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What I wish I had in ph1 site 

Oranee Daniels, MD 
Executive Director, Medical Science 

Amgen Inc 

“The comments provided here are solely those of the presenter and are not necessarily 
reflective of the positions, policies or practices of Amgen Inc.”   

Wish list for Phase 1 sites 

Phase 1 site in 21st century: 
•  Experience in handling complicated 

phase 1 studies in different modalities 
•  Speed and flexibility 
•  Feasible and economical 
•  Scientific data integrity and real time 

data access 
•  Regulatory acceptance 
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Value of phase 1 studies 

•  Safety & Tolerability: 
– Detect common adverse events 
– TQT study 

•  Pharmaceutical properties: 
– Pharmacokinetics: DDI, rBA, BE, etc 

•  Pharmacodynamic read-out if possible 

Ph 1 studies getting more complicated 
•  Hybrid cohorts  

–  More than 1 subset of population 
–  Imbalanced number of subjects per cohort 

•  TQT study 
•  Biologics vs small molecules 
•  Multiple or intensive PD assessments: 

EEG, MRI, etc 
•  Intensive ph 1 studies in patient 

population(s) 
•  Adaptive design with pre-defined criteria 
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Balance between speed & feasibility 

Screening 

           D-21              D1                                  D29 

Screening 

           D-21              D1                                  D57 

Screening 

           D-21              D1                                  D57 

Screening 

           D-21              D1                                  D85 

Screening 

           D-21              D1                                  D85 

Screening 

           D-21              D1                                  D57 

Screening 

           D-21              D1                                  D85 

Cohort 1:  0.3 mg/kg SC                               
6 Active, 2 Placebo 

Cohort 2:  1 mg/kg  SC                                
6 Active, 2 Placebo 

Cohort 4:  5 mg/kg  SC                                
6 Active, 2 Placebo 

Cohort 3:  2.5 mg/kg  SC                                
6 Active, 2 Placebo 

Cohort 5:  10 mg/kg  SC                                
6 Active, 2 Placebo 

Cohort 7:  5 mg/kg IV                                
6 Active, 2 Placebo 

Cohort 6:  0.3 mg/kg IV                                
6 Active, 2 Placebo 

Part A - Healthy Subjects 

N = 56 Subjects 

Part B - Diabetic Subjects 

N = 16 Subjects 

Screening  

(Up to 21 days) 

Treatment Period 1 

D1 

Lead-In Period  

(Up to 12 Weeks) 

D85 D85 D1 

PLACEBO (n=8) 

Treatment Period 2 

PLACEBO (n=8) 

ACTIVE (n=8)  ACTIVE (n=8)  

Washout Period  

(8 weeks) 

Proposed Ph 1b SD/MD Design in T2DM 

Cohort 1: 0.3 mg/kg   
(6 active:2 placebo) 

Cohort 2: 1.0 mg/kg   
(6 active:2 placebo) 

Cohort 3: 2.5 mg/kg   
(6 active:2 placebo) 

Cohort 5: up to 5.0 mg/kg                
(9 active: 11-7 placebo) 

Total n = 32 

Total n = 16-20 

Part A: Treatment Period 1 (Single Dose) Followed by Treatment Period 2 (Multiple Doses)  

Part B: Dose Expansion Cohort 

Cohort 4: 5.0 mg/kg   
(6 active:2 placebo) 

Dose 
Escalate 

SCREEN FOLLOW UP PERIOD 

D-21                  D1                  D14                        D1       D22                                             D90/EOS 

Treatment 
Period 1  

Treatment Period 
2  

SCREEN FOLLOW UP PERIOD 

D-21                 D1                     D14                       D1       D22                                             D90/EOS 

Treatment 
Period 1  

Treatment Period 
2  

SCREEN FOLLOW UP PERIOD 

D-21                  D1                    D14                      D1       D22                                             D90/EOS 

Treatment 
Period 1  

Treatment Period 
2  

SCREEN FOLLOW UP PERIOD 

D-21                 D1                    D14                      D1       D22                                             D90/EOS 

Treatment 
Period 1  

Treatment Period 
2  

Dose 
Escalate 

Dose 
Escalate 

SCREEN FOLLOW UP PERIOD 

D-21                 D1                    D14                      D1       D22                                             D90/EOS 

Treatment 
Period 1  

Treatment Period 
2  
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Single Dose: First-in-Human Study 

Design: Randomized, rising single dose, parallel,  
blinded, placebo and active control study 

Randomization 
3 mg IV, 30 mg SC& IV 
N= 10 HV 
3:1:1 to treatment 

100, 300,1000 mg IV 
100, 300 mg SC; N=12 HV 
4:1:1 to treatment 

IND - A Active Control Placebo 
n=6 or 8 n=2 n=2 

Speed and flexibility 

•  From IND submission to dosing 
•  Ability to enroll subjects/patients 
•  Ability to change and/or resume course 

quickly when appropriate 
•  Flexibility in handling early GMP 

compounds ie drug in the bottle, 
compounding, etc 



2008 ACPU Meeting 10/20/08 

5 

1b study design 

Cohort 1: 1 mg 

Cohort 2: 3 mg 

Cohort 3: 10 mg 

14 day treatment 

Cohort 4: 30 mg 

Cohort 2b: 3 mg 

10:2 

6:2 

6:2 

6:2 

6:2 

= MRI of liver 

2 part study Design  
D14 

Cohort 1 
D14 

Cohort 2 
D14 

Cohort 3 
D14 

Cohort 4 
D14 

Cohort 5 
D14 

Cohort 6 

Cohort 7 

PART A: 
All Cohorts: 
21-day screening window 
6 Active, 2 Placebo 

Cohorts 1 - 7: 
Sequential single rising dose 

Cohort 8 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 
Part B: 
Cohorts 8: 
•   Dose TBD: Up to the MTD 
•   Biomarker collection: Lumbar Drain 

Biomarker 
Collection 
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Feasible and economical 

•  Access to subjects, database, patients 
•  Access to medical specialists on an on-call 

or co-PI basis 
•  Access to technology ie MRI, PET, EEG, 

etc 
•  Able to identify and recruit per I/E in a 

reasonable timeframe 
•  Realistic estimation of enrollment, timeline 

and costs 

Enhance study design 

•  align study objectives  Overall clinical 
development strategy  

•  Speed vs. quality vs. certainty 
•  Risk management/mitigation 
•  Decision making ability in the presence 

of uncertainty 
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Scientific data integrity & access 

•  Data capturing and source data 
•  Access to data during live phase 
•  Availability of PIs to solve the 

queries in a timely manner 
•  Organized and well-planned dose 

escalation or interim safety meeting 

Regulatory acceptance 

•  Previous and recent site audits: 483? 
•  Experience of FDA feedback 

reconciliation on the protocol(s) 
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Conclusion 
Wish list 
-  Dedicated excellent and experienced PIs  
-  Facility with access to technology and specialists 
-  Ability to recruit and follow up 
-  Agile execution: ability to adapt 
-  Access to data from ongoing studies 
-  Project coordinator (one stop contact) 
-  Defined processes that have passed regulatory 

and GCP hurdles 

Thank you 

Q & A 


