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Mission Statement  

Conduct clinical research with the utmost integrity and 
honesty while offering our patient subjects the most 
advanced therapies in addition to educating them about 
their disease. In so doing, we will protect their health, 
safety, and confidentiality. 

Clinical Research TUCC  



Phase	
  I	
  and	
  II	
  trials	
  are	
  prohibited	
  in	
  
private	
  prac3ce	
  according	
  to	
  the	
  Code	
  of	
  	
  
Federal	
  Regula3ons(CFR)	
  

	
  

A.  True	
  

B.  False	
  
	
  

ARS Question #1 



	
  In	
  general,	
  the	
  pharma	
  industry	
  
preferen3ally	
  selects	
  academic	
  sites	
  over	
  
private	
  prac3ce	
  sites	
  because	
  their	
  IRBs	
  
“fast	
  track”	
  pharma	
  trials.	
  
	
  

A.  True	
  

B.  False	
  

ARS Question #2 





Why become an Investigator? 
•   Intellectual challenge 
•   Remain on the cutting edge of technology 
•   Offer new choices to patients who have no other 

alternative treatments 
•   Strengthen stature among peers  and community 
•   Serve on advisory boards, speaking engagements, 

consultant to industry 
•   Pathway to publication 
•   Promote research as a new service of the practice 
•   Additional revenue stream to the practice 
•   Prevent “burnout”  
 





•   Institutional Review Board/Independent 
Ethics Committee (IRB/IEC) 

•   Sponsor 

•   Investigator 

•   Subject 

Key Players in Clinical Trials 



Independent body composed of medical, 
scientific, and non-scientific members 
whose responsibility is to ensure the 
protection of the rights, safety, and well-
being of human subjects involved in a 
trial 
 

IRB/IEC 



The company or organization taking 
responsibility for initiation, management, 
and financing of trial 
 

Sponsor 



Hired by sponsors to carry out some of 
their tasks 
 
Sponsor may allocate tasks but never 
allocate responsibility 

Contract Research Organization 
(CRO) 

 



Person responsible for the conduct of 
the clinical trial at trial site.  
 

Investigator 



Individual who participates in a clinical 
trial 
 

Subject 



Regulatory authorities 

Pharmaceutical 
R&D 

GCP 

Regulations 



•   Assure safety and the rights of subjects/patients 

•   Input on design of protocols and overall clinical program 

•   Assure quality and integrity of data 

•   Assure quality of clinical trial materials 

•   Issue regulations and guidelines 

FDA’s ROLE 



Regulatory  
bodies 

Site 

Subjects 

IRB/IEC 

Sponsors/ 
CRO 

Investigator 

The investigator: The heart of the 
clinical trial 

 



Regulatory  
bodies 

Site 

Investigator 

IRB/IEC 

Sponsors/ 
CRO 

Patient 

The patient: The soul of the 
clinical trial 

 



•   Business acumen 
•   Scientific curiosity 
•   The right staff 
•   Infrastructure 
•   Motivation/Dedication 
•   Portfolio of clinical trials 

Keys for Success 



•   Requires a solid understanding of what 
regulators, sponsors, monitors, the Institutional 
Review Board (IRB) and FDA expect of an 
investigator. 

Successful Investigator Profile 





Clinical Development:  
The Fundamentals 

 



Nonclinical research 

Animal/ in vitro 
testing 

The Drug Development Process 



Product Development Timeline 

2003 











Government and BioPharma Industry 
Investments Are Highly Complementary 



R&D by Public and Private Sectors 
Public	
   Private	
  

Basic and applied science 54% 44% 
Discovery and technologies 42% 58% 
Chemistry, manufacturing and 
formulation (CMC) 19% 81% 

Phase I-III development 22% 73% 

Development Costs 

Additional Costs 
•   Capital costs of money invested in research 
•   Drug failures       only 11.8% succeed 
•   Comparators for newer drugs are standard of care therapies and are costly 
A Tufts center for the Study of Drug Development White Paper 
Tufts University School of Medicine, Boston, Massachusetts 
January 2015 



Industry Challenges 

Why the frustration with academic medical centers? 
•   Slow review of proposals due to red tape 
•   Delays in start date and enrollment 
•   Competing priorities 
•   No sense of urgency 

Why the shift to community physicians? 
•   Review proposals and contracts faster 
•   Recruit patients more rapidly 
•   Overall lower trial cost 
•   Diversity of patient base 

 

Time is money-patents are expiring !!!! 



Regardless of  these challenges,  
industry,investigators,and patients 
can benefit through  more 
collaboration between the 
academic and private sectors 

	
  	
  



Clinical Drug Development for 
mCRPC 



Evolution of Clinical Trial Design 
for Prostate Cancer 

•   PSAWG     March, 1999 
•   PCWG2   August, 2008 
•   PCWG3   May, 2015 

              End points and outcomes in CRPC 



 
 
Because PSA is elevated in the majority of patients 
with advanced prostate cancer and anecdotal 
evidence suggested that changes in PSA often 
antedated changes on bone scan, several groups 
proposed the use of posttreatment changes in PSA 
to rapidly screen the activity of novel agents for the 
treatment of advanced prostate. 

 PSA as an Intermediate  EP 



•   Formed  by a panel of experts to standardize 
phase 2 trials of novel  therapies in CRPC and 
formulate recommendations  to allow clinical 
investigators to “speak the same language”. 

•   Posttreatment PSA decline did not meet the 
criteria for a true surrogate endpoint but  
changes in PSA were considered a valuable aid 
in screening  therapies to move forward to phase 
3 testing. 

•   PSAWG recommendations set the stage for the 
development of a new generation of clinical trials 
in advanced  prostate cancer   

 PSAWG March 1999  



1. The Leuprolide Study Group. New Engl J Med. 1984;311(20):1281-1286. 2. Crawford ED, et al. N Engl 
J Med. 1989;321(7):419-424. 3. Tannock I, et al. J Clin Oncol. 1996;14(6):1756-1764. 4. Saad F, et al. J 
Natl Cancer Inst. 2002;94(19):1458-1468. 5. Petrylak DP, et al. N Engl J Med. 2004;351(15):1513-1520. 6. 
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 Drug Development Since 1985 

1999 

PSA 
Working 
Group PCWG2 



•   Shift in emphasis from reliance on posttreatment  
changes in PSA to time-to-event endpoints. 

•   Proposal for 12 weeks of  treatment with IP to  
ensure adequate exposure to a novel therapy. 

•   Requirement for  2 new bone lesions to qualify 
for disease progression. 

•    Confirmation of bone scan progression  on 
subsequent bone scan to  rule out tumor “flare” 
and nonspecific  scan changes. 

 PCWG2 August 2008  



1. The Leuprolide Study Group. New Engl J Med. 1984;311(20):1281-1286. 2. Crawford ED, et al. N Engl 
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Renaissance Era of Drug 
Development Since 2010 

1999 

PSA 
Working 
Group PCWG2 



•   PCWG3 updates the PCWG2 consensus criteria 
based on available new treatments and disease  
manifestations as well as data validating 
biomarkers proposed in  PCWG2. 

•   The revised criteria define the endpoints for the 
M0 to M1 transition. 

•   These recommendations  will guide clinical trial 
design and conduct for therapeutics being tested 
in both M0 and M1 patient populations. 

 PCWG3 May 2015 
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An so it continues … 

ARA M0 
     JNJ-56021927/ARN-509 (SPARTAN) 
      ODM-201 (ARAMIS) 
      MDV3100/Enza (Prosper) 
 
 
ARA & ABI M1 

TOK-001 (ARMOR 3) 
JNJPCR3001 (ACIS) 
Enza +/- Abi (ALLIANCE) 

 
 
 

PCWG3 
Immunotherapy 

BNIT-PRV-301 (PROSPECT) 
             Prostvac 

 

In Development 



An so it continues … 

Immunotherapy 
 
 
Serial biologic 
profiling tissue/
blood 
 
Predictive 
biomarkers 
 
Sequencing 
      
 
 
 

2016 
and  
beyond 
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             Prostvac 

 

In Development 



Is	
  the	
  Future	
  of	
  Clinical	
  Research	
  	
  
in	
  Private	
  Prac5ce	
  alive	
  or	
  dead?	
  



•   The future of clinical research in private practice 
is alive and thriving. 

•   Collaboration between community and academic 
sites will move us closer to our goal of finding the 
safest, most effective therapies for our patients. 

•   Community practitioners should consider clinical 
research as an opportunity to expand their 
careers and benefit their patients with the caveat 
that you must have a solid understanding of what 
regulators, sponsors, monitors, the International 
Review Board (IRB) and FDA expect of an 
investigator. 

Summary 



Phase	
  I	
  and	
  II	
  trials	
  are	
  prohibited	
  in	
  
private	
  prac3ce	
  according	
  to	
  the	
  Code	
  of	
  	
  
Federal	
  Regula3ons(CFR)	
  

	
  

A.  True	
  

B.  False	
  
	
  

ARS Question #1 



	
  In	
  general,	
  the	
  pharma	
  industry	
  
preferen3ally	
  selects	
  academic	
  sites	
  over	
  
private	
  prac3ce	
  sites	
  because	
  their	
  IRBs	
  
“fast	
  track”	
  pharma	
  trials.	
  
	
  

A.  True	
  

B.  False	
  

ARS Question #2 



As	
  a	
  result	
  of	
  this	
  lecture:	
  
	
  

A.  	
  I	
  have	
  not	
  yet	
  done	
  clinical	
  trials	
  but	
  am	
  

encouraged	
  to	
  start	
  a	
  program	
  

B.  	
  I	
  have	
  been	
  doing	
  clinical	
  trials	
  and	
  will	
  

expand	
  our	
  program	
  

C.  	
  I	
  have	
  been	
  doing	
  clinical	
  trials	
  but	
  have	
  

decided	
  to	
  quit	
  

D.  	
  	
  I	
  will	
  never	
  do	
  clinical	
  trials	
  

ARS Question #3 



THANK	
  YOU	
  



The	
  Future	
  of	
  Clinical	
  Research	
  	
  
in	
  Private	
  Prac5ce	
  

Alive	
  or	
  Dead?	
  



•   Distinguish prostate adeno from non adenoca. 
•   Considers sequence and # of prior therapies in 

lieu of pre- and post- taxane distinctions. 
•   Defines  endpoints for transitioning from M0 to 

M1. 
•   Focus outcomes  on  proof of mechanism and 

optimal biologic dose for non-cytotoxic therapies. 
•   Emphasize pt. reported outcomes,fPFS,CTC 

enumeration,and time to clinical events rather 
than alterations in individual biomarkers. 

•   Distinction  between  1st evidence of progression 
based on one disease manifestation in contrast 
to terminating Rxment due to lack of benefit. 

Results  PCWG3 



•   Document  progression in existing lesions as 
distinct from new lesions. 

•   Serial biologic profiling of disease from  tissue 
and/or blood to understand treatment resistance 
and identify predictive biomarkers for prospective 
trials.   

Results  PCWG3 (cont.) 



•   Recommendations for trial design to allow 
clinical investigators developing novel agents  to 
“speak the same language”.  

•   PSA was used as an intermediate endpoint but 
other important parameters such as 
OS,rPFS,symptoms, and mechanism of action as 
it relates to a clinically relevant composite 
endpoint(i.e bisphosphonates). 

•   1st trials for CRPC to integrate posttreatment 
changes in PSA were hampered by different 
posttreatment PSA parameters that limited cross-
trial comparisons and created confusion with 
regard to prioritization of agents for further 
development.  

Summary PSAWG 


