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1 Vehicle for the transport of a chosen nolecule to
a cell. The presented invention relates to a vehicle
for the transport of a chosen nolecule to a cell
conprising a SAINT-nol ecule, which by neans of an

el ectrostatic interaction, nore particular a
non-coval ent binding, for 5 instance by hydrogen
bondi ng, is bound to the chosen nolecule. Further
the invention relates to the application of the

SAI NT-nol ecul e for a targeted transport of a chosen
nolecule to a cell. It is known in the state of the
aveht oladmirnicsterrankpochosen nodbsoulresetola teodyceln.
such a way that the chosen nolecul e has to perform
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Therefore processes have been developed to deliver
chosenymolecules, for instance drugs, to a specific
location in the body at a specific cell. A first method
applied comprises the coupling of the chosen compound to
antibodies. Such a coupling is covalent. As an effect, the
activity of the chosen compound is substantially reduced
in comparison with the activity of the free molecule.
Another, currently applied method, is the packaging of the
chosen molecules in iiposomes. To the outside of the
liposome, in which the molecule is packaged, an antibody
can be coupled. This coupling of the antibody to the
liposome occurs mostly after the inclusion of the chosen
molecule in the liposome. In case the coupling of the
antibody occurs before the chosen molecule has been
included, it is possible that the antibody is located at
the inner membrane of the liposome which might result in a
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anti body occurs before the chosen nol ecul e has been
included, it is possible that the antibody is |ocated
at 35 the inner nenbrane of the |iposone which night
result in a 2 decreased efficacy of the |iposone. A
general known disadvantage of inclusion of chosen
nmol ecul es, for instance pharmaceutical conpounds, in
| i posones, is that pharmaceuticals will slowy |eak
fromthe |iposone. A 5 second di sadvant age i s that
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tg% ‘word "cell"” is used in general Wth this,
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t @WarghSeamble, characterised by the measures according to
claim 1. In this way, a very stable process is provided to
deliver a chosen molecule at a cell.

Although below hydrogen interaction and hydrogen
bonding will be mentioned in general, the interaction is
not limited to this single form. In all cases, any kind of
electrostatic interaction is referred to.

In this text the word “cell” is used in general.
With this, however, as the person skilled in the art will
clearly understand, a “specific cell” is mentioned towards
which the chosen compound has to be transported to.

Preferred embodiments are described in claims 2, 3
and 4.

According to another aspect, the invention relates
to the application of a Saint-molecule to transport a
chosen molecule, in a targeted way, to a cell. Saint-
molecule are commonly known, also described as transport
vehicle, and are extensively described in the European
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whi ch the chosen conpound has to be transported to.
Preferred enbodi nents are described in clainms 2, 3
and 4. According to another aspect, the invention
relates 35 to the application of a Saint-nolecule to
transport a chosen nolecule, in a targeted way, to a
cell. Saint- nolecule are commonly known, al so
described as transport veghicle, and are extensively

~described in the European 3 patent, publication

nunber EP-0755924 Bl and in the Anerican patents
whe ergublpib i ¢ oRuRbEry B8-87 53,4684 #d inushe
GM&&,C&%paMﬁ] wii 8h regilstet &ch trambbes pre$ens3, 694 and

appl & cant 891 hedescid p}égqgtgieé hesene present

pate 1t - appl &cat ons. i.s i
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Thesay.t¢hRs e mel 864t Red £OrsjMiskans eanprappimiLcul es

o, Phar iRgeuLl cala dnagenshal,, ace Q.enarapped i n
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af e Er R OEUPB?JE%Q;H&%?&S EP §98%994 BI®and the
AeevriaceedPat i tUS B 8885 694s aledcuSh§l Zx6e89ively in
AeEOGioRgméfx sdrpuet efspednepbosidTent 07535824581 Ndnd the
TREALE b b sbéﬂ%%b@%"%%ﬁ R e eurod
that is Cr’?or?ﬁf’%gtr ated” ant §8I |‘gb %‘?’ten%f S‘rh %St“éf)l e
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descrl fnl on Of -t Nes Nt - Aol ecul es

eI REREELTTS RldeRto FU‘vs 817 2%, god kS B(&ﬁ'*ﬁﬂl@% "1 he
| aadcantnbhec Hoesndrkd'f eltheist@mc et heentfighl owr ng:
laN¥ reMRbBY I FA- GaRb PO Khde & Fes@r@b V) ©f these type
2@%&'&@¥£Jﬂﬂe@uﬂiegnfﬂegekgg :&ss’%la'gg' @gﬂ 6?’6',595%94’ and
WBATPLSA- (R LS P e beayPt APb-Heseare, 6 - o-
following: 1-N'-Methyl-4- (aminobutyl, cis-9-oleyl) -
methylpyrimidiniumchloride (SAINT-amino-linker), and 1-N’-
methyl-4- (N-succinimidyl-S-acetylthio-acetate, cis-9-
oleyl)-methylpyridiniumchloride (Saint-SATA-linker). In
these both cases the acetylthiocacetate and the SATA group
function as the linker (moiety). However equivalent
compounds also might be applied as linker- moiety,
including every chemical compound which can be covalently
bound to Saint-molecules. Although in general only one
linker molecule will be bound to the Saint-molecule, it
might be possible that a combination of positions is
occupied by a linker molecule, for example R1, R2, R3, R4,
R5 or R5' alone or a combination of these, with a maximum
off all five linker positions.

According to a further preferred embodiment, the
cell spec;fic ligand is chosen from: an antibody or a
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ol eyl ) - met hyl pyri di ni unchl ori de (Sai nt-SATA-Iinker).

In these both cases the acetylthi oacetate and the

SATA group function as the linker(noiety). However

equi val ent conpounds al so m ght be applied as

l'i nker- noiety, 30 including every chem cal conpound

whi ch can be covalently bound to Saint-nol ecul es.

Al t hough in general only ane Ilinker nolecule will be

bound to the Saint-nolecule, it mght be possible

that a conbination of positions is: occupied gy a
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indirect manner, by interacting wi h the water-layer -
surrounding the macromolecule, in case the macromolecule
has a positive charge. Consequently, the Saint-molecules
will bind the macromolecules by means of an electrostatic
interaction, for instance by forming hydrogen-bonds, SO
preventing leakage of the chosen molecules from the saint-
molecules.

Furthermore the possibility exists that
electrostatic interaction from, for instance, theAcarbon—
atoms or the ortho-electrons of the pyridinium—ring, is
for binding.

The present invention creates the p0531b111ty to
deliver chosen molecules, for example a drug, at a
specific piace in the body at a specific cell. Hereby the
advantage is generated that the amount of drugs, which has
to been administered to the body, can be geared exactly
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macronol ecul e to be enwapped. Furthernore it is
possible that the Saint-nolecules will bind the
macronol ecule in an indirect manner, by interacting
with the water-Ilayer surrounding the macronol ecul e,
in case the macronol ecule 25 has a positive charge.
Consequently, the Saint-nolecules wll bind the
macronol ecul es by means of_ an el ectrostatic

i nteraction, for instance:%y form ng hydrogen- bonds,
so preventing | eakage of the chosen nol ecul es from
t er s@ientamonnt edulce$ls 3 iEbr bbetntoebe hergadsdi bBY i ty
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aggﬁﬂhﬁgg1h§eEQﬂﬁ5§$§QM5E§E tﬂ?tgﬁguwéqu:qgug§evented

SOhfE Y sob PP Pl T oSl oL ot he

% ace?ﬁh . %eﬁhs
t Bhpdveatiere Byy %‘?ﬁ)\b§Pﬁéu@% 1e‘ilp;‘5flép?qlélttém01ecule“
f oemdxt.i on bet ween the Saint- nol ecul es and the
enwr appeﬂh&%eew,ofl eagaﬂﬁze@ftlmels GREPOLHKE iaBove .

pée"eo[‘t tﬁé‘”éje cn]?&k a%%§§ n%f tt%r 9@4& Yehy S to,

rane, which

aF@UﬂdHHPQFn§iﬁﬁés?%d%ﬁﬂéﬁ I+@dﬁﬁ Fﬁ%ﬂ“ﬁ& be able to
coiptlensetvatyp fugkh¢henbopdkeenttouphédh ldidamdll | faklhi s
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rel eased at other places in the body. Here they stay
included in the saint-nolecule- 10 vehicle. The
eS¥8HE of the invention i s described above. Based
on the description above and the attached

COmtdrl FmbRAgoniax Peason Rilk| et idifitheusr ttowbkl be abl e

t@rarﬁéf’é!&lt¥dd%1%lr;09sf thete exbadi, "RALS copbehal |
IF] gtlg-é mV\eﬁtﬁlgldsn Eo o%goPema%fuftaQEup %engrequlre
several micrograms of plasmid DNA for successful
transfection. Combined with SAINT-18, 1 Og (per 12 wells)
normally results in a transfection rate above 9%0%. To be
able to visualise the enhancing effect of the targeting
moiety SAINT-18-RGD, in this protocol we used a low amount
of plasmid DNA (500 ng per 12 wells). The structural
formula of Saint-linker-RGD is depicted in figure 1 below.
In addition, an RGD-peptide is coupled to the SATA-group
of the SAINT-Linker, as described in the present
invention. The RGD group is a targeting moiety for the
integrin receptor family and is though to increase the
transfection efficacy. Human Embryonic Kidney cells,
strain 2933, are cultured in 12 well plates and are
transfected with 4 combinations of Saint-molecules (i.e.
Saint-18, Saint-18 coupled to RGD, a mixture of Saint-18
and Saint-18 coupled to RGD, and only a linker molecule as
a reference). 500 ng of CMV-GFP plasmid is complex with
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EXAMPLE Human Enbryonic Kidney cells are difficult to
be 20 transfected. Wen using these cells, main
conpeting transfection methods (of other
manuf acturers), require several mcrograns of
pl asm d DNA for successful transfection. Conbined
wth SAINT-18, 1 Dg (per 12 wells) normally results
in a transfection rate abeve 90% To be 25 able to
vi sual i se the enhancing effect of the targeti ng
noi ety SAINT-18-RGD, in this protocol a_l ow
Sgant S TprakeA g eBNAT (500" g (Bet el i" e
stitect uralsfetoiorulCaPofxSes FtioR] ﬁke‘ﬁe@@efisbﬁe%cét ed
'a%afltgyé e thebpt@Wntabs addints @?slﬁma@@apemn Eﬂ@ppsted
c.Qu t TA-group 30 of the SAINT-Linker, as
descrr b%daoﬁhn%g%éﬁpr esent invention. The RGD group is
a targetl ng noiety for the integrin receptor famly

IS tho ncrease the transfection efficacy.
M e“"““" % he ‘No%gdney cel s, in 293A, are

>t ransf ect ed

with 4 conbi nati ons of

Saint-18, Saint-18 oupl ed to RGD, a ni xt Ut .
Sai nt - 18—g@and Sai nt-18 coupled to RGD, and o ) s
i nker | ecul epas a reference). 50 0 CW- GFP
pl aspi '%@ ex wt H6 3 75nm SARNTH nol ecul es or

| i nker \X%ér e after ansfecti on GFP

expression is miasur ed %’ﬁcs a_si s. The

per cent age of GFP posi® g n depicted in the
graph bel ow. 5 Mol ecul ar For = C H ,C N8O CS
Fornul a Wei ght = 110388734 H3 R C_ _ d U OH N CH3

é\éructulr_lol %le/(iyu) fl\“?.!a\lgt q_—ﬁgtel}lHRbIH

The results depicted in Fig. 1 clearly show that
1. S18-linker (reference) functions poorly as a
transfection reagent (column 4).
2. S18/RGD is able to transfect cells.
3. 818:S18RGD ratio 500:1 increases the transfection
rate by approximately 33%.

S18-linker alone has no major transfection ability. We
envision that 100% S18-RGD has a decreased transfection
efficacy resulting from the sterical hindrance generated
by the RGD group. However when S18RGD is mixed with S18 in
a ratio of 500:1, transfection efficacy is greatly
increased. A more optimised ratio will be determined.
Similar results are obtained with targeting moieties other
than RGD (such as a cell-specific ligand). However, in all
cases, an optimisation will be needed to 'gain an optimal
effect. This experiment greatly indicates the transfection

enhancing characteristic of Saint molecules.
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Scheme 1: synthesis of SAINT-amino-linker

5-Pyridin-4-yl-penta-2,4-dienoic acid ethyl ester (3). To 250 mL tetrahydrofuran at -70 °C was
added 32 mL »-butyl lithium (2.5 M in hexanes) and 11.25 mL (80 mmol) diisopropylamine. After 15
min of stirring 17.8 mL (80 mmol) of phosphonocrotonate was added. Another 30 min of stirring were
applied and next 7.6 mL (80 mmol) of 4-pyridinecarboxaldehyde was added dropwise. The mixture
was allowed to heat up to r.t. The clear brown solution turned first into a yellow suspension, then in a
brown suspension and was stirred overnight. The reaction was quenched with acetic acid and the
solvents were evaporated. The resulting brown oil was neutralized with NaHCO; (saturated solution in
water) and extracted twice with ethyl acetate. The combined organic layers were washed with brine,
dried (Na,SQy) and evaporated. The remaining brown oil was dissolved in ethyl acetate, filtered over
silica and evaporated. The remaining orange oil, 16.7 g (82.3 mmol, >100%) contained some
impurities but was used without further purification.

'H NMR (200 MHz, CDCls) § 9.00 (2H, d), 7.90-7.60 (1H, m), 7.70 (2H, d), 7.50-7.30
(1H, m), 7.19 (1H, d), 6.45 (1H, d), 4.60 (2H, q), 1.65 (3H, t) ppm.

5-Pyridin-4-yl-pentanoic acid ethyl ester (4). 5-Pyridin-4-yl-penta-2,4-dienoic acid ethyl ester
(16.7 g, 82.3 mmol) was dissolved in 500 mL ethanol. After the addition of 3.0 g palladium on
carbon the mixture was exposed to hydrogen pressure (1 bar) for 24 hours. The mixture was
filtered over Celite and the yellowish filtrate was evaporated. The isolated product was a
yellow oil 14.5 g (70.0 mmol, 85%).

'H NMR (300 MHz, CDCls) § 8.45 (2H, d), 7.10 (2H, d), 4.05 (2H, q), 2.60 (2H, 1),
2.25 (2H, t), 1.65-1.55 (4H, m), 1.20 (3H, t) ppm.
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1§§%ﬁ51§ wad %s& ngf %ﬂ/{ Gnd 8% ﬁtm\ffe vashed oMkl was
dN&fter B RS e %QB@ R 1‘? g 10@MRIBH) Rehs added
oRT 800 Qie wa@alr%%%p \s @ OVine 3GE Y4 @of\fvét&t\%s%gded and the
mit¥fre wa%'s'ﬁh&ﬂfd’i‘@d v %9% DGad GFRLIE ARG R&NE,S0,). After
bratidP -of tHe 681%ert §MPbf crH QO%wa%‘ oRSiabNed S8MRvn liquid. Column

cﬁpm% ﬁ%ﬁ% %éeth @sétav& (SHOM fwizg;femew sfo ap%te @Q9%).

% 49 t), 1.70-1.30
(c(H1 'ﬁk), 0’@3 (9 126%! 0-7.
(1H’ 4é’8(2H a), 165(3H t) ppm
Jﬁu(tllﬂitﬂ d‘im)!ﬂhypﬁﬁhﬁlﬂ -forBhV10-&5hiyridfe (7).  Tetra-

éﬁﬁﬁfah @001 Whas RESE B0 14 gq BRI GritRfpbilatBlofPhkree s BRIy llithium (8.6
mf 1955 K1 & heB#hed) WAERMNeANVRE afbSSRlnNVEdtiiig aBQ pfipyRIRRND .mL, 21.5
mAoheihd hBamRAEI SHoShoRlE add BiaghidAh 78 HLUM O BumdbAk e BddeREA frer 30
miH $t ufnﬁn%f(xmmﬂm&ﬁymmM Ppddk e ((2.0b&" 7.2 frfdol) was
addiéd. horb: S0 ik tofs@rrin@ Sleyll blET @Y LY rfeBdl) Was Ad¥ed and the
mix@e Was AIRWes B fdal 4y 846 aHBF LML bvdnasht. THRGnik &R wds@luted with
Rt AREGY cWBSard wakBEd AMEcOkith dflmeniGm (cARrife ated@iftion HHwater)
arliMRcé 38 vMHE., A@qrﬁ}lg @\T@Sé‘é abé lcbnclitratidn #0vdc2813.709 of the crude
préd®d 3, isélhted 2a$0a ( wh )oil.  BurdRafigi, byl ) colubarP Schioriography
(héﬁlhhe lacédtatd3:10 lded 1.6RPMNe pbR product (42%).

“GleyPwidideiphs frepaked IR §'l€y1|atc@ilol a&brding to a procedure described in ‘The
syﬁmE’sis’ ofdimethyl -1 RREMBNDES1-A6hade 1 DMyl S HGhinmlchidkide,. 70
'HINPIR) (300RS1z0CBER) § 845 (1M, uRl7we ner (338 kM, 1),3.60 2 H, ), 2.45 (1H,
m}, RAIe- b MHmY, 1L70E1 FBE6HYANEN 2001060 QENMALBZSRITE(ISH, ‘$heo1 (6H,
s)pphuti on was cooled to -60 C and DIBAI-H (250 nL, | M

in toluene) was added dropwi se. The m xture was
5-BytidinedylftfitosA4hemur-61 ). 440(4-arBhtylaismethylanat1dxe)-waylimonadec-
10ugmyl pyFidine Nextg, BBt hand) waS5Wissdlyedvas sdged of oetrdtgdrofuran.
Tetr@heyltonikRelutride UL.0 a3 findly @ds hdded 3Ad thdmixamed was stirred
overnight at rt. When TLC (heptane:ethylacetate 1:1 Rgproa=0.22, Rpm=0.78) showed
complete conversion, one volume-equivalent of water was added. The mixture was extracted
with ¢-butylmethylether. The organic layer was dried (Na,SO4) and evaporated, yielding 1.1 g
(2.7 mmol) of the product as a yellow oil (88%).
'H NMR (300 MHz, CDCls) § 8.45 (2H, d), 7.02 (2H, d), 5.38 (2H, t), 3.60 (2 H, t), 2.45 (1H,
m) 2.05-1.95 (4H, m), 1.70-1.30 (6H, m), 1.20-1.00 (22H, m), 0.98-0.95 (3H, t) ppm.

(5-Pyridin-4-yl-tricos-14-enyl)-carbamic acid z-butyl ester (9). To a solution of 5-pyridin-
4-yl-tricos-14-en-1-o0l (415 mg, 1 mmol) in tetrahydrofuran (20 mL) at rt. was added di-z-butyl



changed into a yell ow suspension. The m xture was
filtered over Celite, dried (Na2SO4) and evapor at ed:
6.2 g brown oil (37.5 mmol, 54% . 'H NVR (300 MHz,
CDC13) S 8.45 (2H, d), 7.18 (2H, d), 3.65 (2 H, t),
2.60 (2H, t), 1.70-1.25 (6H, m ppm

4-[5-(t-Butyl -di met hyl -si | agygl oxy) - pentyl ] - pyrldlne

ofodicRmbided i N3 Amhbr, p@@tﬁ | Elen{ignddphinel 1.2 HHIBI )30988g) and
1oyt ngg:iégg}lg@egg rEjl'fm Q) t %tﬁ% gs/ tl%‘mgs r?ed&plemght Cgolumn
ﬁixylaggtgtce (1: llq{gfp B RLiEr 1'1? ylelded 200 mg

T
! 3 5 sf38l(2H t), 2.45
(faV QJ%?I G &), 8- C O(W%),M\'@@o@%ﬁﬂ tAgpeh. N

n1xture was sflrr2@ m'n. The organic Iayer was

4ERAL AR LARY-tHb 1Q)'\é% -%).eth { fyeidini@N20A6REd A0)Ofl6 g (3.1
Sﬁq ngﬂﬁ Lgyloi &rlucggt??—c%éﬁb%ﬁ@ t@tyRSesfr b\gé%\’)vﬁlssolvged( in
1 dogféhlqne MI?% ?Ire@ ?@tt@g Bﬁﬂbﬁh@@&d@methane was removed in vacuo and
@ﬁ %@Eﬁsoﬁ\%d In mBbAP Andellted €Yer Y IBOHR Gkt After

egape%snéf e e B S0l s oot A
"ANME- @ M%E' céb %9 ({zﬁ . 8170 (2}? 0. §22 H, b), 5.38 (2H, 1), 4.70
(3’|H s? 3]4 de 418 Jn), Do od nga)% GH, t)

[ 1-1 4- (t ut /l - dlnethyl “si lanyloxy) - but'yl | - nonadec-

YD - déf”@ (@bl R on MR BB dnddE- 18lehy Y@ Snethyl-
é]él R)nd va§:d1‘é§b§jsgﬁ ifla @gﬁﬁ&ﬁ%@m@ﬁ%@m@mﬁyzs mL) and

Is)t%gﬁ%y hIHobN UM ERipBratiti-of the %ol%dt Bieled ALHE1-YRSoraRd 8Drotected
2Rl Bhd Rbidw \erHme ved fnrrﬁétﬁkge i RO RY] 881N poBsSunibarbonate

wad aRled TP & &sl%ﬁ%@é&x@é& foPNRSRRPH] L@ GHIthtioh bRl R val of the
sdivent 2 wilte foarh remdIRER!(1304RE, 9.33886104090b &2 s8fFs). M n of

stirring
4-[5-(t-butyl-di met hyl -sil anyl oxy)-pentyl]-pyridine
(2.0 g, 7.2 mmol) was added. After another 30 m n of
stirring oleyl iodide* (3.0 g, 7.94 nmmol) was added
and the mxture was allowed to heat up to r.t. and
was stirred overnight. The m xture was diluted wth

t - butyl nmet hyl et her and washed twi ce with anmoni um
chloride (saturated solution in water) and once with
brine. After drying (Na2SO4) and concentration in
vacuo 3.7 g of the crude product was isolated as a
yellow oil. Purification by columm chromat ography
(heptane: ethyl acetate 5:1) yielded 1.6 of the pure
product (42% . O eyl iodide pas prepared from ol eyl

al cohol according to a procedure described in "The
synt hesi s of

1- met hyl - 4- (1- oct adec- 9- enyl - nonadec- 1 0-enyl ) -pyridin
iumchloride'. "H NWR (300 MHz, CDC13) S 8.45 (2H

d), 7.02 (2H, d), 5.38 (2H, t), 3.60 (2 H t), 2.45
(1H, m, 2.05-1.95 (4H, m, 1.70-1.30 (6H m,
1.20-1.00 (22H, m, 0.98-0.90 (15H, s), 0.01 (6H, s)
ppm 5-Pyridin-4-yl-tricos-14-en-1-0ol (8).
4-{1-[4-(t-Butyl-dinethyl-silanyl oxy)-butyl]-nonadec-
10-enyl }-pyridine (1.6 g, 3.0 nmol) was dissolved in
5 nmL of tetrahydrofuran. Tetrabutyl amoni um fl uoride
(2.0 g, 6.3 nmmol) was added and the m xture was
stirred overnight at r.t. Wen TLC

(hept ane: et hyl acetate 1:1 R ,ma=0.22, RrsmO0.78)
showed conpl ete conversion, one vol une-equi val ent of
wat er was added. The mi xture was extracted



with t-butyl nethylether. The organic |ayer was dried

(Na2SO™4) and evaporated, yielding 1.1 g (2.7 mol)

of the product as a yellow oil (88%. 'H NWVR (300

MHz, CDCls) 6 8.45 (2H, d), 7.02 (2H, d), 5.38 (2H,

t), 3.60 (2 H t), 2.45 (1H nm 2.05-1.95 (4H, m,

1.70-1.30 (6H, m, 1.20-1.00 (22H m, 0.98-0.95 (3H

t) ppm (5-Pyridin-4- yI-trlcos 14-enyl)-carbamc

acid t-butyl ester (9). To a solution of 5-pyridin-

4-yl-tricos-l14-en-1-ol (415 ng, 1 nmol) in

tetrahydrofuran (20 nL) atManpDEDWasARdkied di -t - butyl

6¢c i mnodicarboxylate (1.5 mml, 325 ny),

tri phenyl phosphi ne, (1. ng) and

d|ethylazoélcgrb%&§¢%ﬁef%?LQ?enﬁﬁﬁnsﬂﬁﬁFrﬂﬁ 3affofRR molecule

nlxture maslstddmpadsmugrafgrﬁpldlﬂamﬁhlphhlénﬁﬁ(ﬂﬁh&@hyype

§§ h(??\.tle G.L%BEgzagﬁB?&fxg%rqt Lwh@cﬂr %g m%gezﬁ w1%rhs%e

rmn e EE- ’HTeefcf“@&e‘aH%ﬁ%' (‘9‘71‘35’3 i3 EBFB??E%%IS&C# in phat the

. H\II\/Feeéﬁﬁ)tO-nM-]ach:@GﬁE) c@vBl e Y2 Houd}, td. € (Ebkerdjnolecule

S. %ﬁ&H’lé)oov%légtig lk!»ur{c) tozaﬁsanﬁalﬂo%y dgrigﬁte

2. 05- nl g
t) wﬁeOf’ a pro eln, a peptld , @ co pound w1th the

4- (Spgdi-fAmi appbltytjomadrtedectl0aegyt§ -a cedtlhphrpycée di and

ni e Q:rokn Buhdd)with Qiébl(r%dlcem;)e@lfflc:.t
10(5 pyri di m c. aci d but

| -t |
ot oy s i s FBRIT AT SOt Ph SRANETBCHES L oz the
st iranse tedr trapspelr I ?h@hpéq@nmmewag pegeved im

Vaﬁ\ﬁﬁo&ndhet beidemaIRicid ey ekl Bavned |t|dNa:$1ed tR6obyafblidtule
met ha n t
evtallD o?% Pgnggf hengeé:%\é\?en?t?Q\gfﬁ(tecr% ﬁértrlr(g H othCh the
(258 ipfkpmolequbg gifecoprdedpty . tszeH lmme 3melwﬁzle and the
15CDQidke8 @odfcylxl-ik, cdhplSd?ﬁb(ﬁHb—keld)spécﬂfhdimﬂgand
bs), 5.38 3( 2kt )\, &
(1H m 2385?|he %ppﬂlgﬁnz&ﬁgcgg%dlﬁ%%s%’aﬁ%?, ugllzga
0. §8h8Ch8 i‘%‘f—?fdﬁ)“g BevFLad®d hg (0.9 nmol)  of
4-11-(4-t-but oxycarbonyl am no-butyl)-nonadec- 10-enyl ]
-1-met hyl - pyridiniumchloride was dissolved in a
solution of 5-6 Mof HO in i-propanol (25 nL) and
stirred for 1 hour at rt. Evaporation of the sol vent
yi el ded the HO -salt of the deprotected am ne. The
resi due was dissolved in nethylene dichloride and 0.5
g of potassium carbonate was added and the
suspension was stirred for 1 hour at rt. After
filtration and renoval of the solvent a white foam
remai ned (130 ng, 0.3 mmol, 40% over 2 steps). 7
AMENDED CLAIMS 1. A vehicle for the transport of a
chosen nolecule to a cell, conprising of I|ipid,
anphi phile or other type of drug delivery
enbodi nent, which is mxed with the Saint-Ilinker
nol ecul es, which is characterised in that the 5
Saint-nol ecule is covalently bound to the |inker
nol ecul e



which is covalently bound to an anti body or a
derivate thereof, a protein, a peptide, a conpound
with the specific application that it targets a
cell-surface, and other conpounds with desired cel
specificity. 10 2. The application of a
Saint-nolecule for the targeted transport of a
chosen nolecule to a cell, sin which the
Sai nt-nol ecul e is bound to the chosen nolecule by
means of an electrostatic interaction, and in which
the Saint-nolecule is coupled to the Iinker nolecule
and the 15 linker nolecule is coupled to the cel
speci fic |igand. according to
claim?2, using a §QWE5ﬁEﬁ§§J;i2$h§Yho claim1. 8
recébEiHby tha! viternatioral Bureau lon ShMarchi2006 ¢33.03.06)
on 31 March 2006 (31 03.06) 1. A vehicle for the

transport of 22y en l.ecu 1], Qéﬁp&! SLBgL
of lipid, Linp npht phi Sl ogpoﬁﬁe ItJ?aDSIP%r@ ?PJ chB o e

y ru | ver
enbbeli aree 1, vﬁﬁ“k?ﬁl?%n%ofeal%d( ha"gﬁ%lp Fnts | | n tyge
nol et ulmg, dekichyi snedtimget erdhdell 5 MiFge vH& she
Sai 84+ kPB1eaKE L nicS e€OMA, eRhigh Heuntatptebsed rltethat the
§D5§§H@{no!\@é@l% s comalaniy odrauney tt@zeam:u@fgﬁ beﬂqcm{je
a der]vate e [OL &i gRoLN
wi t BPTHe 15 cé‘calelfe 95% %uﬁcaﬁ(soaﬁlt {: tgraade(\r(?L

ceIFh%ﬂﬂPFacé Pﬁﬂﬁ&l“oﬁhéPpEHWbo&nﬁgm%ﬁﬁﬁ? g HEl d cel |
spespédidiityapdiic2tiThehapplt d@rgeks 6f cgll-surface, and
Sai fthdPlcofpbindsonithelest asgetedd spamispoityof a
&hosen m)lzemi‘h@ atpgbl@LcS@ién JfNa hinghmbhecule for the
Lol BCHLS s, 00U, bR nENOSAN. ryal gosda, by
"Bt San 61 8EtT ostati ¢ | cL] Lgk
t he"’h‘S’cﬂ ﬁf‘enﬁ’é’éuf“gl‘?? Eobfﬁr&éo “? 2"GI X ﬂsen "o ecu
andoy heeahs f riceelavtenstpeic slnééﬁﬁ‘F‘é‘d’nt'oa{“ﬁe”bé'PFC the
spegifritcmbl ganid. is3coufledappltneal imreracodechiyryand the
161 8l Midr HSiLGR i¥eluphedaesandi bgh 1t @pekafid Ligand.
3. The application according to claim 2, using a

vehicle according to claim 1.



