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15.
stoleti

Na
pocatku dnesni

Zentivy stoji
prazska lékarna
U Cerného orla

15t century 1857

KORENY SPOLECNOSTI ZENTIVA SAHAJI K LEKARNE U
CERNEHO ORLA, JEDNE Z NEJSTARSICH LEKAREN V
CECHACH.
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SPOLECNOST ZAHAJILA
PROVOZ V TOVARNE

V DOLNICH MECHOLUPECH.
ZDE SPOLECNOST STALE
SiDLI A VYRABI SVE
PRODUKTY.
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Zentiva produkuje kvalitni a cenové
dostupné léky po nékolik staleti

Vedeni firmy

vykupuje §
a!(cje. H i Zentiva
................................ ) ! H - .. dale roziifuje
Na H se zacina : Akvizice Zentiva H i svou
pocatku dnesni : orientovat spolecnosti pokralujeve své i geografickou
Zentivy stoji na Slovakofarma regionalni piisobnost,
prazskd lékarna znackovd  } vedla k zaloZeni expanzi akvizici vstupuje
U &erného orla i generika.  : znatky Zentiva : v Rumunsku i natrhv Turecku.
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Praze zavadi nové jsou zapsany na i sestavé hlavnim : i se stava soudasti
firemni procesy burzach v Praze akcionafem H i skupiny Sanofi
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Zentiva se stava
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generické léciva
skupiny Sanofi
v celé Evropé
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Vyvojové centrum v prazské Zentivé

Vyvoj pevné faze

Formulacni vyvoj

Analyticky vyvoj )
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Genericky versus originalni Iék

® Genericky lék je levnéjsi

® Genericky Iék obsahuje stejnou aktivni substanci, stejnou davku a cesta
podani se rovnéz neliSi od originalniho léciva

® Genericky Iék musi vykazovat stejny terapeuticky ucinek jako originalni
Iék (tzn., musi byt bioekvivalentni)

® Genericky Iék musi splhovat stejné standardy a pozadavky na kvalitu,
baleni, testovani a dokumentaci jako originalni Iécivo
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Pro€ k nékterym originalnim Iékim vyvijeme
generikum a k jinym ne?

® (Oddéleni ,Strategického rozvoje portofolia“ (Strategic Portfolio Building)
identifikuje novy produkt na zakladé kritérii:
e Ocekavaji se nebo jsou potvrzeny vysoké prodeje originalniho léciva
e Produkt zapada do portfolia firmy
e Mame schopnosti a technologie k vyvoji a budouci vyrobé pfipravku
e Produkt je velmi komplexni, vyvoj bude slozity tudiz konkurence nebude velka

e Mozny vstup na trh je nejdfive za pét let, coz zajistuje dostatek ¢asu na vyvoj
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Genericky versus originalni Iék

® \yzkum a vyvoj souvisejici s novym (originalnim) léCivem
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® \/yvoj generického léCiva
~5 let
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Jednotlivé kroky vyvoje generického léku
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Kdy Ize vstoupit na trh s generickym lé€ivem?

- Vstu originalniho

léku na trh

Prvni mozny vstup
generického léku
(e.g. TR, RU)

Druhy mozny vstup
generického léku
(e.g. EV)

Konec platnosti
@ vsech patentu

S
7

Casova osa

11 Moznost vstupu na urcity trh, pokud pripravime pevnou formu API v
patentové nekolizni formé
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Souéasna strategie Zentivy

® Zacit vyvoj co nejdfive — v okamziku kdy je znamo, Ze nové originalni
IéCivo je v pokrocilé fazi klinického testovani (t.j., jes$té neni ani na trhu)
® Najit a patentovat pevno-fazové vhodnou formu aktivni IéCivé substance
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Alternativni pevno-fazova forma API

Polymorph | Polymorph 1l
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Polymorfismus v praxi

® Genericka pevnofazova forma API (polymorf) bude pravdépodobné méné

stabilni

® Nutné vzit v ivahu pfi formulaci [éC€ivého pfipravku a najit zplsob, jak nizsi
stabilitu ,vylepSit* pomoci pfidavnych latek, €i procesem pfipravy

Free energy

1 mm

J. Am. Chem. Soc. 122, 585 (2000)
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Reaction coordinate
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Screening alternativnich polymorfu:
Sada komplexnich experimentli a méreni

. sl Quick sl Quick ; .

® Provedeno 126 pokust solvent cooling | cooling | evaporation  evaporaton| S"IE| Maturation
- s~ , AE aceton B N/A N/A
® Nutne navazenia AN | scetonrie WA £ 1 I N
p‘ﬁprava téchto BA butyl acetate i B N/A N/A
. o BU 2-butanon + B N/A N/A
experlmentu CF chloroform B N/A N/A
® Posléze izolace e WA | WA N/A
o DE diethyl ether N/A
krystalkd dioxane NA | N

N/A

B N/A
B N/A N/A
N/A B N/A N/A
B N/A N/A
B N/A N/A
B N/A N/A
B N/A N/A
N/A - N/A
B N/A N/A
N/A N/A N/A
N/A N/A N/A

N/A - N/A

® Priprava na analyzu dchloromethane
DW dimethyl sulfoxide
(XRPD, Raman) EA | water —dioxane (1-1)
ET ethyl acetate
EW ethanol
P 75% ethanol
ME 2-propanol
mP methanol
NH |4-methyl-2-pentanone|
TH n-hexane
TO tetrahydrofurane
XY toluene
WA xylene
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Screening alternativnich polymorfi:
Sada komplexnich experimentl a méreni

MeOH:H20 (70:30) / rt

starting material 24h 48h 72h 96 h 192 h
FUDb0061211 Form B Form D Form D with B admixture Form D Form D Form D
FUg0010112 Form G Form D with B(G) admixture Form D with B(G) admixture Form D Form D Form D
C5221-09-005| From R Form D with B(G) admixture Form D with B(G) admixture Form D with B(G) admixture Form D with B(G) admixture Form D
FB0021011 Form R+G Form D with B(G) admixture Form D with B(G) admixture Form D Form D Form D

MeOH:H20 (70:30) / 50°C

starting material 8h 16 h 28h 34h 54 h
FUb0061211 Form B Form G Form G Form C Form C Form C
FUg0010112 Form G Form C Form C Form C Form C Form C
C5221-09-005| From R Form A Form C Form C Form C Form C
FB0021011 Form R+G Form C Form C Form C Form C Form C

MeBuK / rt

starting material 24h 48h 72h 96 h 192 h
FUDb0061211 Form B Form A Form A Form A Form A Form A
FUg0010112 Form G Form C Form C Form C Form C Form C
C5221-09-005| From R Form A with C admixture Form C Form C Form C Form C
FB0021011 Form R+G Form C Form C Form C Form C Form C
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Enterprise LEA system via Freeslate

Analysis: Raman Other Analyses

Analysis: HPLC ~ Analysis: XRD

Application Server i

|E

Scientist’'s Desk

Oracle (Planning, Querying,
Database Reporting)
Design Execute J Analyze ‘ Report
Plan Experiments Execute Acquire and Multivariate queries

review data from
many analytical

at the robot, at
your desk, or at

experiments on
Freeslate robotics

Configurable reports
Drill-down

another site and third-party instruments
equipment and Reprocess and
robotics sort data

>
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TP Screening plte I

Reaction can be done in parallel onto a glass plate which then can be used
As such for XRD and Raman spectroscopy.

Different sizes available from 1 mL to 4 mL

Can do all manupulation: shaking, heating, cooling, filtration and evaporation
Using specific plate covers

Ideally used for Screening on small scale

Invisible cover
Main body
Silicone gasket

Big size coverslip
(113x 75 mm)

Bottom plate
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Automatizovana priprava vzorki v praxi

ZeNTIVA Roztok API
A SANOFI COMPANY Rozpoustédla
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Jednoducha priprava vzorka pro XRPD
analyzu
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Vysledek krystalizaéniho experimentu
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Automatizovana analyza pomoci XRPD
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Struény prehled vysledku

E Powder Diffraction System | | 21Neva0i3

i

»
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Buvorexant cocrystal screen by drop-grinding 2
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Integration models to match your research challenge

Full automation to

with a variety of analytics

completely automate Automated Workflow Standard
IApplication workflows for maximum oo e
pp : ; throughput is used in many, many
throughput and integration required labs

Physical Integration to

Virtual Integration to

Optional Virtual

Type of Integration : Analytics :
to Analytics gimbies . (connected Integrat/qn L
(for hands free operation) . ; Analytics
informatics)
IComplexity of : "
System/workflow High i Low,
Profile of user Expert staff Trained technicians Walk-up

»
4 freeslate

Vyhody a nevyhody robotizace

® Nevyhody

e Pofizovaci cena $$$
e Standardizace???

® \/yhody
e Uspora éasu
Uspora lidskych kapacit
Standardizace
Opakovatelnost
Nizka spotfeba aktivni substance
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Dékuji za pozornost!!

http://www.demandlab.com
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