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Abstracts

LECTURES - MARCH 13

POLYMER CARRIERS FOR TARGETED
DRUG DELIVERY AND CONTROLLED DRUG 
RELEASE

K. Ulbrich1, M. Pechar1, T. Etrych1,
M. Jelínková2, M. Kováø2, B. Øíhová2
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Prague 6, Czech Re pub lic
2In sti tute of  Mi cro bi ol ogy, Acad emy of Sci ences of the
Czech Re pub lic, Vídenská 1083, 142 20 Prague 4, Czech
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Nondegradable N-(2-Hydroxypropyl)methacrylamide
(HPMA) co pol y mers or bio de grad able poly(eth yl ene gly -
col) (PEG) multiblock co pol y mers con ju gated with an ti -
bod ies were de signed as wa ter-sol u ble car ri ers of
anti cancer drugs fa cil i tat ing site-spe cific ther apy. High-
 mo lec u lar-weight poly mer car ri ers were used for pas sive
tar get ing to solid tu mors while con ju gates with spe cific
polyclonal or monoclonal an ti bod ies were de signed for
spe cific de liv ery of anti-can cer drug doxorubicin to tu mor
cells or model tu mors in oc u lated in mice. Doxorubicin
con ju gates tar geted with B1 mono clonal an ti body (mAb)
were shown to pos sess strictly tu mor-spe cific bind ing ca -
pac ity to tar get BCL1 cells in vi tro and su pe rior in vivo ac -
tiv ity to free doxorubicin or non-tar geted poly mer drug in
the treat ment of es tab lished BCL1 leu ke mia in mice. Like -
wise, the use of con ju gates tar geted with anti EL4 mAb re -
sulted in large amount of long-term sur vi vors af ter
treat ment of mice bear ing mouse EL4 lym phoma. Pre lim i -
nary eval u a tion of doxorubicin con ju gate in hu man dem -
on strated that the poly mer drugs rank among the most
prom is ing can di dates for suc cess ful ap pli ca tion in hu man
can cer che mo ther apy.
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LECTURES - MARCH 14

INTERACTION OF RHOA GTPASE WITH ITS
EFFECTOR P160ROCK

Radovan Dvorský1, Lars Blumenstein1,
Mohammad R. Ahamdian1 

1Max-Planck-In sti tute of Mo lec u lar Phys i ol ogy, De part -
ment Struc tural Bi ol ogy, Otto-Hahn-Strasse 11, 44227
Dortmund, Ger many

The GTP-bind ing pro teins (or Rho-GTPases) of the
Rho-fam ily reg u late a va ri ety of cel lu lar pro cesses in all
eukaryotic cells, rang ing from cytoskeletal re or ga ni za tion
and cell mo til ity to gene tran scrip tion in re sponse to ex ter -
nal stim uli [1]. To date, 19 dif fer ent mam ma lian Rho-
GTPases have been iden ti fied from which Cdc42, Rac1
and RhoA are the most ex ten sively char ac ter ised mem bers
of the Rho-fam ily. The func tion of Rho-GTPases de pends
on the gua nine nu cle o tide-bound state. As mo lec u lar
switches Rho-GTPases cy cle be tween an in ac tive GDP-
bound state and an ac tive GTP-bound state, which is con -
trolled by nu mer ous cel lu lar pro teins. Ac tive form of Rho-
GTPases in ter act with their down stream tar gets, so-called
effector pro teins, that are re spon si ble for the di verse bi o -
log i cal ef fects of Rho-GTPases [2]. One of the best stud ied
Rho-Effectors, the Ser/Thr kinase p160Rock, plays a key
role in actin-my o sin fil a ment as sem bly by ac ti va tion of sig -
nal ling mol e cules in volved in var i ous bi o log i cal pro cesses
[3]. 

We will pres ent the struc ture of the com plex of RhoA
GTPase with the Rho-bind ing do main of p160Rock. We
found that the switch ing re gions of RhoA mol e cule in ter -
acts with C-ter mi nal part of par al lel coiled-coil formed by
Rho-bind ing do mains. Such an ar range ment of the com -
plex will be dis cussed with re spect to the gen eral switch ing
mech a nism of GTPases and their in ter ac tion with down -
stream effectors.
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