio oftha ifonaiva RIRIRR whereimdtt, R7and Baindbpmdpﬂiﬂ;sarh belectédsfromdinded
to the poI mer. 15, 18, aeh%ﬁsm forg@ygg |i[l‘| oan of th clalms 16-17
char actergI R COMPTISHgD B pheryh OWIRYl se of
a dosi ng An@pBlyRMer-BbRddd ﬁﬁagﬁﬁg #redeche clainms 13-15 | n aI kyI ation of acidic
20 het er oat (&))ms pref er%gly rough a M t sunobu reaction. 20. Use of a

dosi ng formaccord| ng to any of the clai ms 16-18 in akyation of basic

het er atom; dosi n for Qrdin any.of the clains 1-1
8 i n1 ynt het i gl%oﬁ “"E%E %’”Bé ]%‘f ‘Efﬁé'r'sﬁ iy Batthgccor di ng
to any ofpeidafts H&Q?ﬂog?hlhﬁaﬁféﬂdn%taﬂ’&ﬁﬁ@.s' s or split and m X

synt hesi s OI’ CO nat emstry.

17. The dosing form according to claim 16 characterised in that the phosphine is
bonded to the polymer.
15
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



30 23. A nethod for production of a dosing formfor at |east one solid
reagent for useiin synthetic or analytical analyticdPf Sehtamber 200¢onpri sing
conpr essivwn owésspo!l yner beads m xed with said at | east onecrmagentisand
optional additives into tablets each conggising essentially the 16

Sept enber 2004 WO 01/68599 PCT/ DKO1/ 001 32 sane predeterm ned anount of
said at | east one reagent enbedded in a polymer matrix conprising beads of
a pol ynersamegotdetirmined ankoant of saishat ldagtront peagenitembeddbddy aipbbsies mattil sai d

tabl ets bejng. capable of disintegrati i n saj.d _sal vent, thereby di spersing
the pol yn® Fﬂpglg gjea‘;sn%toatﬁf’ & 316‘2‘83 §°E‘é%‘g¥ﬂr the {pisndedsyathesisand said
char act ertasied beihgichpdblé bEdiBAtepMing B said tvehtthereBY didpdriife Y o;?ﬂﬁﬁ

t
| east one reagent i's pre-treated wWith an aprotic organiC sol vent and dried
bef or e t aAddke dtdeashonareagel intathe solweriothanacteristidriy thad thel peilym@r a mixture of

char act ery in that .th re-treat nent . .conprises.suspendi.ng . the polymner
or a %\'xttﬁﬁ&wﬁf ﬁ‘é‘f‘%t& erﬁ?ﬁfngltg Preseafed ith .apti org %FPIY%ﬁ 3’5&6‘5‘?‘{:
or gani ¢ Ssfore bl@feinsdtidgequent |y drying said pol yner or m xture of pol ynmer

and reagent before tablet formation. 25. The nmethod according to claim 23,
characterised in that the pre-treatnent conprises suspending the polyner

or a mxture e | yimer _and .at, | east .one, reagent |n an 15 aprotic
organi ¢ sol veﬂ%‘l'mgftgeigh&&aac : g&@ﬁ?“‘éﬁ%ﬁﬁ%‘aﬁ? _“%ﬁ'la{/@_ﬁﬁ’r?' canerly| ved, and
s ubs eque rdohiprisekANESedin}ohs Bt SSAhiA er?ﬁﬁ?ﬂiyﬂ%hﬁﬂ&%ﬂt@&&rﬁﬁ@eﬁfﬂran

pol yner rea(%%nt m xture by evaporation of the’solvent before tablet

f or mi orfProtE. orgaec salver andisuhseqiicnily dipingsgidpolymenonmiagrea s polymenandr i sed i n

that the i organi,c_solvent is nethylene chloride or
tetrahydrrg#){?ﬁ{awgoﬁi&lﬁé%qoﬁod according to any of clainms 23-26
characterised in that the material used for tabletting conprises |ess than

20 percent by wei ght of polyethylene glycol. 25 28. 'The nethod according
to any of cl ai3ds Thgmemhodseeordingde cloisy23, charncterised in thatihe pos-teatmentabl et s ar e

capable of disinteqrati in the intended.solvent wifhin 10 m nutes. 29.
The. et hogmReRts b e bOtypeet ot GRS 05 88 pyfier thd ohiBufiondropral Tiape
pol yrmar ticl ofg BAOBIIV Gt WhlreiOh k@g@t SCHISIE Ui PIIRG! isRINsYREY, /280 QubsBqiRAkiy Ter
havi ng a pbackbone 30 conprising styrene or substituted styrene nonomers,

copol ynerdspesiting said digselved epgenbwith said pelymer enpolymeraeagentminiedy pol ystyrene
cr 05511 kg et B SORRO PRI 7

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



cross-linked wth polyethylene glycol including the POEPS and POEPS- 3"
resins, polystyrene resins cross-linked with pol yoxyBsiepteamer 268¢yet hyl ene
gl ycol grafted resins, polyoxyethylene 16 Septenber 2004 WO 01/ 68599

PCT/ DKO1/v00 08685983 pol yoxy propyl ene resins and pol yners RG/BEPMES zed
together with magnetites or magnetites ggaptured in highly cross-Ilinked

pol ystyrene particles. 30. The nethod according to any of clainms 23-29,

characteriged in that the terial 5 ysed,fqr tabletiing further conprises
an additi .OXQ’PTOPDH@WFEF% é’@{}’ﬁeﬁﬁ??gp‘{LiHH iR ,GIE'H%P!%P@W%‘% in that

the addi thys& 6 g i h;ﬁﬂl:y%k& Sk Wg&%mc}& 32. The nethod according
to claim 31%51‘3(;%5??&9“”29 n t%uat ?fn% I'Si ntegrating agent is polystyrene
or di net hyl at ed pol yet hyl enegl ycol having a nol ecul ar wei ght of about 2000
Da (DM PEG 2000) or higher. 33. The t ho cording.tqQ.a f the.clains
2539, char act 4F ILe ettt SusaTm 1325 SHptaridlined 8 Bt Pe malgial non
sol ublse | el as 30k En{hg cdﬁﬁéﬁr&@séﬂ’ﬁdﬁtﬁ@.' ets are intended. 34. The nethod
accordi ng tohgrny ot}iﬁg e cfal 23-33, characterised in that the solid
reagent is a reagent that is useable in chem cal synthesis. 20 35. The

met hod accordi o any .of the claijs_23-34, characterjsed.i.n that, the
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cl ai m 10. 4;36¢ od according to any of the clains 23-35,

e
characterised™in %h t the solid reactant is selected fromthe group of
chemcals defined in claim1l1l. 25 37. The nmethod according to any of the

| ai 23- 36 ised in th is.b d h
ooyl so. SRR ot Bkl SBRobRBral B ohuE
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conprising essentially the sare pre m ned armpunt of said at |east one
reagent e{Nddifd2000)ar bighstorer matri x conpri si ng beads of a pol ymer
i nsoluble in the solvent for the intended synthesis, and said tablets being
capabl e .of disintegrating in said solvent thereby releasing the at |east
one, B%g/egg 132@9.%@&9&%%6&%1&@&&& R RMNs 2802, chifPabtbrifGbRhat the reagent

' 15  isnon soluble or almost non soluble in the solvent for which the tablets are intended.

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



34 matrix as polynmer beads into the solvent, characterised in that said
tablets are made by a nethod according to any of cl dFRsptEmber2089. Use of
a dosi ngwwsigsascording to claim 38 in synthetic or anal ypermkogbrass stry. 5
40. Use of a dosing formaccording to clgfjm38, in parallel synthesis or
split and mx synthesis and/or conbinatdfial chem stry.

mairix as polymer beads into the solvent, characterised in that said tablets are made by a
method according to any of claims 23-37. ‘

39. Use of a dosing form according o claim 38 in synthetic or anatytical chemistry.

40. Use of a dosing form according fo claim 38, in parallel synthesis or split and mix
synthesis and/or combinatorial chemistry.





