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§ Review period: 2020 – 2023
§ 193 FDA approved compounds*

§ small molecules
§ biologicals

§ FiH populations in SAD / MAD trials

* Excluding cell therapies, blood products and vaccines 

HV (N=92) 

Patients (N=76) 

UK (N=25) 

Oncology (N=50) 

Other (N=26) 

Non-oncology trials:
- Genetic and rare diseases
- Autoimmune diseases
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A reality check (1)



Shift in FiH / early clinical trial populations driven by:
§ Treatment options:

§ small molecules, biologicals, ATMPs

§ Safety: risk – benefit assessment
§ nature of the IMP, including MoA
§ procedures and interventions
§ improving prediction and simulation tools

§ Patient relevance:
§ rare diseases
§ genetic disorders

Healthy subjects Patients
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Healthy subjects Patients

Considerations Healthy volunteers Patients
Objectives safety & tolerability efficacy
Logistic & operational easy / single center complicated / multicenter
Recruitment & enrollment fast slow
Data collection intense demanding
Data quality robust, high-quality variable, (AE) interpretation
Dose selection MRSD / MABEL (low) ATD / subtherapeutic
Pharmacokinetics clean DDI, co-morbidity
Pharmacodynamics biomarker target expression
Ethical no (medical) benefit non-therapeutic / placebo
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* MRSD: Maximal Recommended Starting Dose; MABEL: Minimal Anticipated Biological Effect Level;
ATD: Anticipated Therapeutic Dose
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Part 1 / SAD: HV
Part 2 / MAD: patients

2 step approach:
“HYBRID” study design
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Target population: healthy subjects versus patients

The target population is not a matter of  “black & white”

§ Healthy subjects:
§ prophylactic vaccines
§ procedural sedation

§ Healthy “patients”:
§ healthy obese subjects
§ healthy subjects with hypercholesterolemia

§ “Artificial patients” by provocation of disease:
§ Controlled Human Infection Model (CHIM) trials
§ provocation of migraine headache

§ “Real” patients…
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