ret
ox
H

\

AIMS

BioScience

x| AAAE HE
oty &

2022.12.01

s =




2022 chistlAerz|sts| 30+ 7| Pre-meeting Workshop

AIMS
BioScience

01

x| YEAIE?

R

14 QA VS AN

Nonclilﬂl Phase | Phage Il Phase Il
Stage Stage Stdge Stage

I |

Types of Studies in
Drug Development

Nonelinical Studies

AIMS BioScience




gal
2
b
N
=
Iz
1o
n
fo
°
>
.E
ol

AIMS BioScience

CDP R0 ECH...

AIMS BioScience

AIMS BioScience

Essential (to initiate Phase 1) Additional (to support further development + NDA)
First-in-human trial (single dose) Definitive pharmacokinetics/pharmacodynamics

First repeat dose Bioavailability

Pilot pharmacokinetics/pharmacodynamics Interaction studies (Drug-drug, food-drug)

Metabolic disposition

Hepatic impairment
Renal impairment

Pharmacokinetics in elderly
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Therapeutic Confirmatory Studies

Therapeutic Exploratory Studies

Types of Studies in
Drug Development

I uman Pharmacology Studies

Nonclinical Studies
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Dose-Exposure Relationship
Pharmacciinetics)

Exposure-Response Relationship

Efficacy (Desired)

Towicity (Undesired)
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1] Phase 0 Q& AIE

“Human micro-dosing”

2006 FDA: Guidance on Exploratory Investigational New Drug (eIND) Studies.
+ First-in-man, Not dose finding, Short term: one dose
+ SmallN (10-157)
+ Obtain preliminary data on the agent's pharmacokinetics
+ Proof-of-principle
+ Give small dose not expected to be therapeutic
+ Test that target is modified
+ Requires pre and post patient sampling.
Provides useful info for phase | (or if you should simply abandon agent).
Radiolabeled agents may be utilized
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. qgggﬂ-g Ig jl- % Rg = t}EI; « Non-clinical prognosis ‘
" .m + Animal PK-PDmodel | = | + HumanPK-PDmodel = | « PatientPK-PD model
. I‘_ %I g PK-PD data% I-" [H = g 0-| OI: ol-E 9] 1 | | + Predicted human x | using PoMBM % using PoC BM
PK-PD model g | Doseproportionalty, | = |« Covariate information
O efc. o (Patient selection)
+ Human Dose- + Targetbinding by dosage « Clinical response based
- exposure relationship regimen to show PoC on PoC BM change
« Target binding by +  Estimated magnitude of « Comparison to the current
exposure level fesponse gold standard Tx
m « Human starting dose + Phase Il dosage
+  Estimated effective regimen
dose «  Estimated sample size
«  Phase | study design * PoC trial design
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Instantaneous response

¢ Concentration
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Variability measures: covariates

« Influential factors to PK-PD: patient-selection biomarkers

= PHARMACO

PHARMACO
e

Concentration
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Response measures: DVs
+ Desirable effect: Efficacy markers
+  Undesirable effect: Toxicity markers
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E= HIOIQOMHE B9 £ U= Speciictarget _ Somarker
L binding J  Biomarker2
« oI HHOIROIA 21 TIE £EC2 &t
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Alteration of Biomarker 3
° _ijl %!ég*l%l Ol—?—oﬂE ED ag?_ I:”'Olg[”' pathophysiology Biomarker 4
HEE &=S0] FHE= 01K
Modification in Biomarker 5
disease course = e
e Death?
> Complication?
Cure?
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Figure 5. Five major dose<scalation dosigns weee fdentified amang the studies: (a) paraliel single-dose escalation. (5] paraliel multiple-dose
escalation, (c) parallel single- and multiple-dose escalation, (d) grouped crossover dose escalation, and fe) alternating crossaver,
J Clin Pharmacol 2005;45:1123-1136
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