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Yap et al. Nature Reviews Cancer 2010



Evolving clinical research landscape
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Burock S, EJC 2013

+50%

Kaitin Clin Pharmacol Therap 2011



If we knew what we were doing, it 
wouldn’t be called research, would it?

Albert Einstein
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Definitions of Research

• Merriam-Webster
• Investigation or experimentation aimed at 

the discovery and interpretation of facts

• Redman and Mory
• Systematic effort to gain new knowledge

• Clifford Woody
• Defining and redefining problems, 

formulating hypothesis/objectives
• Collecting, organizing and evaluating data
• Making deductions and reaching 

conclusions
• Testing conclusions to determine whether 

they fit formulating hypothesis/objectives

Courses via e-ESO.net | ©2021 The European School of Oncology
6



Why we do Research?

• Desire to get a research degree along 
with its consequential benefits

• Desire to face the challenge in solving 
the unsolved problems

• Desire to get intellectual joy of doing 
some creative work

• Desire to be of service to society

• Desire to get respectability

• Directives of government, 
employment conditions etc.

• Validate intuition

• Improve methods 

• Demands of the Job

• For publication/patent
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Developing Your Question

• Start with a clear purpose

• Know your literature

• Be iterative in your approach

• Try to specify the who, what, where and when of your purpose

• Ask yourself
• What would the answer to this question add to the literature?



The Research Process

• Identification of general problem/question

• Literature review

• Specify questions/hypotheses

• Determination of design/methodology

• Data collection

• Data analysis/presentation

• Interpretation of findings



Selecting your research method

• What factors to consider when 
choosing one research method over 
another?

• Overall applicability to meet research 
objectives

• Time i.e., key planning and decision-
making milestones to inform

• Resources available
• Material resources 
• Financial resources
• Human resources 

• Access to population of interest 



Agenda

• Clinical trials vs clinical reality

• Early stages & Oligometastatic
• Endpoints

• MPR, pCR, DFS, OS (Validated vs surrogate endpoints)

• Feasibility and QOL endpoints 

• Design (WOO, ph I-II-I/II, ph III, basket/umbrella)

• Quality assurance surgery (what about CT?)

• Translational research
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Clinical trial vs clinical reality
Real life patients vs patients in trial



Clinical trial vs clinical reality
Real life patients vs patients in trial



Do we believe in an 
oligometastatic state?

Detection
threshold

Rubin, Sem Rad Onco 2006

Clinical trial vs clinical reality
Staging procedures in clinical trials vs real life

Courtesy of L Hendricks



We need to do something in perioperative Treatment of NSCLC!

Modified from Prof M. Reck

Clinical trial vs clinical reality

Treatment choices



YES: Oligometastases are “hot”!

ASTRO 2018

Clinicaltrials.gov
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Clinical trial vs clinical reality

Treatment choices

Courtesy of L Hendricks
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Endpoints

• Methodologically correct but clinically meaningful

• Validated vs Surrogate
• Early stage

• MPR

• pCR

• DFS

• OS

• Advanced stage - Oligometastatic
• PFS

• OS

• Feasibility and PROs/QOL endpoints 

Trial design Type of endpoint

I DLT, MTD, RP2D

II ORR, DFS/PFS rate

III DFS, PFS, OS, QOL
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Kaehler, 2010

Champiat S, Annals of Oncol 2016



Assessing Progression: RECIST
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Always RECIST?

Cave: disease flare!

K. Park, ESMO Congress 2014



Content of this presentation is copyright and responsibility of the author. 

Permission is required for re-use.

DFS = OS?

Martin Reck

▪ Somewhat convincing data, that DFS 
might be a surrogate marker for OS

▪ However – so far only data for adjuvant 
chemotherapy, but not for adjuvant 
immuno- or targeted therapies

▪ In this early days of adjuvant 
immunotherapy assesment of more 
mature OS data essential

Mauguen A, et al. Lancet Oncol 2013

Tibetanian Prayer Wheel

Courtesy of Prof M. Reck



Approval Endpoints



Endpoints supporting regular approval



EFS as an Approval Endpoint for Neoadjuvant
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Design

• WOW

• Phase I/II

• Phase II/III

• Phase III – do we still need them?

• Basket trials

• Umbrella trials

• RWS



Phase I/II

Patient

Phase 1 Phase 2

Activity

Used more and more often to have an early signal of activity if
the expected safety profile is acceptable

Dose
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Dienstmann et al. Mol Oncol 2014
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Basket studies
Parallel phase II trials for one drug, but within the same legal entity on the basis of a common denominator
that can be the drug or the molecular alteration.
Most of them are histology-independent and aberration-specific clinical trial. These usually fall in the ‘trial to
learn’ category.

Tumor 
type X

Drug

Tumor
type Y

Tumor 
type W

Tumor 
type T

Tumor 
type Z

Tumor 
Type P

Target A

Target B

Target C

Menis, ERS 2014
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Umbrella studies

They embrace both a centrally performed molecular portrait and molecularly selected cohorts with matched
drug.
They may fall in the ‘trial to conclude’ category.

Drug A

Tumor 
type

Control

Control

Control

Drug B

Drug C

Target A

Target B

Target 
C

Menis, ERS 2014
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Translational research

• Tissue is the issue

• The role of liquid biopsy
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Tissue is the issue



Timelines

Biopsy

IHC

Molecular testing

Oncologist
TREATMENT

Courtesy of O. Belvedere



Translational research

• Tissue is the issue

• The role of liquid biopsy



What seemed future is a reality
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Oxnard GR, et al. Clin Cancer Res; 20(6); 1698–705 

Yap et al. Nature Reviews Cancer 2010



Liquid biopsy vs Tissue biopsy
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• Heterogeneity

• Accessibility

• Feasibility

• Costs

De Mattos-Arruda. et al. Nat. Rev. Clin. Oncol. 2013



Pitfalls and temptations

• Try to solve all the questions at once

• Base the assumptions only on expert opinion

• Using the easier methodology

• Consider the disease as a uniquum

• Disease-center vs patient-centered

46



The main rules



The main rules

Pass 
information 
as much as 

possible

DISCUSS

COLLABORATE



Thank you!!! Fire your questions!!


