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SUMMARY

▪ Introduction

▪ Methods

▪ Results and access on guideline   

▪ Results - Discussions

▪ Take-home messages 
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INTRODUCTION TO TOPIC 

FIH (SAD) will start 

in our CPU

CP

PI/MD

CPU 
planning

How much time 

between doses?

Safety review:

obviously!

Should we wait for 

PK review?

How frequently PK?

How long PK?

Is it decisive?

PI = Principal Investigator

MD = Medical Director

CP = Clinical Pharmacologist
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METHODS: TARGET FIH STUDY 

GROUP SELECTION PROCESS

Source = Clinical Study 

Database of our CPU

* Primary selection criteria: FIH studies performed at SGS CPU between 2010 and 2018, final 

report available
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RESULTS: CHARACTERISTICS OF 

TARGETED FIH STUDIES

Complex FIH

# One or more design types may be included in a FIH study in addition to 

SAD. Four FIH studies were MAD (without SAD)
& One biological molecule was first-in-class

Amendment

Intensive PK review

First-in-class / Biological

PK stopping criteria

Big vs small Pharma
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RESULTS: FIH STUDY DESIGN 

CHANGES DUE TO PK REASONS
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WHAT IS WRITTEN IN GUIDELINE?

✓ Access on sentinel approach

✓ Access on PK stopping criteria

✓ Cumulative PK data review concept

…
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RESULTS - DISCUSSIONS 

➢ High interest of PK data review in FIH dose escalation steps 

(n=39 from 43)

➢ PK as a frequent reason of FIH design/conduct change 

(n=21 from 25)

➢ Amendment to FIH protocols for PK change (n=14 from 21)

➢ Justified PK stopping criteria = regulatory acceptance   

(n=13 from 21)
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RESULTS - DISCUSSIONS 

➢ Various PK reasons and related design/conduct changes of 

FIH     Scientific and clinical justification required

➢ PK data review after each SAD (n=10 from 21) is not 

mandatory for all molecules in FIH     case-by-case approach

➢ Are PK related changes in design/conduct related to 

company size/experience? (small Biotechs n=13 from 21)  

➢ We could not prove influence of new EMA guidance on the 

PK review approach (initiated before July 2017 n=18 from 21) 
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TAKE HOME MESSAGES

Rationale of PK dose escalation scenarios and stopping 

criteria in the protocol will avoid amendments. 

A more tailored PK review may increase the cost-

effectiveness whilst keeping the crucial information to 

continue next steps of complex adaptive FIH trials.
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