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|CH=International Conference on
Harmonization...

...of Technical Requirements for Registration of
Pharmaceuticals for Human Use".

Joint initiative involving both regulators and research-
based industry representatives of the

Scientific and technical discussions of the testing
procedures required to assess and ensure the
of medicines

Ensure that safe, effective, and high quality

Started in Brussels, 1990.
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MinOségbiztositas

GLP is a regulation.

Good Laboratory Practice (GLP) deals
with the organization, process and
conditions under which laboratory studies
are planned, performed, monitored,
recorded and reported. GLP practices are
intended to promote the quality and
validity of test data.
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Analitika feladatal

* Drug substance
* Drug product



Preklinikai MPK feladatal

ADME adatok meghatarozasa a kisérleti
allatokban

Toxikokinetika

Metabolitok azonositasa
Varhaté human (klinikai) farmakokinetika és
metabolizmus predikcidja =

ketabob: rake W)

Allometria: 5 b a::,-{-fgaa,t:;. "
(Gillooly et al, 2001)



Obijectives of General Toxicology studies

Help determine a starting dose for Phase | clinical trials that is reasonably
safe

« “exposure ratios” based on dose or, better, plasma kinetics at the :
— NOEL: No Observed Effect Level
— NOAEL: No Observed Adverse Effect Level

Identify possible adverse effects and target-organs

— impact on type of monitoring in clinical studies (identification of
“biomarkers” of toxicity)

- lIdentify relationship to drug versus metabolite plasma exposure
- Determine reversibility of possible adverse effects

- Determine if effects are sex-, time- or dose-related, as well as any
possible confounding factors
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Definitions

» Development-limiting toxicity
— A toxicity that is either irreversible or unmonitorable,

— has an unacceptable safety margin or therapeutic
index,

— or would negatively affect sales, patient compliance,
competitive advantage or marketability
« Safety margin

— A preclinical indication of the safety of a
compound that represents the ratio of a
maximum safe exposure divided by an
efficacious exposure.
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General Toxicity

Carcinogenicity

DSE Study Types

\
/

<

Effects on Major
Functions
(Safety Pharmacology)

Genetic
Toxicity

Development &
Reproductive
Toxicity

Local Toxicity
Immunotoxicity
Phototoxicity
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A klinikai vizsgalatokhoz sziikseges
toxikologiai vizsgalatok idotartama

Klinikai vizsgalat hossza: Toxikologiai vizsgalat idotartama:
Egyszeri adagolas 2-4 hét

< 2 hét 2-4 hét

< 1 honap 1 hénap

< 3 honap 3 honap

< 6 honap 6 honap

> 6 honap 6-9 (12) honap

I11.Fazis vizsgalat esetében Europaban és Japanban:

< 2 hét 1 hénap

< 1 honap 3 honap

> 1 honap 6 honap
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Az elso human expoziciot megelozoen elvart
gyogyszerbiztonsagi vizsgalatok

Biztonsagfarmakologial vizsgalatok
Akut toxicitas 2 allatfajban

lIsmetelt adagolas 2 allatfajban

Az expozicid vizsgalata (TK/PK)
Genotoxicitas (AMES, kromoszdma
aberracio)

Lokalis tolerancia (ertelemszertien)
Fertilitas ferflakon (csak Japanban)
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Il. es lll. fazis el6tt szukseges tovabbi
vizsgalatok

1. Fazis:

e ADME vizsgalatok

e (Genotox standard vizsgalatok

ll. Fazis:

e Reprodukcids toxicitasi vizsgalatok
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QT megnyulas

QT: a ventrikularis depolarizaciot/ repolarizaciot
jellemzi — proarrhytmias veszély vizsgalata
(ventrikularis tachyarrhytmia, TdP)

Leggyakoribb ok: I, gatlasa
In vitro: hERG

In vivo: ECG (QT)
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Regulations in drug development
and production

anufacturing
Basic isease Drug reclinical Clinical Incl. API
research/ discovery /Adiscovery / developmen trials QC labs

GLP,GMP
<— not regulated >

v

21 CFR part 11*

A
v

*electronic records and signatures
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Project plan
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Tovabbi kovetelmények

« HSE
o Etika
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Health, Safety, Environment

Folyamat b|ztonsag

Védobfelszerelések
— Kollektiv

— egyeni

Veszélyes anyagok =

Kornyezet terhelés
— Legszennyezeés

— Szennyviz
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Allatetikai kdvetelmények
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