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Syntéza na pevne fazi

e e
.'-.,* : _ Robert Bruce Merrifield

/ July 15, 1921 — May 14, 2006
Nobelova Cena 1984

Merrifield, R.B., J Am.Chem.Soc., 85,2149 (1963).
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Syntéza na pevne fazi -

* Eliminace nepredvidatelnosti *@

vlastnosti produktu

3

®

5

e ZjednoduSeniizolace

PN
0

e Zrychleni syntézy

e Automatizovatelnost procesu Ef
NH3 } e

* Paralelizace syntézy wed
coon _Km
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NosiC
Musi:
Byt fyzicky staly
Umozniovat snadnou filtraci
Byt inertni k pouzitym Cinidlim
UmozZnit penetraci Cinidel
Umoznit pfipojeni prvni aminokyseliny

Zakladni typy nosicu
Gelovy typ
Polystyren: Styren cross-linkovany 1-2% divinylbenzenu
Polyakrylamid: A hydrofilni alternativa polystyrenu
Polyethylene glykol (PEG): PEG-Polystyren (PEG-PS)

Povrchovy typ
Controlled pore glass Ef
Celulosova vlakna e
Polyethylenové blany | L]
Komposity N
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Gelové polymery v rigidni matrici 1
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Polystyren - viastnosti
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Pevna faze - Nosic

i Swelling (mL
m g o

Aminomethylovany
PSty polystyren zesitény 1% 1,0 1,8 59 9,2
divinylbenzenu

TentaGel Kopolymer polystyrenu a 0,3 36 47 6.3
polyethylenglykolu

Kopolymer akrylamidu a 0.4 14,2 10,7 14,7
polyethylenglykolu Ef
8,0

CLEAR Zesitény polyakrylat 0,35 6,0 7,2 ,0 =

Bavina Celulosa (poly B(1->4) D- 0,2 1 1 1
glukosa) G
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Pevna faze - Nosic
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Pevna faze - Nosic

evropsky
socialni
fond v CR

ran
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Pevna faze — Povrch Cipu
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Pevna faze - Nosic
Trubicky ‘J:_I ‘_[L

Patrony
Piny
,Cinské svitilny“ \\U/ g
Cajové pytliky

Strikacky

Base Polymer Grafted Surface
Polymer

FRONT SIDE
i 4— Seal /
Mesh
Opening =
ey
- fond v CR
a . — Resin i
347 D e
1~ Label i




Netyplcke nosu:e

Bavina %% ik_f

Dertv:ct:on Wa%hing
compartment compartment

Silikagel

SI02+4HF —_> SIF4+2 HZO I\@r

Pevna latka Plyn .

pro konkurenceschopnost
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Netypicke nosice

Step 1
Preparation of magnetic matrix o
2

AN NH H,N NH H,N
H.N 2 ’é)l\“—b Fe2+/Fe3+ o 2 NH2
2 HoN 2
2 H,N
> 2
Heatin
H,N HoN g H,N
NPs :

H,N

™

Magnetic matrix

Step 2
Peptide synthesis
Fluorescent Fmoc/BOP/HOBT chemistry
probe Peptide chain
PY ® Step 3 .
e 2 o ° Removal of matrix ° .
< [ 9 ®
', aldy o ® .. K%
® ° ° 1-HCI 6 M, 6h ¢ ve © » Sroneky
. . 2-EDTA, pH=7’ ‘ . ‘ ‘ fond v CR
3- dialysis o o
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Netypicke nosice

Mikrocastice s optickym kddem - technologie Veracode

CAPILLARY FORCE ATTRACTS
BEADS INTO GROOVES

|1 iF|‘

ﬂa fH“ e gt rﬂ.w
'Iw H' FL’L’([,SHHMN Mﬁ

z|

.L..,r
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Netypicke nosice

BEAD

CCD LINE
ARRAY

Fluor Beam Code Beam

‘READING”
BEAM

180

ADC Output

evropsky
socialni
fond v CR

run
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Pripojeni k nosici

backbone-anchoring

O Ry H O Ry H O
N-anchoring <—— HZN\[)]\N/KH/N\[)J\N)\H’N XH —> C-anchoring
RR, 7 O Ry 7 0 Rs

ﬂ X=0,NH

side chain-anchoring

Asp, Asn, Glu, GIn, Ser, Thr, Tyr, Lys, His, Arg, Trp, Cys, P h e e
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Pripojeni k nosici

Triazene linker Fmoc/tBu (1) TFA/DCM (5:95)

\@N’ N. %H (i) Fe,S0,4-7TH,0
M
rQ

‘OR Ellman traceless linker Fmoc/tBu TFA/thioanisole (25:1)

ZT

R = Me, Et \O
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Merrifieldova HF

pryskyfrice NH,

Wangova TFA

pryskyfice

Chlorotritylova 5% TFA
pryskyfrice

Hz—C

cl
Cl

SASRIN 5% TFA
pryskyfice OCH;8
PMBHA N HF
Joge¥
Rinkova Fimo. TFA
pryskyfice Q‘v@/{&m
PAL Qe TFA
0 NH;
Q,AHJ\/\/‘ OMe

Peptid-COOH
Peptid-CONH,
Peptid-COOH

Peptid-COOH

Peptid-COOH

Peptid-CONH,

Peptid-CONH,

Peptid-CONH,
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Princip ortogonality

Baze (piperidin)

A

UH:
Slaba kyselina (TFA) @ Silna kyselina (HF) ev,_gwl
H ‘‘‘‘‘‘‘‘‘‘
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Linkery s pojistkou

H
oc 3 N
“NH D,(—ys\rr _ Frm::cx

Fm
G reductmn
~g 5 -

1 o

SCAL - stabile form SCAL - acid labile form

pt|d9—‘(’ /..M.O _MCPBA pepude—{
_Q_ dmmane 4N

MNuUH = amino acid, amines; MCPBA = 3-Chloroperoxybenzoic acid

Kol o
SV\J\H
CN

4

- SCAL

Ve formé sulfoxidu
stabilni i v HF

Ve formé sulfidu
Stépitelny i TFA
Ve formé sulfidu

stabilni k nukleofilim

Ve formé sulfonu
stépitelny nukleofily

V nealkylované formé Ef
evropsky
fondv R

stabilni k nukleofilim

Ve formé sulfidu (ML

stépitelny nukleofily N
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Mnohonasobné linkery

Compound _WJ\HMD I

0 “"“w’\uﬁf 0O

W'WN—GN)LHH'M o °
kzbﬂfﬂfl‘““
Coda
1 ¢
Compound— Gly HM{}H ‘)LNWLF_O

Prvni uvolnéni
1. odsStépeni Boc
2. neutralizace

Druhé uvolnéni
alkalicka hydrolyza

OP Vzdéldvani

pro konkurenceschopnost
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Schema syntezy
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Boc vs. Fmoc

Requires special
equipment

Cost of reagents
Solubility of peptides

Purity of hydrophobic
peptides

Problems with aggregation
Synthesis time

Final deprotection

Safety

Orthogonal

Boc
Yes

Lower

Higher

High

Less frequently

~20 min/amino acid
HF

Potentially dangerous
No

Fmoc
No

Higher

Lower
May be lower

More frequently

~20-60 min/amino acid

TFA Ef
(% 4

Relatively safe

Yes
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Boc vs. Fmoc

0 o

Q0
H
H 2
TFA 0. =N
o M + H-M .
>< \n/ \‘)'Lpeptide )Q—*’Y-LW)J\PEPHdE —_ Y{- CO,+ % \HLPEpUdE
o R 0 R R

O 4o — = g-"ﬂ' o — o iCHz + |Q_ﬂi’f ) Q
s ,.f 0 = _\g”_{{ 0 1 'fv/fu % Cy,:d’lj ])L Peptide
O_
1". p NH{W)J\PEpﬁdE 1|"x“’ NHW)LPEF'ME 4 1/ "
R R
aromatic system l l

0
N
H.N
f;_, H £|1|)| + e j)LPeijde Ef
[~ 4
{ © R evropsky
e e
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Vytezek vs. Délka peptidu

V: kn Length Coupling  Coupling  Coupling  Coupling  Coupling
& Efficiency Efficiency Efficiency Efficiency Efficiency

1 0.995 0.99 0.98 0.97 0.96
5 0.98 0.95 0.92 0.89 0.85

10 0.96 0.91 0.83 0.76 0.69

15 0.93 0.87 0.75 0.65 0.56

20 0.91 0.83 0.68 0.56 0.46

25 0.89 0.79 0.62 0.48 0.38

30 0.86 0.75 0.56 0.41 0.31

35 0.84 0.71 0.50 0.36 0.25

40 0.82 0.67 0.45 0.30 0.20

45 0.80 0.63 0.41 0.26 0.17

50 0.78 0.60 0.37 0.22 0.14 %
55 0.76 0.58 0.34 0.19 0.11 52t
60 0.74 0.55 0.30 0.17 0.09 | 5. ]
65 0.73 0.53 0.27 0.14 0.07 X

70 0.71 0.50 0.25 0.12 0.06 R
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Molarni prebytek vs. koncent

Rychlost reakce zavisi na koncentraci

Molarni ekvivalent - koncova koncentrace reagentu =0
2x Prebytek - koncova koncentrace reagentu = 50%

3x Prebytek - koncova koncentrace reagentu = 66%

5x Prebytek - koncova koncentrace reagentu = 80%
10x Prebytek - koncova koncentrace reagentu = 90%

90% konverse = 100x prebytek

Pokud je substituce polymeru nizsi nez koncentrace
Reagentu, postacCuje reagent nasaknout do nosice

IVC = Inclusion volume coupling Ef
Srepy
fond v CR
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Monitorovani syntezy

100
90
80
70
60
50
40
30

20

10

MK UV spektroskopie

/ r Bromofenolova modr

0 5 10 15 20
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Obtizné kondenzace

* Predpoved

=| Prediction of Difficult Sequence
Aggregation potential

1.2

AN ~
VAR St i

S YS MEHFERWGKPYGEKEKERBREPYEKEYYPHNGAEDESAEAFPLETF
Amino acid sequence

. Difficult coupling | Help Print

KRCHNAK, FLEGELOVA, VAGNER, Aggregation of resin-bound peptides during I""%
solid-phase peptide synthesis, International Journal of Peptide and Protein ?mn

Research, 42, 450 (1993) 454. mﬁ%féa
VZDELAVANI




Obtizné kondenzace

Pouziti
zvysené teploty
mikrovin
smeési rozpoustédel
aditiv

Obména
chranéni postrannich retézci
struktury rostouciho retézce

pripojeni k nosici Ef
charakteru nosice bt
K
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Obtizné kondenzace

Pouziti reaktivnich kondenzacénich cinidel

PyBOP (Benzotriazol-1-yloxy)tripyrrolidinophosphonium
hexafluorophosphate

HATU (1-[Bis(dimethylamino)methylene]-1H-1,2,3-triazolo[4,5-b]
pyridinium 3-oxid hexafluorophosphate)

’l’ 5 Fe
Ny

Nzl'\_l P
N
N | N
N \O_/< -] L
J N— i
ky
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Obtizné kondenzace

Obmeéna chranicich skupin

Methyl ester

Benzyl ester 0

4-Pyridyl-methyl ester = ©

EVROPSKA UNIE
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Obtizné kondenzace

Mechanismus (HATU)

Hl
I N=N | :I: Ef
0 I
0 | g-N =
H — 1 :(\gopsky
oo &%ﬁ ‘f

R 3,, N H"N-H. EEEEEEEEEE

N 1 - Il‘" - MI\@!




Obtizné kondenzace

Pouziti modifikovanych aminokyselin

Pseudoprolinové struktury

H4C HO. _Rs
HgCS( cH
«vNH-cH c N—Lconw ——» mNH-tl:H—II:r: N—CH—COx

H
Ry O
Rz =H or CH;

N-Chranéné aminokyseliny

EVROPSKA UNIE
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Fmoc-(Dmb)Gly Fmoc-(FmocHmb)Ala g
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Obtizné kondenzace
Poutziti dipeptidu N~

Pseudoprolinové dipeptidy #

Fmoc-Tyr(tBu)-Ser(psiMe,Mepro)-OH
Isoacyl dipeptidy (O-Acylovany Ser nebo Thr)

Q0
M}J\ .-JJ"\.
L [a1a)
'.IL 1
da
3 i [ o :
evropsky
/L a socialni
fond v CR
] 0 M =
- | H | i
;} o
o
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Boc-Ser(Fmoc-lle)-OH £




Obtizné kondenzace

Peptidova syntéza podporovana asistujici sekvenci
(Sequence-assisted peptide synthesis (SAPS))

Obtizna-sekvence-asistujici-sekvence-linker-polymer

Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-Lys-Lys-Lys-Lys-Lys-Lys-CTC-PS
OK

Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-Ala-CTC-PS Ef
Zadny spravny produkt o
K
™3




Manualni synteza

Resin

'y,

Filter
frit

Vacuum
@

Tas hing
solvent Selection
walve

Feartion vessels

Diomino block

evropsky
socialni
fond v CR

3
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Paralelni synteza

Strikacky

Mikrotitracni desticky a
@{ g odsavani z povrchu
Piny

+— Pin

=== l=SE==R=j=j=p= Solution
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Paralelni synteza s kddovani

-y}

Fyzické kddovani Radiofrekvencéni kodovani

Pozi¢ni kdodovani

'I:T”'I:I'FTFI'IZI'I:I"I:TFIFIFF

L

e
T,

\I'.'f'
—

=]

(=2
1
—
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[= 29
P =
——,

=l

(=2
| —
p—

=)

(=29
1

lgf Jl% thc Jl 96 N%

I 12 nadob, 1 tycka od kazdé barvy g



Automatizace syntezy

K%

evropsky
socialni
fond v CR
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Naklonena centrifuga

[o

A4

C

I

No rotation Low speed High speed

evropsky
socialni
fond v CR

run
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Paralelni syntetizator 13824 |

BULK
DISPENSER

CAMERA

PRODUCT
ouT

Kontinualni operace

Jedna deska az 36 desek
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Paralelni syntetizator 63744 |

\J

» United States

» Patent Application Publication

Lahil et &l
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[Fotolitograficka syntéza

Photelithographic l/\l/ |
mask \Ml ) E

—V\L

b

X-4
Photolabile ————=n X ‘\ - X — X ’i: —_—
protecting group Ns-l NH '\H \JP Photo- NHzNH_&JII NH Chemical
. . deprotection coupling
Amine linker molecules —=2
Solid support. —— >y
Photolithographic \l/ J{ \L\l{ B A A
mask (M2
1sk (M2) il/ 3&;, 1'? i
XX )\H Lo
X _} D E F
A L« X \' ] ﬁ“L é |
I 1 Repetition A B

{H NH Mf \H uuphng ; | i ; ;; :-i: ;

* Ozareni povrchu pres masku Sroneky
. 7 v s V., Vv . fondv CR

* Amino konec chranény fotostépitelnou
chranici skupinou o

e Vzorovany povrch s odchranénymi misty  weseeses
* Inkubace s aktivovanou aminokyselinou 3

OF Vadblavani

pro kenkurenceschopnost
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Xerograficka syntéza

6.

Pmml

o &

Zdroj svétla (LED) neutralizuje vybrané oblasti OPC valce
Trenim nabité Castice toneru prevedeny do neutralizovanych oblasti
Pfenos (silné elektrické pole) na pevny nosic

Aminokyselinovy ,toner” vytistén peptidovou laserovou tiskarnou na sklo
Aktivni pentafluorophenyl estery uvolnény teplem

Material odplaven DMF

Zbyvajici volné amino skupiny blokovany

Fmoc chranici skupiny odstranény piperidinem

.!.' b) Light source '
L .

Corona *

evropsky
socialni
fond v CR

run
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Kombinatorialni chemie

Arpad Furka

Dipeptides 400
Tripeptides 8,000
Tetrapeptides 160,000
Pentapeptides 3,200,000
Hexapeptides 64,000,000
Heptapeptides 1,280,000,000

Syntéza vsech 3,2 million( pentapeptidd (10 ak denné) by
trvala 1,6 miliont dni, tedy 4400 let neprerusované prace.

Hmota vesmiru: ~10°3 kg
Hmota vSech mozZnych protein (245 ak): ~10%°° kg

geoe
e | T
&

3
EVROPSKA UNIE

&
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Kombinatorialni chemie

Arpad Furka T
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|
Coupling Step

I
(9 dipeptides)

]
(27 tripeptides)

Jedna kulicka — jeden

-
(Splity
1
e G-8 'S
I_Harﬂu:r;'zu, Splity
A A GA-® VA
LGS GG VG
AV-@ GV V-
mandm'piza, Split)
iA le lv
AAAS GAA-S VA A
AAGS GAGS VAGE
AN GAV-S VAV-E
AGA-S GGA-@ VGA-S
AGG-S GGGe VEG-@
AGV - GGV-8 VEV-@
AN A GVA-® VA
AVGE GVGe vV Ge
AV Y- GYv-e ATAYE

* Princip kombinatorické syntézy ,rozdél a zamichej“

e 1000000 polystyrenovych mikrokulicek o prdméru 100 mikrometrd

* 27 populaci tvofenych pfriblizné 37000 kulicek z nichz kazdd ma jedine¢né sekvence

* Hexapeptid s vyuzitim vSech 20 aminokyselin v kazdé kondenzaci + jeden milion kulicek = 1,5% ze

vsech moznych struktur (hexapeptid obsahuje 64 miliont moznych sekvenci)

evropsky
socialni
fond v CR
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| male peptidy jsou uzitecn

0 0 0
DQT,ﬁhrJLN OCH, o{T,‘jfﬂxN OCHs OQT,\W,HHN OCH
OH NH, 7 0O OHHN 1 0O oH N 10

Aspartame

Neotame

OCH;4
OH

Advantame

37 000 x glucose
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Knihovny smesi - Houghte

Iterative
Screening Synthesis Screening Synthesis Screening Synthesis Screening
OXCOCK ey [\ ey [1/10) 3 oy [1/] 1), ey [/11 0 ey [/1] [, e [ N O o [\/]] 1N D)
e YU
MIRYX —) (]| RC) MIRS
MIRD

V1A X X e [/] A () s [\/] 2, N s ]2, [\ ) - /] 5 '] D)

» MANS
IMARY e— | AR() w— []ARD
Positional scanning MARS
Richard Houghten
OX XX — [V
— MIND
) [VAND
XOXX e XXX ) MIRD
XAXX ) [VARD
[~ e—  MINS
XXOX o XXNX | oy MANS
) [VIARS gopslq’f
KAKO ey XX XD soodn
XXKS
EV“D;S'K;UN'E
QXX = AXX, DXXX, EXXX, FXXX, GXXX, ..., ..., Y2XX (O = defined position, X = mixed position, other letter = individual amino acid) I\Kﬁr
MINISTERSTVO SKOLSTVI,
£

Srovnani iterativni a pozi¢né skenovaci techniky =

pro kenkurenceschopnost
INVESTICE
DO ROZVOJE
VZDELAVANI




Neekvivalence aminokyse

OP Vzdéldvani
pro konkurenceschopnost
INVESTICE
DO ROZVOJE
VZDELAVANI

1.22 Fmoc-Asp(OBut)-OPfp 1.00
(Bocan RS Fmoc-Gln(Trt)-OPfp 1.66
1.26 Fmoc-Glu(OBut)-OPfp 1.35
2.16 Fmoc-Lys(Boc)-OPfp 1.84
MIETERETYE SSEE T
- =



Poziche skenovam knihov

Skenovani tetrapeptidové
knihovny pro inhibici
vazby selektivnich ligandt
M, 8, a K receptoru

Dooley, C.T., et al. J. Biol. Chem.
273,18848-18856 (1998).

OXXX-NHz XOXX-NHz

———————————

xxox NH, | XXX0-NH;

I““Il IIIIlIu

¢¢¢¢¢

Delta

“"'"EE!!!ﬁﬁ%RHSﬁXRSS'}!!RG -<~v-9wv'-aaaxns:anss.zswa “'-7-'2:?:2 ?????????????????

XOXXNH; XOXXNH;

"‘""'“°“‘?‘ENIHKHRHHSE*!?!H "“7‘25!! ““““““““““““““““““““““““““““““““““““““““

““'-sv:!sanaansaaxssﬂtses ""‘"'39!! ssssssssssssssssssssssssssssssssssssssss

mq--uﬁvgggaaggim;agsgqsza ~'»-ea=e aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa
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Poziché skenovaci knihov

Identification of Two Novel, Potent, Low-Liability Antinociceptive Compounds from the Direct In
Vivo Screening of a Large Mixture-Based Combinatorial Library
Reilley, et al. AAPS J. 12, 318-329 (2010).
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Sample

-

coBEEBBESEBE

cB888883888

3 4-Duchiorcphenylacetc Ef
TEC =
evropsky
=T - socialni
———— fond v CR

*

run
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Sample

OP Vzdéldvani

pro konkurenceschopnost
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Combined time to withdraw tail (s) @ Combined time to withdraw tail (s) ®

IT MBI 30 M X33 353 N 38 06 40 40 A7 40 4 45 86 AT 48 4% 50 51 52 ;
i

Sample

Combined time to withdraw tail (s) @ Combined time to withdraw tail (s) ©
EE;




Jedna kuliCka — jeden pep

evropsky
socialni
fond v CR

ran
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OBOC — Konfokalni mikrosk

Fluorescent ring | * Conlocal volume 0.2 A1,

* Automatizovany screening

* Kuli¢ky v monovrstvé Ef

* Konfokalni rovina v poloviné priiméru kuli¢ek o

e ZvySena "prstencova" intenzita = vazba na makromolekularni mc
fluorescen&né znaceny cil e
Fluorescence uprostred = autofluorescencie materialu kulicky - I\@T

OF Vadblavani
ro konkurenceschopnost
INVESTICE
DO ROZVOJE

VZDELAVANI



OBOC — Stanoveni strukt
GL@’?\ERW ﬂ o Edmanovo odbouravani

san

(NMeg) RM- = X, X, X X, X NMeg), RM - e e 2
xy x‘iﬁdmi RM-1 (0 XXX, X, (NMeg) .RM- | §
x,nx,x..x,(m).m XsXeXs(NMogh AN~ T o =
00 o A U (@] S for oy po | waf  ET
2&3&‘2} (Whm m mid N m n:m
* Priklad rychlé sekvencni analyzy ¢astecnou Edmanovou degradaci.... N

(PED), nasledovanou MALDI hmotnostni spektrometrii B

INVESTICE
DO ROZVOJE
VZDELAVANI




OBOC - Kdédovani struktur.

A cell capturing ligand
LXY30 10% ‘v ( %
H,N-
10(%’ 2 X3\NH (0] | ~
SORS O
R,/ —

}
N H,N-X3-Xp-X4 ,!gtf
R Coding tag (80%) e
A random molecule h =

EVROPSKA UNIE
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OBOC - Integrovany screeni

« Magnetic nanoparticle

Hi
Magnetic G
sorting
’ * o
()
o Q
OBOC library Monbinding beads

1) Beadtransfer
2) Compoundrelease

‘ MS oa &
decoding 2 B
| ]| | <Secods s ot :
iz - gg s
Structure ofthe g 96-well plate
mostactive hit [Target Protein]

Microarray analysis

* Schéma integrovaného magnetického screeningu

* TentaGelové kulicky (75 um) z OBOC knihovny jsou inkubovany s cilovym proteinem

* Po promyti se inkubuji s protildtkou proti cilovému proteinu modifikovanou kovalentné pfipojenymi evropsks
&asticemi obsahujicimi oxid Zelezity (Dynabeads) fondv R

* Kuli¢ky, které se vazou na cilovou bilkovinu jsou shromazdény na strané zkumavky pomoci magnetu

* Kaida kulicka do jedné jamky mikrotitracni desticky

* Slouceniny jsou odstépeny z kulicek

K%

run
EVROPSKA UNIE

&
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* Roztok nanesen na podloZni sklicko = pole ]

* Inkubace s rGznymi koncentracemi cilového proteinu = afinita kazdé slouceniny :I\_" !

* Struktura vybranych hitd pomoci tandemové hmotové spektrometrie PN B
vaevs INVESTICE

* Resyntéza hitl jen pro nejsilnéjsi ligandy DO ROZVOJE
VZDELAVANI




OBOC - Testovani v rozto

f /L
/
(0] o

Peptide-Gly —N L/—

Peptide or Code

First release - pH 8

Peptide-Gly — r\{/xo

(e}

OH N
O:<:>=O H

Second release - pH 12 ~ OH
Peptide or Code

Postupné uvolnovani z dvojnasobné
stépitelného linkeru

Po obou stupnich odstépeni je kopie
neuvolnitelného peptidu (nebo kéd) stale
pripojen ke kulic¢ce

Stage 1.
= Dispense the library
at 500 beads./wall

* Aelease 173 of
each peptide

» Test for active peptide

T i3]
* Dispense 500 beads -

at one bead /wall evropsky

* Release second
1/3 of the peplide

- Rﬂm[ lﬂl “tlvl]y EVAOPSKA UNIE

Sege Kor

* Aemove the “active”  “MEEEREVESY
A bead and sequence m
peptide i
OP Vzdélavani
pro konkurenceschopnost
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OBOC — Bunecny test

* Test Zivotaschopnosti bunék

* Dedikovana mikrofabrikovana mikrotitracni desticka

e Mikronadobky pro pouze jednu kulicku (120 um)

e ,0kénko”v bunécném travniku - zdroj cytotoxického peptidu g;f

OF Vadblavani

ro konkurenceschopnost
INVESTICE
DO ROZVOJE
VZDELAVANI




OBOL — Knihovna knihove

Motivy:

XXXO00
XOXXOO0
XOOXXO
XOOOXX

OOOXXX

R:ndaomtzuﬂun
Coupling
of mixture
Hexapeptidova knihovna knihoven s tfi-aminokyselinovym motivem Ef
Sipky nesouci symbol R = provedena randomizace S
Sipky nesouci symbol M = pfipojena smés aminokyselin fondv GR

Cisla uvnitf kruhu = po&et randomizovanych pozic a pevnych pozic

Dokoncena knihovna (3/3) ma tfi pevné a tfi smiSené pozice I\@r
Cisla v Sipkach = pomér rozdéleni na OBOC procesu a pro pfipojeni smisenych Ty
aminokyselin 3
Kazd4 kuli¢ka = 8000 peptidd -

20 individualnich motiva ST
DO ROZVOJE
VZDELAVANI
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