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KOVETKEZMENYEK o el

* Novekvo koltségek, novekvd gyogyszerarak
— 500 mS K+F egy gyogyszerre
— 760 mS piacravitel

* Financialis és moralis krizis
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Az orvosok tul sok gyégyszert irnak fel




A természetgyogyaszok

Minden gyogyszer méreg

Nagyon rossz hatékonysag

The response rate to current medicines is often unacceptably low:

Response Rates (%)

- @

N

g 8 8 3

NN T N N W TN

0 Oncology

B Alzheimer's

8 incontinence

QHCV

B Osteoporosis

u Migraine (prophylaxis)
B Rheumatoid Arthritis
O Migraine (acute)

B Diabetes

0 Asthma

B Cardiac arrythmias
8 Schizophrenia

W Depression (SSRI)

B Analgesics (Cox2)

Pharmageddon 2012 - the end of the
era for pharmaceutical marketing?
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Gyogyszerhamisitas
Magyarorszagon mintegy 500 000 ember lenne hajlandé hamisitott gyogszert vasarolni
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Online “gydgyszertarak”

Storm botnet

Lefoglalt hamisitott Valium postai forgalomban




COMPOUND SUCCESS RATES
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“Elfogytak” a gyogyszer targetek

The Human Genome Project —
New Drug Attrition Rate: Identification of New Drug Targets
Discovery to Launch
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Multidrug transporters

Side effects of chemotherapy

Pharmacokinetics — small molecule drugs
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Local reaction

Sterility :
Renal failure
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Conventional Chemotherapy in
Chemotherapy Stealth Liposomes

(¢ Drugin Liposome
= Free Drug

Blood Vessel
O Tumor
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A citosztatikumok klasszikus Uj mellékhatasok
mellékhatdsai eltiinnek
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Liposome localization in tumor tissue:
Ihe EPR effect
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Liposome localization in tumor tissue:
the EPR effect
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Adapted from: Maeda & Matsumura




== 009fe‘bruar -a }rposzoma készitési technologla Iaboratoriuml szmtu
kldéTgozasa(a:be ml)-— = ~—— :
2009 aprllls S|keres hatoanyag betoltesek
2009 augusztus — technoldgiai transzfer Miskolera, meretnoveles 800
ml-re.
2010 janudr —elsé sikeres kistizemi toltés Miskolcon
2010 aprilis — els6 gyartasi kisérlet a Richter Gedeonban
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Remote

Extrusion Diafiltration .
loading

Steril
filtration

Originator
Size: 81 nm

Diam. (nm)
Z-Average (d.nm): & 7434
Pdl 0,000
Intercept: 0,000

Size Distribution by Intensity

Intensity (36)
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TRANSMEMBRANE POTENTIAL GRADIENTl
Drug Crystal
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Concentration Polarization in
Crossflow Membrane Filtration




Remote Sterile
Sterile loading filtration

filtration

Amphipathic Weak Base Loading

External medium

pH,=7.0

At equilibrium:
[Drug-NH;J;  [H'];

[Drug-NH;*], [H'],

Remote Sterile .
loading filtration Remote Steril
loading filtration

Loading efficiency
[ Target >95%
Immerrse -

Liposome loading >98%

-+ DXR conc. outside 20090313 80nm
= 20090313 100nm

Lipid content
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Contrast Agents

3 hour 6 hour

Theranostics

> 5

A CELZOTT DAGANAT TERAPIA SZOLGALATABAN

HER2-Targeted ILs-Dox:

Optimized Construct for Clinical Trials
nternalization:
-Rafts
-Caveolae

scFv F5

* 30 scFv/liposome

* As effective as high affinity
ligands in ILs

* No signaling effects

Ijl ~— scFv-M-PEG-PE

* Incorporated into liposome

/ \ * GMP: NCI BRB, Centocor
O

Doxil®

= For anthracycline delivery
without Herceptin-like

NSC 701315 cardiotoxicity

Park et al , Clin. Cancer Res 2002, Nielsen et al, BBA 2002




Kérdések ?

Nanorobots -Nanoreactors




