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CLINICAL
PRACTICE

GUIDELINES

Breast Cancer

Read more =

Gastrointestinal Cancers

Read more =

Lung and Chest Tumours

Read more =

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

The ESMO Clinical Practice Guidelines, prepared and '

reviewed by leading experts and based on evidence-based
medicine, provide you with a set of recommendations on
state of the art care to help HCPs and patients.

Oncogene-addicted metastatic non-small-cell lung cancer: ESMO
Clinical Practice Guideline for diagnosis, treatment and follow-up

Ann Oncol. 2023;34(4):339-357.
Hendriks L E, Kerr K, Menis J, et al. on behalf of the ESMO Guidelines Committee

® This ESMO Clinical Practice Guideline provides key recommendations and algorithms for
managing oncogene-addicted mNSCLC.

® The guideline covers diagnosis, staging, risk assessment, treatment and disease
monitoring.

® ESMO-MCBS scores are given to describe the levels of evidence for treatment choices.

® ESCAT scores are given to describe the evidence level for genomic alterations as
biomarkers for using targeted therapies.

* Recommendations are based on available scientific data and the authors'collective
expert opinion.

# |n clinical practice, all recommendations provided need to be discussed with patients in
a shared decision-making approach.

ESMO Oncogene-Addicted Non-Small
Cell Lung Cancer Living Guideline

Read full article &

ESMO-MCBS Scorecards

Guidelines Wehinar =

GODD SHENCE
BETTER MEDICINE
BEST PRACTICE

SPECIAL ARTICLE
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driving innavation in ancology

Oncogene-addicted metastatic non-small-cell lung cancer: ESMO Clinical

Practice Guideline for diagnosis, treatment and follow-up™

L. E. Hendriks', K. M. Kerr?, ). Menis®, T. 5. Mok®, U. Nestle®:°, A. Passaro’, 5. Peters®, D. Planchard’, E. F. Smit'®!!,

B. J. Solomon'?, G. Veronesi’®''* & M. Reck'®, on behalf of the ESMO Guidelines Committee’

ESMO Oncogene-Addicted Metastatic Non-Small-Cell Lung Cancer Living Guideline

To cite this living guideline, please include the original Clinical Practice Guideline citation "Ann Oncol. 2023;34(4):339-357" and this online
publication, including date and version number: "ESMO Oncogene-Addicted Metastatic Non-Small-Cell Lung Cancer Living Guideline, v1.2
January 2025"

Export references (RIS) &

This living guideline was prepared by L Hendriks, F Cortiula, E Mariamidze, D Martins-Branco, G Pentheroudakis and M Reck, on behalf of the
Clinical Practice Guideline author group.

v1.2 was prepared by L Hendriks, F Cortiula, E Mariamidze, D Martins-Branco, M Reck and S. Popat, and has been peer reviewed.

Diagnosis, Pathology and
Molecular Biology

Staging and Risk
Assessment

Management of Advanced
and Metastatic Disease

More info More info - More info <

Follow-up, Long-term
Implications and
Survivorship

More info

ESMO GUIDELINES: REAL WORLD CASES
ONCOGENE-ADDICTED NSCLC

ESMO WEBINAR SERIES

ESMO Guidelines: Real World Cases - Oncogene-Addicted Non-Small-Cell Lung Cancer

Chair: Solange Peters
Speakers: Giuseppe Lo Russo, Lizza Hendriks, Jaafar Bennouna



ESMO CPG @ POINT-OF-CARE "ﬂ

CASE PRESENTATION o vV

@ Female, 52 years, Never smoker
%Eﬂ/ No co-morbidites; ECOG PS 0

i

w EGFR mutation ALK translocation Ros1 BRAF V600
(refer to Figure 2) (refer to Figure 3) franslocation mutation
(refer to Figure 4) [refer to Figure 5)

- v
Osimertinly Wectint 1, Moz & ||| s i prastins [, ;[ Panum-outiet Refer to ESMO
I, A; MCBS 4; ESCAT |-AJeoat ESCAT |-AJ~+ MCBS 3; ESCAT I-BJ** s MCBS 3; ESCAT I-C]* (]| ChT = ICI [V, B] CPG on non-
Geftinl Brigatinib [, &; MCBS 4; | (| Entrectinib pu, A; ['E&"“I el (IETSCTRIT | — LA ancogene-addivted
’ ; GBS 4 ESCAT A ESCAT A MBS 3; ESCAT BJer s MCBS 3; ESCAT I-C]* i
= Jul'15 persistent dry cough e decul il | |- oo || el ! A | mvscie o

= Cest X-Ray: bilateral lung opacities Lo | B | = it — =
= TB CT scan: bilateral lung nodules; pathologic mediastinal lymph nodes; pathologic abdominal lymph nodes B oo S i (0| connen . 5:vcas
= TB FDG-PET: confirms the sites of disease of CT scan DeMcRSRESATHAN ()| ST
= FBS/TBNA: T I
[\, B; MCBS 3; ESCAT I-A]~
Lung adenocarcinoma . i et —
cT4 N2 Mc, IV stage (AJCC 8% edition) asiocaton e
ALK (HC): positive D comamb x| soonson s
EGFR (PCR Hot spot) wild-type ‘ ey ’“‘mmé'&’ﬁl" #“" S Iyl |l
ROS1 (FISH) negative S kit | s B o .
PD-L11-49% Management of Advanced and Metastatic Disease (after Positive Findings on i st e pltium-
Molecular Tests) (B
ESMO GUIDELINES: Giuseppe Lo Russo MD;PHD
REAL WORLD CASES

Stage IV mNSCLC with
ALK translocation v1.2 - January 2025
[ESCAT I-A] (a)

EGFR mutation ALK translocation ROS1 translocation

+

What if the patient had bone metastases - o
with indication for palliative radiotherapy? ALK wanstocation [ESCAT 1] R N

Oligoprogression

First-line treatment @
GOOD SCIENCE e Patients should be treated in the first-line setting with alectinib [I, A; ESMO-MCBS v1.1 + v
BETTER MEDICING score: 4], brigatinib [I, A; ESMO-MCBS v1.1 score: 4] or lorlatinib [|, A; ESMO-MCBS Local treatment (surgery or RT) Systemic progression
BEST PRACTICE N — and continue targeted systemic s 4
v1.1 score: 4]. These options are preferred over crizotinib [I, B; ESMO-MCBS v1.1 treatment [V, C] @

score: 4] or ceritinib [I, B; ESMO-MCBS v1.1 score: 4)].




ESMO-ESTRO CONSENSUS RECOMMENDATIONS ON
SAFETY OF COMBINING Table 1. Delphi consensus recommendations for various drug class-radiotherapy combinations. The

traffic light colors represent the recommended safety measure for each scenario.

TARGETED THERAPIES  prememm
T e PP

Irradiated area Type of radiotherapy
WITH RADIOTHERAPY
Skin High-dose conventionally fractionated
High-dose sterectactic
Low-dose palliative

Brain High-dose conventionally fractionated

é D High-dose sterectactic

Low-dose palliative

Head & neck High-dose conventionally fractionated

High-dose sterectactic

Low-dose palliative

Thorax High-dose conventionally fractionated

High-dose sterectactic

Low-dose palliative

D iSCIa imer P re I | m |n d ry Abdomen/pelvis High-dose conventionally fractionated
data. Not for clinical High-dose stereotactic
. Low-dose palliative
use befo re read I ng the Musculoskeletal tissues High-dose conventionally fractionated
full publications. High-dose stereotactic

Major adaptation No agreement
Clinically relevant drug interruption/ Agreement rate below 75%.

dosage reduction or amajor
radiotherapy adaptation.

GOOD SCIENCE Eurapean SecicTy
” ' BETTER MEDICINE tor Radiotherapy
BEST PRACTICE emm— & Oncology Preliminary results. Not for clinical use before reading the full publications.
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ESCAT: ESMO Scale of Clinical Actionability for molecular Targets

ESCAT evidence tier Required level of evidence Clinical implication

Prospective, randomised clinical trials show the alteration-drug match in a specific tumour
| type results in a clinically meaningful improvement of a survival end point

Ready for Alteration-drug match is Praspective, non-randomised clinical trials show that the alteration-drug match in a specific Access fo the treatment should

routine use associated with improved  |-B o Tt . . : .
outcome in clinical trials tumour type, results in clinically meaningful benefit as defined by ESMO MCBS 1.1 be considered standard of care

Clinical trials across tumour types or basket clinical trials show clinical benefit associated
with the alteration-drug match, with similar benefit observed across tumour types

Retrospective studies show patients with the specific alteration in a specific tumour

I lI-A  type experience clinically meaningful benefit with matched drug compared with Treatment to be considered A framework to ran k

Alteration-drug match is alteration-negative patients “preferable” in the context of
(NS ELTTE] i associated with antitumour evidence collection either as a . |t t
activity, but magnitude of Prospective clinical trial(s) show the alteration-drug match in a specific tumour type prospective registry or as a
benefit is unknown lI-B  results in increased responsiveness when treated with a matched drug, however, no prospective clinical trial ge nom I C a era IO nS

data currently available on survival end points

as targets for

1] Clinical benefit demonstrated in patients with the specific alteration (as tiers | and ||

Alteration-drug match ~ |II-A abowe) but in a different tumour type. Limited/absence of clinical evidence available for el
suspected to improve the patient-specific cancer type or broadly across cancer types R : : pre CISIon ONnco |Og y
outcome based on clinical Clinical trials to be discussed with
trial data in other tumour An alteration that has a similar predicted functional impact as an already studied tier | L

Hypothetical type(s) or with similar 1.8 abnormality in the same gene or pathway, but does not have associated supportive
target molecular alteration clinical data

v VA Evidgqqe tl]at the glt'eratilun ora fuqcti:_]nally similar alteration influences drug Treatment should “only be i tine use Al

Pre-clinical evidence of sensitivity in preclinical in vitro or in vivo models considered” in the context of early L
actionability clinical trials. Lack of clinical data tigat
IV-B  Actionability predicted in silico should be stressed to patients
target 'dEnSCAtInv
u evidence tie
s Alteration-drug match is - . .
Combination S w"ﬂ objective Prospective studies show that targeted therapy is associated with objective responses, Clinical trials assessing drug ‘
development response, but withoul but this does not lead to improved outcome ‘“"‘“'“at":’(']:ts’_aﬂt:r%':s could be
clinically meaningful benefit :

X - .

Ié:;:;:ie Lack ﬂf_ Evilltfr!ce for No evidence that the genomic alteration is therapeutically actionable = :::::I:tll:glsl:rug:?n?: ;ID:EE:;"“'HM
actionability
To enquire or ask questions about the ESMO Scale for Clinical Actionability of molecular Targets, please send an email to education@esmo.org iiﬂ“ﬂ . ' J—

Mateo J, et al. Annals of Oncology 2018;29(9):1895-1902. o

b



NEXT-GENERATION SEQUENCING IN ADVANCED CANCER

ESMO recommendations updated in 2024

Table 2. List of genomic alterations level IfIl according to ESCAT in advanced non-squamous non-small-cell lung cancer
Gene Alteration Estimated ESCAT Drug class matched References
prevalence score
EGFR  Common mutations 15% Caucasian 1A First-, second- and third-generation EGFR TKls Midha et al., Am J Can Res 2015"
(deletion exon 19, 50% Asian EGFR-MET bispecific antibodies + third-generation Arrieta et al., J Thorac Oncol 2015
p.LB5ER) 30% LATAM EGFR TKls Soria et al., N Engl J Med 208"
EGFR-MET bispecific antibodies + ct herapy  Ramali 1 et al., N Engl J Med 2020
+ EGFR TKls (after PD on third-generation EGFR  Cho et al., Ann Oncol 2023'°
TKIs) Passaro et al., Ann Oncol 2024
Acquired pT790M 60% after first- or  |A Third-generation EGFR TKis Mok et al., N Engl J Med 2017
mutation in exon 20 second-generation Papadimitrakopoulou et al., Ann Oncol
EGFR TKIs 2020
Exon 20 insertions 2% 1A EGFR-MET bispecific antibodies or TKls Park et al., J Clin Oncol 2021°°
Zhou et al.,, N Engl J Med 2023
Uncommon mutations  10% 1B Second- and third-generation EGFR TKls Cho et al., J Clin Oncol 2020™
(p.G719 variants in Yang et al., Front Oncol 2022°°
exon 18, p.L861Q in
exon 21, p.5768I in
Sxon 20)
ALK Fusions 5% 14 ALK TKIs Mok et al., Ann Oncol 2020
Shaw et al., N Engl J Med 2020°
A . . . Camidge et al., J Thorac Oncol 2021°°
y % ESCAT T IA' ALK f - I t b Horn et al., JAMA Oncol 2021°
= Ier " us Ion a ec I nl Solorg?n et al., Lancet Respir Med
20237
[TRRAS  Mutations (p. G12C T2% A KRAS T2 TKIs Janne et al, N Engl ] Meg 20977
de Langen et al., Lancet
RET Fusions 1%-2% 1A RET TKis Subbiah et al., Clin Can
Griesinger et al., Ann Onl 0.
Drilon et al., J Clin Oncol 2023
Zhou et al., N Engl J Med 2023™
ROS1  Fusions 1%-2% 1] ROS1 TKls Shaw et al., Ann Oncol 2019™
Shaw et al., Lancet Oncol 2019°°
Drilon et al., JTO Clin Res Rep 20227
BRAF  Mutations (p. VE0OE) 2% 18 BRAF TKls + MEK TKls Planchard et al., J Thorac Oncol 20227
Riely et al., J Clin Oncol 20237
MET  Mutations exon 14 3% 1B MET TKls Drilon et al., Nat Med 2020°°
skipping Wolf et al., J Clin Oncol 2021
Lu et al., Lancet Respir 2021**
Thomas et al., J Thorac Oncol 2022°
Wolf et al., Ann Oncol 2022
Focal amplifications 5% as primary liB MET TKls + third-generation EGFR TKls Yu et al., Ann Oncol 2021
15% as mechanism EGFR-MET bispecific antibodies + third-generation Bauml et al., J Clin Oncol 2021*°
of acquired EGFR TKIs Shu et al., J Clin Oncol 20227
resistance Marmarelis et al., J Thorac Oncol 2022
on EGFR TKis Hartmaier et al., Cancer Discov 2023
Tan et al., J Clin Oncol 2023™°
ERBBZ Hotspot mutations 3% 113 Pan-HER TKis Hyman et al., Nature 2018
Anti-HERZ ADCs Li et al., N Engl J Med 2022%
NRGI  Fusions <1% ] Anti-HER2/HER3 bispecific antibody Schram et al., JCO 2022

e@® v Non-squamous NSCLC

. ANNALS or
ONCOLOGY

cirtang innovation in oncology
SPECIAL ARTICLE

Recommendations for the use of next-generation sequencing (NGS) for
patients with advanced cancer in 2024: a report from the ESMO Precision
Medicine Working Group

M. F. Mosele™?, C. B. Westphalen®, A. Stenzinger®, F. Barlesi****, A. Bayle™ """, I. Bieche®, ). Bonastre’ ", E. Castro'”,
R. Dienstmann'*'%*, A, Krimer'*'%, A. Czarnecka'®-'", F. Meric-Bernstam'®, 5. Michiels’-*, R. Miller'**°, N. Normanno?®’,
J. Reis-Filho™', 1. Remon?, M. Robson®, E. Rouleau®?, A. Scarpa®, C. Serrano’!, J. Mateo'* & F. André®-%*

v" Hepatocellular carcinoma

v Rare tumours:
Cholangiocarcinoma, GIST,
Soft tissue sarcomas,
Thyroid cancer, CUP

v' Tumour-agnostic

v’ Breast cancer
v" Colorectal cancer
v" Prostate cancer
v" Gastric cancer
v Pancreatic cancer
v’ Ovarian cancer

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE




NEXT-GENERATION SEQUENCING IN ADVANCED CANCER

ESMO recommendations updated in 2024

Table 1. List of tumour-agnostic genomic alterations

Gene/Si e’ Al i Esti d pi e (illustration of ESCAT Drug class References
tumours with high prevalence of the score matched
alteration)
NTRK1/2/3 Fusions 80%-90% secretory breast cancer Ic TRE inhibitors Hong et al., Lancet Oncol 2020°
15%-20% Spitzoid melanoma Demetri et al., Clin Can Res 2022°
MSI-H/dMMR? MSI-H/dMMR 15%-20% endometrial cancer ic PD-1 checkpoint Marcus et al., Clin Can Res 2019*
15%-20% gastric adenocarcinoma inhibitors
RET Fusions 7% thyroid papillary cancer Ic RET inhibitors Subbiah et al., Lancet Oncol 2022°
2% salivary gland cancer Subbiah et al., Nat Med 2022"
BRAF Mutations 40%-45% melanoma ic BRAF inhibitors + Subbiah et al., Cancer Discov 2020"
{p.VB0OE) 5%-6% small intestinal adenocarcinoma MEK inhibitors Salama et al., J Clin Oncol 2020°
FGFR1/2/3 Fusions 20%-40% bladder cancer ic Pan-FGFR TKls Pant et al., Lancet Oncol 2023°
Mutations 3% glioblastoma multiforme
10%-20% urothelial carcinoma
10% endometrial cancer
TMB-H" TMB-H 40% small-cell lung cancer Ic PD-1/PD-L1 Valero et al., JAMA Oncol 2021
checkpoint Friedman et al., Cancer Discov
inhibitors 2022""

dMIMR, mismatch repair deficient; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; FGFR, fibroblast growth factor receptor; MSI-H, microsatellite instability-high;
PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; TKls, tyrosine kinase inhibitors; TMB-H, tumor mutation burden-high; TRE, tropomiyosin receptor kinase.

“Signature; TKls, tyrosine kinase inhibitors.

What makes a target alteration and a molecularly
guided treatment option tumour-agnostic?

1

Organ

e.g. malignancy in the lung

Tumour

e.g. non-small cell lung cancer

Targeted driver Tumour-specific
molecular g—> biology
aberration (complete biological

(e.9. BRAF mutation, context of the tumour)

RET or NTRK fusions)

Histopathology

e.g. adenocarcinoma

&.o v" Tumour-agnostic

ANNALS o
ONCOLOGY

drmang innovation in oncolagy

GIHID SO EnCE
BETTER MEDICIHE
BEST FRACTEE

SPECIAL ARTICLE

Recommendations for the use of next-generation sequencing (NGS) for
patients with advanced cancer in 2024: a report from the ESMO Precision
Medicine Working Group

M. F. Mosele™?, C. B. Westphalen®, A. Stenzinger®, F. Barlesi****, A. Bayle™ """, I. Bieche®, ). Bonastre’ ", E. Castro'”,
R. Dienstmann'*'%*, A, Krimer'*'%, A. Czarnecka'®-'", F. Meric-Bernstam'®, 5. Michiels’-*, R. Miller'**°, N. Normanno?®’,
J. Reis-Filho™', 1. Remon?, M. Robson®, E. Rouleau®?, A. Scarpa®, C. Serrano’!, J. Mateo'* & F. André®-%*

v" Hepatocellular carcinoma

v Rare tumours:
Cholangiocarcinoma, GIST,
Soft tissue sarcomas,
Thyroid cancer, CUP

v Non-squamous NSCLC
v" Breast cancer

v" Colorectal cancer

v" Prostate cancer

v" Gastric cancer

v Pancreatic cancer

v" Ovarian cancer 1.1

BEST PRACTICE



TUMOUR-AGNOSTIC APPROVED INDICATIONS

( may2017 ) ( Nov2018 ) ( Aug2019 ) ( Jun2020 ) ( Aug2021 ) ( Jun2022 ) ( Sep2022 )

( Apr2024 )

O
o e o
EMA
A

Larotrectinib

)

Pembrolizumab

dMMR/MSI-H NTRK fusions

N Y

. 5 uncontrolled
multi-cohort multicentre

. 3 multicentre open-label
single-arm clinical trials:

open-label single-arm o Phase |

clinical trials: LOX0-TRK-14001
© KEYNOTE-012 o Phase I/ll

* KEYNOTE-028 scout

* KEYNOTE-016 © Phase Il

« KEYNOTE-158 NAVIGATE

v *© KEYNOTE-164

@ Warch2023 )

3 Phase Il clinical trials:

* KEYNOTE-158
© KEYNOTE-164
* KEYNOTE-051

] L1 L ]
GOOD SCIENCE w. w .w
BETTER MEDICINE w w

BEST PRACTICE

Entrectinib

NTRK fusions

Pembrolizumab

TMB-H

> Jul 2019 )

> May 2020)

!

. 3 multicentre open-label
single-arm clinical trials:
® Phase |

ALKA
 Phase l/ll

STARTRK-1
® Phase Il

STARTRK-2

!

. Prospectively-planned
retrospective analysis
10 cohorts multicentre
non-randomised

open-label clinical trial:

* Phase Il
KEYNOTE-158

Dostarlimab

dMMR/MSI-H

A

. Multicentre
non-randomised
open-label multi-cohort
clinical trial:

e Phase |
GARNET

Dabrafenib/
Trametinib

BRAF Vo0
mutation

Y

. 2 multicentre
non-randomised open-label
multi-cohort clinical trials:

* Phase Il
BRF117019

* Phase Il
NCI-MATCH

Paediatric patients:

* Phase I/lla
CTMT212X2101

And supported by:

* COMBI-d

* COMBI-v

* BRF113928

( Jun2024 )

Selpercatinib Trastzumab deruxtecan

HER2 IHC3+

i Mar 2024

Y

. Multicentre . 3 multicentre cliical trials:
non-randomised o Phase Il
open-label multi-cohort DESTINY-PanTumor02
clinical trial: o Phase Il
o Phase I/l DESTINY-Lung01
§  LIBRETTO-001 o Phase Il
DESTINY-CRC02
© may2024 )
Paediatric patients:
o Phase I/ll
LIBRETTO-121
" Nar onoa S
. Dec 2023

Repotrectinib

NTRK fusions

Y

. Multicentre single-arm
open-label multi-cohort
clinical trial:

* Phase /Il
TRIDENT-1

. FDA accelerated
@ FoAful

/\ EMA conditional
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ETAC-S: ESMO TUMOUR-AGNOSTIC CLASSIFIER AND SCREENER

Minimum requirements for tumour-agnostic potential

M i ANNALS o¢
EEEEEEEEEEE
ONCOLOGY
driving innovation in oncology
‘ ‘ SPECIAL ARTICLE
Robust el f The ESMO Tumour-Agnostic Classifier and Screener (ETAC-S): a tool for
obust preclinical eviaence o @ assessing tumour-agnostic potential of molecularly guided therapies and for
mechanistic/biological rationale steering drug development
C. B. Westphalen?"7, D. Martins-Branco®, J. R. Beal®, C. Cardone®, N C leman® A M. Schr. am %10 s, Halabi':*?,
S. Michiels'®4, C. Yap'®, F. André'®'”1% F, Bibeau'®, G. Curigliano”®?, E. Gar Id , S, K mmar , R. Kurzrock®®,
S. Limaye”, S. Loges’®?’, A. Marabelle’®, C. Marchi¢”®*, J. Mateo” J Rodon Sp , G. Pe theroudakis’i &

I V. Subbiah®*!

Phase I/1l or Phase Il trials J L

2/3 tumours investigated
and > 4 tumour types with

Frere N PN ™

with refractory disease



h 4

ETAC-S: ESMO TUMOUR-AGNOSTIC CLASSIFIER AND SCREENER

i3 — i )  The ETAC-S| i
Study Compa:i;ictl;:gc:(:s‘;;ngng:yct?:acle\?;lidation e = IS an eaSI y
:)nfel'te:glansfl:lll‘;: L} [ ] [}
Sclontiic aivice applicable set of minimum
coml:;lsattions Phafel(Baske"t Ph'as.e [} tria'ls . . \ . \
Ly il requirements designed to identify
(Assess randomisation feasibility in the tumour-specific cohorts)

— v molecularly guided treatment

e > ( .
ETAC taxonomy screening . . .
, I options eligible for tumour-
“pqtenttizzlu . :
agnostic potential.
Screenin g succes: s Conditional /
A Tumour-restricted Accelerated
Traditional I approval if positive

RCT

Proposed tumour-agnostic
framework allows to foster and
= T —— accelerate drug development for

J { tumt;::sgzcific RCT ]j\ |f pOSitiVe p at i en tS With Ca nCer-

Consider to randomise against the last available S

Tumour-modulated
\

Randomisation not feasible/ethical
[ B

Randomisation feasible/ethical
consider treatment line anticipation)

Remove conditional /

A 4 accelerated approval

[ ] ) [ ]
. " w.w.w GOOD SCIENCE
Definitive tumour-agnostic graduation ETAC Taxonomy with robust cut-offs if negatlve w.w uuuuuuuuuuuu
w BEST PRACTICE

© I GEIED € @
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ESMO-MAGNITUDE OF
CLINMICAL BENEFIT SCALF

Curative

Curative intent:

(Neo)adjuvant / curative therapy

Non-curative Non-curative intent:

A

2
1

Primary outcome PFS

Checklist -

Piaane rone W amy of B Pure prerogusie wrw 2ot weivied. e Pvwieston Cmnot be Lovinend
et P wpgpade Sor Guk Canwot e Chasmed i B 1IN0 MRS score

Primary outcome RR / QoL / non-inferiority Form 2C

01, Clear byp is and of glodal Gl ing

e Brvpts o e Ol et

T drection of B cxpecied (hange o exangie. e et § Selay
" e Swteror ston of vvensh potal Gk )

Cherny et al, Ann Oncol 2015 & 2017

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

2y omigmm
IRt 8 oo Sed 1yTEeeTs e (3 Ve TN

Single arm

W o




ESMO-MAGNITUDE OF
CLIMICAL BENEFIT SCALF

Patient with mMCRC RAS-wt/BRAF-wt/HER2-neg who have been previously treated

with fluoropyrimidine-based ChT, an anti-VEGF therapy and an anti-EGFR therapy.

® Regorafenib [ESMO-MCBS v1.1 score: 1] is recommended in patients pre-treated with

fluoropyrimidines, oxaliplatin, irinotecan and biologics, if available, or in earlier lines of
therapy following oxaliplatin and irinotecan regimen failure, depending on local

approvals [l, Al.

Regorafenib
CORRECT

Score

Indication details

Grothey A, Gutsem EV, Sobrero A et al.
Regorafenib monotherapy for previously
treated metastatic colorectal cancer
(CORREGT): an international,
multicentre, randomised, placebho-
controlled, phase 3 trial. Lancet 2013;
381:303-312

Hofheinz RD, Bruix J, Demetri GD, et al.
Effect of Regorafenib in Delaying
Definitive Deterioration in Health-
Related Quality of Life in Patients with
Advanced Gancer of Three Different
Tumor Types. Gancer Manag Res.
2021;13:5523-5533

Primary Outcome(s)

Primary Outcome(s) 0s

Evaluated Outcome 0s

Form 2a
Outcome Data

5 months

1.4 months

0.77 (0.64-0.94)




ESMO-MAGNITUDE OF
CLIMICAL BENEFIT SCALF

Patient with mMCRC RAS-wt/BRAF-wt/HER2-neg who have been previously treated

with fluoropyrimidine-based ChT, an anti-VEGF therapy and an anti-EGFR therapy.

e Trifluridine—tipiracil (TAS-102) [ESMO-MCBS v1.1 score: 3] is recommended in

patients pretreated with fluoropyrimidines, oxaliplatin, irinotecan and biologics, if
available, or in earlier lines of therapy following oxaliplatin and irinotecan regimen

failure, depending on local approvals [I, Al.

Trifluridine/Tipiracil (TAS-102)

RECOURSE

Score

Indication details

ARelereRgE o

Mayer RJ, Van Cutsem EV, Falcone A et
al. Randomized Trial of TAS-102 for
Refractory Metastatic Golorectal
?g:ger. N Engl J Med 2015; 372:1909-

Van Cutsem E, Mayer RJ, Laurent § et
al. The subgroups of the phase Il
REGOURSE trial of trifluridine/tipiracil
(TAS-102) versus placebo with best
supportive care in patients with
metastatic colorectal cancer. Eur J
Cancer 2018;90:60-72

Primary Outcome(s)

Primary Outcome(s) 0s
Evaluated Outcome 0s

Form 2a

1.7 months
PFS Bain 0.3 months
0.48 (0.41-0.57)
5.2 months
0S Gain 2.0 months

0.69 (0.59-0.51)
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ESMO-MAGNITUDE OF
CLIMICAL BENEFIT SCALF

Patient with mMCRC RAS-wt/BRAF-wt/HER2-neg who have been previously treated
with fluoropyrimidine-based ChT, an anti-VEGF therapy and an anti-EGFR therapy.

e Trifluridine—tipiracil (TAS-102) [ESMO-MCBS v1.1 score: 3] is recommended in
patients pretreated with fluoropyrimidines, oxaliplatin, irinotecan and biologics, if
available, or in earlier lines of therapy following oxaliplatin and irinotecan regimen
failure, depending on local approvals [l, Al. The addition of bevacizumab to third- or Primary Outcome(s)
later-line trifluridine—tipiracil should be considered if available [I, A; trifluridine—
tipiracil-bevacizumab: ESMO-MCBS v1.1 score: 4].

Primary Outcome(s) 0s

Evaluated Outcome os

Form 2a

Trifluridine/Tipiracil (TAS-102)

SUNLIGHT

A AR A 7.5 months

Prager GW, Taieb J Fakih M et al.
Trifluridine-Tipiracil and Bevacizumab in
Refractory Metastatic Golorectal
Cancer. N Engl J Med.
2023;388(18):1657-1667

Score

3.3 months

0.61(0.49-0.77)




ESMO STUDY ON THE AVAILABILITY, OUT-OF-POCKET COSTS

AND ACCESSIBILITY OF ANTINEOPLASTIC MEDICINES

Erlotinib Gefitinih Afatanib Trastuz+BS Imatinib Pambro
High income counries

ESMO Global Consortium Study on the availability, out-of-pocket costs, and
accessibility of cancer medicines: 2023 update

Canada

Chike N. I. Cherny'*/, D. Trapani’>~', M. Galotti’, M. Saar®°, G. Bricalli*, F. Roitberg’-?, B. Gyawali’, G. Curigliano®"’, J.-Y. Blay'’,

Croatia K. Meier®!, N. J. Latino® & E. G. E. de Vries'?

Cyprs B Lung Breast GIST Melanoma
Czach Republic
Denmark

Erlotinib Gefitinib Afatanib Trastuz+BS Imatinib Pembro

Lower-middle income countries
Estania

Finland

Algeria

Bangladesh
France

Germary
Greece
Hungary
Icelznd
Ireland

Balivia
Cambodia
Cameroon
Egypt

El Salvador

\aras! Ghana

Itaty Haiti
Japan Honduras
Kuwait India
Latvia Indonesia
Litwania Iran
Lu=embcurg Kenya
Malta Lebanan
Metherands Mangolia
HNew Zealand Marocco
Morway Myanmar
Oman
Paoland
Portsgal
Qatar

Nepal
Nicaragua
Nigeria

Pakistan
Republic of Korea

Saudi Arabia

Eingapore

Palesting

Papua New Guinea
Philippines

Sri Lanka

Tanzania

Slovakia

Slovenia

Epain

Sweden Tunisia
Switzariand Uzbekistan
Tawian Vanuatu
Urited Arab Emirates Vietnam
United Kingdom Zamhia
United States of America Zimbabwre

Figure 3. New and expensive immune-mediated and targeted therapies on the 22nd WHO EML - formulary availability and out-of-pocket costs. (A) High- and upper . Era 355 cosl . 258 50 cost . 250% bul less than full cosl . Full cost . Data notregorad
middle-income countries. (B) Lower-middle- and low-income countries. o ST ! i N




DEFINING STANDARDS

ESMO Frameworks and Tools

SECONDARY USE OF
REAL-WORLD DATA

O 0O
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600D SEIENCE m
BETTER MEDICEME - ___‘
BEST PRACTICE

REAL WORLD
DATA AND DI
ONCOLOGY

REVIEW

Characteristics and impact of real-world evidence studies in oncology:
comprehensive mapping review of publications evaluating targeted
therapies in solid tumours

A. Pellat?"*, T. Grinda®', P. Cresta Morgado®®, A. Prelaj®7, V. Miskovic®’, A. Valachis®, I. Zerdes®'?, D. Martins-Branco'!,
L. Provenzano®’, A. Spagnoletti®, G. Nader-Marta'?, B. E. Wilson**%, Y.-H. Yang'®, G. Pentheroudakis'?, $. Delaloge?,
L. Castelo-Branco'®’ & M. Koopman'™*

RWE studies published between 2020-2022
N = 1,251 studies, 50% took place in Asia

RWE reporting on TT is growing, nevertheless: - -
- 8% with international range, 41% unicentric, funding is unclear FEwe s Mumber of pobliaton por oy e it (omlof 6 couic)

(at least 50% with no funding/not reported) i Tumour o
The scientific impact is still limited N .
- 3% of studies published in a journal with an IF > 10 : i B ricoun
- Studies with more centres (>10) and studies issued from Europe

are both associated with higher IF

GOOD SCIENCE 0
BETTER MEDICINE 2020 2021 2022
BEST PRACTICE

Year of publication



ESMO GUIDANCE FOR REPORTING ONCOLOGY . 4
REAL-WORLD EVIDENCE (ESMO-GROW) o

The first reporting guidance specifically developed for oncology RWE studies

. Detla|led list of recommepdatlons for authors and SO Belaias T Repting
reviewers of RWE publications.

(GROW)

» Broad Scope: Descriptive to Analytical mevm———

» Addresses new treatments, molecular-based I
epidemiology, oncology-specific variables, and 215
tech-hased RWE research (Al, machine learning)

....................

 Facilitates harmonised interpretation by all
stakeholders

uuuuu

..............

* Related Materials: Online Tool, Checklist, Flowchart

ESMO RWD' Castelo-Branco L et al. “ESMO Guidance for Reporting Oncology real-World evidence (GROW)".
Y Ann Oncol 2023; 34: 10.1016/j.annonc.2023.10.001 & ESMO Real World Data & Digital Oncol 2023; 1: 10.1016/j.esmorw.2023.10.001



ESMO GUIDANCE FOR REPORTING ONCOLOGY '
REAL-WORLD EVIDENCE (ESMO-GROW)

Reporting informative score

Observational Study > Future Oncol. 2024 Apr;20(12):761-780. doi: 10.2217/fon-2023-0858.

Epub 2024 Jan 17, Reporting informative score useful for:

Real-world comparative effectiveness of palbociclib v" authors while drafting the manuscript
plus aromatase inhibitor in HR+/HER2- metastatic
breast cancer

Nicholas Robert 1, Connie Chen ?, Sindy Kim 2, Zhe Zhang 2, Kathleen M Aguilar 1, Yunfei Wang 1, ‘/ readers Whlle Cr|t|Ca”y appra|3|ng the report

Benjamin Li 2, Michael Gaffney 2, Xin Huang 3, Lynn McRoy 2 \ /

v’ editors and peer-reviewers after submission

Affiliations + expand
PMID: 38231045 DOQI: 10.2217/fon-2023-0858

26.0/30 ESMO-GROW informative Score

87%

Detailed Scoring

°°°°°°°°°°° 23135 6/35 1135 5/35
m zE;EI’RR':s:IfEINE . Yes, fully reported Yes, partially reported . Not reported . Not applicable



DEFINING STANDARDS THROUGH CANCER CARE PATHWAY

ESMO Frameworks and Tools

TAKE HOME

OOOOOOOOOOO MESSAGES
EEEEEEEEEEEEEE
BEST PRACTICE



ESMO FRAMEWORKS AND TOOLS - TAKE HOME MESSAGES

CLINICAL PRACTICE GUIDELINES & RECOMMENDATIONS

v ESMO Clinical Practice Guidelines provide recommendations to help HCPs and patients with the best care options.

v" ESMO-ESTRO statements describe the safety of combining radiotherapy with targeted agents or immunotherapy.

ACTIONABILITY & TUMOUR-AGNOSTIC POTENTIAL

v ESCAT is a systematic framework to rank molecular targets based on evidence available supporting their value as clinical targets.

v ESMO Tumour-Agnostic Classifier and Screener sets minimum requirements for treatments eligible for tumour-agnostic potential.

MAGNITUDE OF CLINICAL BENEFIT & ACCESSIBILITY

v' ESMO-MCBS facilitates improved decision-making regarding the value of anti-cancer therapies, promotes accessibility and
reduces iniquity of access to high value cancer treatments.

SECONDARY USE OF REAL-WORLD DATA

v" ESMO-GROW recommendation checklist can be used by authors and reviewers for the reporting of RWE studies.



THANK YOU
FOR YOUR ATTENTION

Contacts ESMO

European Society for Medical Oncology
Via Ginevra 4, CH-6900 Lugano
T.+41(0)91 97319 00
esmo@esmo.org

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE
esmo.org
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