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M2 BEZATLIERCEOEERN) A FHb

SELECTION OF PIVOTAL STUDY

AND CRITICAL EFFECT

v

ADEQUACY OF PIVOTAL STUDY

NOAEL FROM / NOAEL FROM ANIMAL DATA

HUMAN DATA A

INTER-SPECIES INTER-SPECIES
TOXICODYNAMICS TOXICOKINETICS
2.5 (10°4) 4.0 (10°5)
4
HUMAN VARIABILITY HUMAN VARIABILITY
IN TOXICODYNAMICS IN TOXICOKINETICS
3.16 (109-5) 3.16 (109-5)

OTHER CONSIDERATIONS
NATURE OF TOXICITY

OVERALL DATABASE

v

DATA OVERVIEW

) 2
SAFETY FACTOR

Risk Assessment for Threshold Toxicants
(IPCS, 1994)
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K3 FFYaFARTA2AEMNFVAFAFIVIAD
F—CHETEE L EEZOFM (IPCS, 1999)

100 - FOLD UNCERTAINTY FACTOR

N

INTER-INDIVIDUAL
DIFFERENCES

INTER-SPECIES
DIFFERENCES

10 - FOLD 10 - FOLD
TOXICO- TOXICO- TOXICO- TOXICO-
DYNAMICS KINETICS DYNAMICS KINETICS
10 0.4 10 0.6 10 0.5 10 9-5
(2.5) (4.0) (3.16) (3.16)

Subdivision of uncertainty factors
(IPCS, 1999)




4 MEBEEEIOFEUFEORIINMETATOEA
(Renwick, 2000)
10-FOLD FACTORS

(animal to human or

human to sensitive human)

EXTERNAL DOSE | =} | TOXIC RESPONSE

: T

ABSORBED DOSE T

l /l CLEARANCE

CONCENTRATIONS IN INTRACELLULAR
GENERAL CIRCULATION [ DiSTRIBUTION TO CHANGES
NON-TARGET TISSUES .
INTERACTION WITH
CONCENTRATIONS INTRACELLULAR
IN TARGET TISSUE q TARGETS)
+ -
ANY LOCAL BIOACTIVATION CYTOPROTECTIVE
- not reflected by plasma MECHANISMS
kinetic measurements

Note - “CONCENTRATIONS” refers to the relevant active form delivered by the general circulation
and may be the parent compound, or an active metabolite produced in another tissue and
delivered to the target tissuelorgan

Processes involved in the conversion of
an external dose into a toxic response

(Renwick, 2000)
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