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@ Investigator

« A person responsible for the conduct
of the clinical trial at a trial site.

 |If the trial is conducted by a team if

individual at the trial site, the '

investigator is the leader of the team
called as principle investigator

Role & Responsibilities

FDA regulations(21CFR312.52), ICH-
GCP mandate that sponsor only use
trained and qualified investigators
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Initiating a clinical trial
contracts and agreements
Obtain EC/IRB approval to conduct the trial
Constituting a study team
Planning & ensuring resources a required for conduct of trial
Attend the trial training meeting along with the study team

B. Conduct of the trial
Recruitment of subjects

Informed consent documents adminitrsation
Medical care of trial subject

Communication with EC/IRB

Communication with sponsor

Documenting errors, violation, non-compliance etc.,
Financial tracking

Ensuring confidentiality

C. Site closure

Final report to IRB/EC

Providing all data/documents required at site closure to sponsor
Return of equipment, investigational product

Achival of the trial data for duration as soon as a specified in the
contract

Premature termination or suspension of a trial
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@ Good Clinical Trials dreamcis
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CRO : Contract Research Organization, SMO : Site Management Organization
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LA AR A3
(Institutional Review Board)
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(Clinical Trial Pharmacist)
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ll. Role and Responsibility of Investigators

for Good Clinical Practice
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» Medical Director
» Project Manager

e Clinical Research Associate:
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* Clinical Data Manager

« Biostatistician

* Auditor

« PV(PharmacoVigilance) Manager
 RA Manager
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@ YLAMAI™E $=El7|2 (Contract Research Organization, CRO) dreamcis
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1. Product development and formulation

2 Clinical trial management (preclinical ~ phase 1V)

3.  Central laboratory services for processing trial samples
4

Data management services for preparation of an FDA New Drug application (NDA) or
an Abbreviated New Drug Application(ANDA)

5. Many other complementary services
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@ SMO Introduction
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@ SMO Service

01

Study Support

MA|7|2H0| X
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MEfZA &
QA
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02

Site Management
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03

Data Management

- CRF development

- Data verification (Query Management)
= Medical coding

= SAE reconciliation
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@ Challenges in Oncology Clinical Trials dreamcis
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5.1% of new cancer drugs tested in Phase | : FDA approval
The success rate from Phase | to Phase Il : 63%, only to drop to 25% from Phase Il to Phase llI
the LOA (likelihood of approval) for solid tumor programs is only 4.1%, versus 8.1% for hematologic programs.

1. Absence of Scientific Knowledge

. lack of preclinical data and post-marketing reports, effectiveness and toxicity - impact on recruitment
2. Hurried Process

. time-sensitive - insufficiently staffed programs - fail > Need network of professionals

3. Missteps in Study Design

"Traditional clinical trials are straightforward and purposely simple [...] The problem is that cancer is many, many
diseases. Our erstwhile taxonomy by organ of origin may have hindered progress as much as it helped.” (The
Brave New World of clinical cancer research: Adaptive biomarker driven trials integrating clinical practice with
clinical research, Dr. Donald Barry)

4. Recruitment Obstacles

« Trial availability (sufficiently staffed and equipped)

« Site access

* Oncologist's willingness to propose enroliment

» Clinical staff commitment(on-site sufficiently trained)
« Patient's concerns
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4516171/
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5. (Mis)use of Statistics and Data
Common statistical concerns in clinical trials (Epidemiology and Biostatistics Dr. Scott R.)
*Poor p-value interpretation
*Need for confidence intervals
*The intent-to-treat principle
*Missing data
*Multiplicity
*Subgroup analyses
*Association vs. causation
*Reporting
*Probability and Bayesian statistics
Clinician-statistician interaction and communication
6. Surrogate Endpoints vs Event Endpoints

Of 55 regulatory approvals made by the FDA on the basis of improvements in surrogates between 2009 and 2014,
65% (36) had no trial-level validation studies. (Kim & Prasad, 2017)

Confidential

31



dreamcis

ATIGERMED COMPANY

Confidential



