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Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization
for Pharmaceuticals (2009) together with ICH M3(R2) Questions & Answers (2012)
2. International Conference on HarmonisationS6(R1): Preclinical Safety Evaluation of
Biotechnology-Derived Pharmaceuticals (2011)

3. International Conference on Harmonisation (2009). S9: Nonclinical Evaluation for

Anticancer Pharmaceuticals.
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AVAILABLE TEST OPTIONS

Mammalian
Test System
(see4.1)

[

Considerations: (see 4.1)
s Wellcharacterized test

» Pharmacological activity

species
P— . Pharma_ookineﬁc and
v metabol*‘e profile ]
{usually rat) s Expreccion of pharmacologic
target

/(5r;ly to be used l\
| discovery settings |

\\\7 purposes /

Secondary
Species
(usually rabbit)

AT
'accine ol

< Biotech

?
\Qdf/

o

N
sease \é(

// Gencbcaliy\\
Modified
Model

w‘

Neo

A

Mimber of,

CONSIDER AVAILABLE OPTIONS

—< :
species
i entiﬁ;}/
\

>

/ Relevant \ 1

Alternative
Test System(s)
(see d2)

,ﬁaﬁ\

- Systs ?
\ forscreening | o—«\zsem(s)>

see 85).

Yoz

~

// \\
~~ Canbe ™~

/applied under specifi'c\

Pharmaceuticals for
late-life onset

/ Contributes to™\
ves—>»{  mechanistic )
nderstanding?/

4

2 Relevant Species
| Scenarios

1 Relevant Species
Scenarios

N /// \\
\
N \
N AN

No relevant Species
Scenarios

L \/

diseases i

[ “_conditions (see 8.5;5.1//:
and85.5.2)
//)/
Refer to ICH S6(R1)
and section 4.1.1
Yer
N\ / A 4
// Scenario 1 Scenario 2: Scenario 3:
/ ~ Pharmaceuticals for | Pharmaceuticals that

severely debilitating
or life threatening

\\condmonrs)/
N

\ 4

are pharmacologically

relevant in no or only,

\one spece/
\\/
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SE AR SR N IE B A PR
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: ¥ ;
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TEFL

CONSIDER AVAILABLE OPTIONS

In vitro results may represent a False Positive;
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s - «
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( Scenario 2 Showing the Integrated Testing Strategies for EFD for

Pharmaceuticals for Severely Debilitating or Life Threatening Diseases )

Scenario 2:
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severely debilitating or
L life threatening  /
\ 7
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~~-—Negative----------- C for predicted
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Negative k. TEFL - TEFL ( definitive EFD study )
i one species >
\ ~
Consider to be negative Megati
for TEFL ‘
' TERL " Peform
( definitive EFD studyin )
“~Jhe other Species.
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