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Trial participation versus real-worid

Efficacy-effectiveness gap

Efficacy vs effectiveness

Real-world

* Homogeneous population * Heterogeneous population
» Strictly monitored RCTs * Daily clinical care
* More often academic health care providers  General health care providers

* Stringent in- and exclusion criteria
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Guidelines are based on results of clinical trials in which
only 5% of our patients participate

Trials

* Homogeneous population
« Strictly monitored RCTs

 Often academic health care providers

« Stringent in- and exclusion criteria
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Trial participation versus real-worid

Efficacy-effectiveness gap

Real-world

Efficacy vs effectiveness

Trials

* Results of clinical trials in which only 5% of * 95% of our patients are being treated outside
our patients participare are being clinical trials with a treatment advice according
incorporated in clinical guidelines to these guidelines

Characteristics and
circumstances are different,
what about outcome?




Comparison of RWD with a RCT including 2 standard of care
treatment arms

Median overall survival o
(CAIRO: chemo sequential or combination) o8-
= Trial patients 17.0 m goﬁ_
= Eligible non-trial patients 15.7 m §0,4_
" Non-eligible non-trial patients 93 m

p<0.001 55

L 1] 1 1)
0,00 20,00 40,00 60,00 80,00
Survival in months

Trial results are not (always) applicable to daily clinical practice




Heterogeneity with increasing number of small subgroups

EGFR Sensitizing 5
~ Gefitinib ¢
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THUS:

data of RCT are not (always) applicable to daily clinical practice

we are facing an increasing number of smaller subgroups

therefore, a different approach is warranted

- we need to learn from every patient, in other words use the full potential
of Real-World Data

- Real-World Data will enable pragmatic clinical trials including single arm
trials using Real World Data as external comparator
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METHODS

Cross-sectional survey of healthcare professionals (HCP) and regulators (May-Sept'24)

Scenario 1: Single-arm trial

m:’\/\/ﬁﬁ Clinical setting: late-stage disease, no effective treatment, mOS 3 mos (1 to 3).

Scenario 2-3: Low-Quality RWD Four RWD external comparator scenarios:

« Quality of RWD: Low-Quality vs High-Quality

0 0 0 OS gain: 1.5mos

)W\ o\ ::i OS gain: 3mos . 0OS gain: 1.5 vs 3 months
Scenario 4-5: High-Quality RWD Three control scenarios: SAT and RCT with OS gain 1.5 or 3 months
o |°| °| se OS gain: 1.5mos
B —1T—  0Sgain: 3mos Participants
Scenario 6.7 Randomised confrolled ria « Healthcare professionals (faculty and working group members of ESMO/EHA)
_O 0S gain: 1.5mos + EUand non-EU requlators (active assessors in of oncology drug application)
®\RO OS gain: 3mos

Diogo Martins-Branco, MD MSc

ESMO SARGOMA AND RARE CANGERS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



RESULTS

Acceptability of increased in
grade 3-4 toxicity

Convincingness of OS benefit

Scenario 1: Single-arm trial; no formal OS 0

Scenario 2: External comparator study (OS
difference: About 1.5 months; RWD quality: Low)

Scenario 3: External comparator study (OS
difference: About 3 months; RWD quality: Low)

Scenario 4: External comparator study (OS
difference: About 1.5 months; RWD quality: High)

Scenario 5: External comparator study (OS

0
difference: About 3 months; RWD quality: High) 69%

Scenario 6: RCT (OS difference: About 1.5 months) 79% —

50%

Scenario 7: RCT (OS difference: About 3 months) I
100% 50% 0% 50% 100% 100% 50% 0% 100%
. Strongly Unconvinced Slightly Unconvinced . Slightly Convinced . Strongly Convinced . 0% 10 10% . 11%to 20% 21% 1o 30% . 1% 10 40% . =40%
. Moderately Unconvinced Meither Convinced nor Unconvinced . Moderately Convinced

Outcomes for the new treatment (common to all scenarios): ORR = 30%; mDoR = 6 months; mOS = 6 months
mOS “standard care” estimated from the literature: 3 months (1-5 months)

EHESMO SARCOIMA AND RARE CANCERS

Diogo Martins-Branco, MD MSc
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



CONCLUSIONS

4

4

*

L 2

Differences between HCP and regulators on familiarity with RWD studies and beliefs related to

advantages/disadvantages of RWD studies call for activities that increase alignment.

HCP and regulators share a positive perception of the use of high-quality RWD as an external

comparator to SAT of advanced cancer of high unmet medical need.
Higher trust in OS benefit was associated with higher acceptability of severe toxicity increase.

Quality attributes in RWD studies must be clearly defined for the streamlined use of this methodology.

Diogo Martins-Branco, MD MSc

ESMO SARGOMA AND RARE CANGERS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Unique Design ﬂﬁz@m@@m

Scientific Prospective Dutch Colorectal
research Cancer Cohort Study (PLCRC)

Preyention Patient All patients diagnosed with colorectal, small bowel,
& lifestyle outcomes anal cancer (Stage | — IV) at any time, all stages:

. Observational Interventional
Grant Policy studies: studies:

providers makers
/ Clinical data J Trials within
cohorts (TwiCs)
J Tissue .
> 25,000 patients

J Blood % 69 hospitals in NL participate
Healthcare Health
Professionals

Technology (99% national coverage)
Assessment / PROM's

> 90 ongoing projects
(40 projects using data,

Pharma & Regulatory _
Diagnostics bodies 50 using 'nfrasiture)

u Informed Consent Patient
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Pretreated metastatic dMMR patients +/-
immunotherapy

Provide data for single arm
study without control arm

A
100 - Non-immunotherapy 100 Immunotherapy " o
90 Wensink G et al. Br J Cancer 2020 90 Overman M et al. JCO 2019 - “"l"... @ . {'_f :
80 ] N T i

1-year predicted survival rate: 19.3%

1-year predicted survival rate: 85% (ipi/nivo)

Overall survival, %!
Ul
(@)
|
Overall survival, %2
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107 10-
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o 3 6 9 12 15 18 21 24 Z 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months) .
No. at risk No. at risk Time (months)

50(0) 39(0) 23(3) 174 76 3( 2 1) 17 1) 119 113 107 104 101 97 92 91 64 26 18 16 10 O

ipi=ipilimumab; nivo=nivolumab; no=number; OS=overall survival.




Success
factors

7o, Centralize the data
i’i Collaboration with all stakeholders
5 Patient's informed consent

(including IC for sharing data with
pharma & regulators!)

Unique Design (Yhooe_

Prospective Dutch Colorectal
Cancer Cohort Study (PLCRC)

All patients diagnosed with colorectal, small bowel,
anal cancer (Stage | — IV) at any time, all stages:

Observational Interventional
studies: studies:

J Clinical data / Trials within

cohorts (TwiCs)
J Tissue
J Blood
/ PROM's

ﬂ Informed Consent Patient

PROSPECTIEF
LANDELIJK
CRC coHoRrT



Metastatic colorectal cancer: a heterogeneous disease

Different subtypes with increasing number of treatment options

HER2 + MSI KRASG12C
5% 5% 3%

RASmut

BRAFm™ut 50%

10%

[
KRASG12C inhibitor (sotorasib,
Left-sided: 30% Immunotherapy (ipilimumab, adagrasib) + anti-EGFR Studies

Chemotherapy + anti-EGFR nivolumab, pembrolizumab) 1st line + chemotherapy
No specific treatment
Chemotherapy (including FOLFOXIRI) + bevacizumab; trifluridine/tipiracil
1
I

Larotrectinib and entrectinib

Dual anti-HER2 therapy with
lapatinib + trastuzumab or

trastuzumab + pertuzumab
Studies in 15 line + chemotherapy

BRAF inhibition + anti-EGFR (encorafenib + cetuximab)

Adapted from Punt CJA, Koopman M, and Vermeulen L. Nat Rev Clin Oncol. 2017;14(4):235-246.



Survival benefit for encorafenib + cetuximab in patients
with BRAFV600E mutated metastatic colorectal cancer

« Efficacy demonstrated in randomized phase 3 trial
* Drugs approved by FDA/EMA and CieBOM for reimbursement

* Trial population is younger and fitter compared to patients outside clinical trials

Question Solution
is there . PLCRC: outcome and characteristics of
4 2 . .
0 comparable > . _ control group who did not receive new
222 effectiveness in ' drugs and comparable group who did

daily practice? - receive new drug.

-> first use-case in “Regie op Registers” project of the Dutch regulatory health institute (ZiN)

-> BRIDGE project with clinical data of 218 BRAFmt — 436 BRAF wt mCRC patients



Real world treatment patterns: heterogeneity

~60% oxaliplatin doublet, ~20% fluoropyrimidine monotherapy

1st line 2nd line 3rd line 4th lin Sthline  6th line 7th line 8th line 9th line

5-FU +/-B

CAPOX/FOLFOX +/- B

(FOLF)IRI +/- B
Challenge:
Definition of lines of treatmen

FOLFOXIRI! +/-B

OX and/or IRl doublets + anti-EGFR ==

anti-EGFR monotherapy

Experimental

Immunotherapy

BSC 1§ BSC

Nassau et al. Int J Cancer 2025
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A. Kaplan Meier curve - median OS from mCRC diagnosis B. Kaplan Meier curve - median PFS 15t line systemic
1.01 1.0
Double RAS BRAFV600E Double RAS BRAFV600E
o8 wildtype mutant mutant 0.91 wildtype mutant mutant
No. events / 123/174 188/221 142/178 No. events / 116/169 157/213 137/167
0.81 no. patients 0.81 no. patients
Median 0S 32.6 months | 24.1 months | 15.4 months Median PFS 10.7 months | 8.1months [ 6.7 months
0.7 (95% CI) (29.4-40) (21.8-27) (13.7-18) 0.71 g;/ ng (9.8-12.1) (7.5-9.4) (6.4-7.4)
v Aeterencs .- o P-value Reference 0.013 <0.001

o
o
g
=23

Challenge:
Definition of RWD endpoints

S
'S

Survival probability
e
o
&

Survival probability
o
tn

0.3 0.3
0.21 0.2
0.11 0.1
0.01 0.0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 5 12 18 24 30

Time in months Time in months
Number at risk Number at risk

w174 171 157 142 120 91 65 46 28 17 10 3 1 - 169 139 69 28 19 9
= 221 208 182 152 112 75 51 37 20 10 S 3 1 1 - 213 157 63 26 12 5
= 178 159 116 73 61 49 34 21 1 9 5 4 1 1 - 167 97 26 17 12 8

Nassau et al. Int J Cancer 2025



Cetuximab + encorafenib in real-worid
The phase lIl BEACON trial had 39 in- and exclusion criteria!

/ Trial-eligible (n=75) Challenge:

Total RWD cohort (n=166) > Non-trial eligible (n=40) Missing data

\‘ [Unknown trial-eligible (n=51)]

Non-trial eligible

Key eligibility criteria

BRAFV600E n=3
Less than three prior regimens. n=10
Absence of brain metastases n=7
No other malignancy 5 years before start encorafenib-cetuximab n=9
No prior RAS/RAF/MEK n=2
Neutrophiles >1.5 n=3

WHO-score <2 [ n = 16 (unknown, n=63) ]




The quality of (real world) data depends
on the quality of the input

Out




Data interpretation: From data to information (in consultation with relevant stakeholders)

Analysis with knowledge of
database and disease e —
* European Health Data Space - EHDS

National initiatives Primary H Secondary National initiatives
Data availability & reuse Data Data availability & reuse

Translate, validate, Manual work
clean, define input i.e. datamanagers

Patient Manual work
EHR = HIX EHR = other i.e. clinicians-nurses-pts

N o e e e o o e e e e e e e e me Ee S R e e S S S M e S S S M Emm S S M R M Eme S e e e e



IN CONCLUSION:
- The potential value of Real-World Data is impressively high

- To fully unlock this potential, we must continue to improve the availability
and quality of Realtime Real-World Data

- EHDS will help us move in this direction, however, international
agreements on guidelines, standards and definitions related to oncology
are essential to make this possible

- And at the same time, we need innovations — including Al within
collaborative networks — to facilitate and accelerate the journey from
Real-World Data to Real-World evidence



ENLIST v

“ESMO ADAPTATION OF LINES OF SYSTEMIC THERAPY: A CONSENSUS FRAMEWORK

FOR STANDARDISING THE DESIGNATION OF LINES OF THERAPY IN SOLID TUMOURS”

Change in systemic anticancer therapy (SACT) can result in
New LoT or Modified LoT or Same LoT

[

Reason for

Change of SACT

Y

. Clinical \ + Lack of tolerability; OR ( Prospectively planned; \
roaression of + Adding anticancer agent(s) to OR
5ise%se (cPD): ongoing SACT (A>A+B) e.qg,, » Change in dose,
. . OR ! after performance status schedule, route; OR
D|5C|a|mer . Lack of improves; OR » Dropping anticancer
dc ° t » Miscellaneous (Financial, agent(s) from ongoing
Not f0r use. : equate logistic, drug [non]availability, SACT (A+B>A): OR
umour delayed availability of * Re-introduced after
Do not pOSt response biomarker results etc) “drug holiday”
y, . J
I ¥ L
f N f N
New LoT Modified LoT Same LoT
L Y L

~

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Manuscript SUBMITTED TO Annals of Oncology October 2025



Learning health
care system

Guideline development 5

RWE / Clinical studies o

Participation in a cohort with patient’s IC

Items are defined and 3
available for primary and
secondary use

A0

T
*
Learning health
care system

=

Patient is treated in daily
clinical care

Shared decision making (patient &
physician) supported by a ‘patient like
me’ dashboard and/or selection aid

Data are registered in a
hospital system
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