CHRU

Besancon

centre hospiaber régional universtaire

nité de Mémodologe ef de Cualie de \ie en Cancércioge

Statistical Analysis Report

Digestive Oncology

DISSPO Parcours Dig’ study: Prospective evaluation of a program for early
identification of needs and multidisciplinary intervention in supportive care in

Confidential paper: don’t broadcast until the final version

NAME FONCTION DATE
Sophie PAGET-BAILLY Epidemiologist
EDITING 17/10/2025
Cyril BOISSON Statistician /10/
CHECKING & . o
VALIDATION Cyril BOISSON Statistician 17/10/2025

Document history

Version Date Nature of modifications
1 21/11/2023 First draft edition
Updated version (addition of descriptive
2 17/10/2025 parameters related to malnutrition and

sarcopenia in tables 1-3, and tables 5b-5d)

DISSPO - Statistical analysis report V2

1/72




A

LM
[w_z-! Vv J

Table of contents

ProtoCol SUMMAIY ....cccccccemmmimmiiinisissssssssssssnsissssssssssssssssssssssssssssssssssnssssssssssssssssssssnnnnnns 4
Study background and rationale.........cccciiiiiiiinieecemm s ———————————— 4
Epidemiology and management of gastrointestinal cancer (Gl) patients......................... 4
Our consortium and expertise from previous Studies ............ccccoeeiiieeiiiiiee e 5
Hypothesis and StUdY @iMS ... 5
£ (0o |V L= T | N 5
GENEIAl AESIGN ...t e e et e e e et e e e e e e e e et a e e e eaaraeaeaaans 5
StUAY INEEIVENTIONS ... e e e eeaaae e e e aans 6
Sample size CalCUIatioN..............oviiii e 7
Statistical considerations...........coociciiiicc e ————— 8
Ll (03T T o 5 = 1 o 9
Figure 1. Flow-chart of the study ........cccccciccmiiiiscminnsrrr s 10
Description of the population ... ——————— 11
Table 1. Patient characteristics according to the type of cancer in the ITT population
(n=30) 11
Table 2. Patient characteristics according to the availability of HRQoL evaluation at
baseline in the ITT population (N=30) ......cccccmiiirsmmrmmissmnmmmsesrrrss s ————— 24
Table 3. Patient characteristics according to the primary endpoint (definition 1) in
the MITT population (N=27)........ccccccmeenmnnnmnnnnnnnnnnnnsnsnsnsnsnsnsnsssnsmsmsnsmsmsnsmsssnsssssnsssssnsssnsnnnes 35
Primary endpoint ... s ssssss s s sss s ssnnnns 49
Table 4. Primary efficacy endpoint according to the definition (n=27) .........cccccviueeees 49
Table 5.a. Primary efficacy endpoint according to the type of cancer (n=27)............ 50
Table 5.b. Primary efficacy endpoint according to the type of cancer & frailty score
(n=27) 50
Table 6. Primary efficacy endpoint according to the availability of HRQoL evaluation
F= Lo o F= LYY 113 L= (o 51
Secondary endpoints .....cccccceemmmmimiinini s ———————————————————————— 53
Health-related quality Of life........ccceeerieeerc e s 53
Global health status/QOL (QIL) ....oeeiiiiieie it e e eneeeeeeenes 53
Physical functioning (PF) ...t 55
APPELEE 10SS (AP) ettt e e e e e nnae e e enrees 56
= 20T o LV o 0 1 o X0 X= 1 1T o 58
Weight 58
Measure of musculary surface of L3 (CM2/M2) ......cccuveiiiiiiiieieeeee e 58
Muscle Mass INAeX (KG/M2) ....eeiiii e 59
Overall SUrvival (OS)....cccccccmrrerisisscccerrsrrreessssssscmms s s e eessssssmmmssssseessssssssmmmnssseessssssnnmmnnnrnns 60

Figure 2: Kaplan-Meier estimates of overall survival (OS) in the ITT population (n=30) 60
Figure 3: Kaplan-Meier estimates of overall survival (OS) according to the type of cancer

in the ITT population (N=30) .......ciiiiie e e e e e e e eneeeeeeanes 61
Figure 4: Kaplan-Meier estimates of overall survival (OS) according to the primary
endpoint (definition 1) in the mITT population (NZ27)........eeeevieeiiiieeeeeeeee e, 61
Figure 5: Kaplan-Meier estimates of overall survival (OS) according to the primary
endpoint (definition 2) in the mITT population (N=27)......c.ccceeeveeeiiiiiie e, 62

DISSPO - Statistical analysis report V2 2/72

nité de Mémodoioge of de Cualas de Vie en Cancércioge



antre hospéal

CHRU

m&ﬂ

U

Besancon| PO 2 sodcioge e Gt 4 Vi o6 Cancleckoge
or régional universitaire

Figure 6: Kaplan-Meier estimates of overall survival (OS) according to the availability of

HRQoL evaluation at baseline in the ITT population (N=30) ............cceeciiiiiieeieeiiiine, 62
Progression-free survival (PFS) ... cccmrn e s e s e s s e s ee e ssmmmm e s e 63
Figure 7: Kaplan-Meier estimates of progression-free survival (PFS) in the ITT
[oXe] oW1 =1 (o] g I (g EiC 10 PSP UOUTRPN 63
Figure 8: Kaplan-Meier estimates of progression-free survival (PFS) according to the
type of cancer in the ITT population (N=30) .........cccoiiiiiiiiieeee e 64
Figure 9: Kaplan-Meier estimates of progression-free survival (PFS) according to the
primary endpoint (definition 1) in the mITT population (N=30) ...........ccccoirreeieriiiiiiineen. 64
Figure 10: Kaplan-Meier estimates of progression-free survival (PFS) according to the
primary endpoint (definition 2) in the mITT population (N=30) ...........ccccovieiiiiiiiiinneen. 65
Figure 11: Kaplan-Meier estimates of progression-free survival (PFS) according to the
availability of HRQoL evaluation at baseline in the ITT population (n=30) ..................... 65
LI (=1 - 1 L 66
Table 7. Tolerance according to the type of cancer in the ITT population (n=30) .......... 66
Table 8. Tolerance according to the primary endpoint (definition 1) in the mITT
[oZo] o101 E=Y L] o T (42 66
Table 9. Tolerance according to the availability of HRQoL evaluation at baseline in the
ITT population (N=30) ... .. e e e e e e e e e e e e s e e nrrraees 67
Individual patient trajectories over time representation ........ccccccccmrririiiiiiiicnnncens 68
Figure 12. Swimmer plot for individual profile with the principal characteristics and
outcomes in the ITT population (N=30)........eeeeeeeeeeeeeeemeeerernrereresesssssssssssssssssssssssssssssssssnnn 68

Figure 13. Swimmer plot for individual profile with the principal characteristics and
outcomes according to the type of cancer (localized, metastatic) in the ITT

[0 ToT o1 U] F= T o N [ o ) 69
Figure 14. Swimmer plot for individual profile with the principal characteristics and
outcomes according to the primary endpoint (definition 1) in the mITT population
(n=27) 70

DISSPO - Statistical analysis report V2 3/72



UM

Protocol summary

Promoteur : Institut Curie
26, rue d’Ulm
75005 Paris

Responsable administratif : Mme Véronique Gillon
veronique.gillon@curie.fr
015624 56 44

Investigateur coordonnateur : Dr Cindy NEUZILLET
Département d’Oncologie Médicale,
Parcours Digestif, Institut Curie, Site Saint-Cloud,
35 Rue Dailly, 92210 Saint-Cloud, France
Tél :
Email : cindy.neuzillet@curie.fr

Responsable méthodologique : Amélie ANOTA, PhD
Unité de Méthodologie et de Qualité de
Vie en Cancérologie (INSERM UMR 1098), CHU
Besancon, 3 boulevard Fleming,
25030 Besangon, France
Email : aanota@chu-besancon.fr

Equipes impliquées : Médecins DISSPO (E. Angellier, A. Fleury), Diététiciennes (C.
Occhipinti), MKR (V. Garnier, Y. Benkirane), IDE DISSPO (E. Ruff, S. Bourez), M2 STAPS (M.
Augeraud), Onco-gériatres (M. Bringuier, G. De Lempdes)

Study background and rationale

Epidemiology and management of gastrointestinal cancer (Gl) patients
Colorectal cancer (CRC), pancreatic cancer, and esogastric cancer are the most common Gl

cancers '. In France, CRC is the second leading cause of cancer deaths after lung cancer .
Pancreatic ductal adenocarcinoma (PDAC) incidence is dramatically increasing worldwide; it
is expected to become the second cause of cancer deaths in 2030 23,

Metastases (at diagnosis or during disease evolution) occur in more than 50% of patients with
Gl cancer, the liver being the most frequent metastatic site. Despite significant therapeutic
progress over the two last decades, overall survival (OS) of patients with Gl cancer at the
metastatic stage remains poor, with the 5-year OS rate ranging from less than 5% (PDAC) to
10%-15% (CRC) #. The Eastern Cooperative Oncology Group performance status (ECOG PS)
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is a strong prognostic factor associated with significantly shorter OS when ECOG PS is = 2,
consistently across Gl cancer types (http://ecog-acrin.org/resources/ecog-performance-
status).

The therapeutic management of patients with advanced/metastatic Gl cancer (CRC, PDAC,
and esogastric cancer) relies on supportive care and systemic anticancer therapy (mainly,
chemotherapy and targeted therapy; www.tncd.org). Supportive care aims to prevent and
ameliorate suffering while ensuring optimal health-related quality of life (HRQoL). It includes
the treatment of biliary and digestive tract obstructions, tumor-associated pain, anxiety and
depression, fatigue, cancer cachexia and denutrition, as well as thromboembolic disease
treatment and prevention in high-risk patients. HRQoL has been reported to be a prognostic
indicator of survival in various cancers °f. Interventions aiming to improve HRQoL and,
ultimately, survival in Gl cancer patients are an innovative complementary approach that is

receiving growing interest.

Qur consortium and expertise from previous studies
Our consortium (C. Neuzillet, clinician/A. Anota, methodologist) is pioneer and leader in France

in the field of clinical trials evaluating APA in Gl cancer patients, with the APACaP
(NCT02184663) and APACaPOp-PRODIGE 56 (NCT03400072) national multicenter trials,
which evaluate the effects of APA programs on HRQoL in patients with advanced and resected
pancreatic cancers, respectively 8. More than 280 patients have been included in the APACaP
trial to date, showing the feasibility of such studies even in a palliative setting.

Curie Institute also has an extensive expertise in this field, notably through the Activ program,
consisting in a combined nutrition and APA behavioral intervention for breast cancer patients

in the adjuvant setting.

Hypothesis and study aims
The Parcours Dig’ study aims to assess the feasibility of a program for early identification of

needs and multidisciplinary intervention in supportive care in Digestive Oncology in patients
with advanced GI cancer (non-colorectal cancer, or colorectal cancer with nutritional risk

factors) receiving first-line palliative chemotherapy.

Study design

General design
Monocentric, single-arm, study to evaluate the feasibility and effects of an early

multidisciplinary assessment and intervention in addition to usual patient care.
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This type of intervention complies with the standards recommended by the National
Cancer Institute (INCa) to promote the practice of physical activity during and after
treatment in oncology (RIPH 2).

Study interventions
Patients will receive usual care, including:

- Chemotherapy at the investigator’s choice,

- Outpatient clinical visits according to the regular schedule,

- Tumor evaluation based on tumor marker serum levels (e.g. carbohydrate antigen 19-
9 [CA19-9] and/or carcinoembryonic antigen [CEA] and/or others), as appropriate, and

TAP-CT with intravenous contrast injection every 8 weeks.

In addition, all patients will be assessed for their needs in supportive care and receive
multidisciplinary intervention including nutritional support and APA.

Nutritional support will consist of:
- A nutrition assessment by a dietician including a VAS of food intakes at baseline, at
W4 and W8 (plus additional visits if required),
- Nutritional intervention according to the Société Francophone de Nutrition Clinique et
Métabolisme (SFNEP) guidelines, including dietetic counseling for all patients, and
oral supplementation, enteral tube feeding and/or parenteral nutrition to provide 30-35
kcal/kg/day with 1,2-1,5 g/kg/day of proteins.

APA support will consist of:
- A physical condition assessment by an APA professional including physical tests (6-
minute walking test, handgrip test, chair stand fitness test, get-up and go test, balance
in single-leg and bipodal stance) at baseline and W8,

- Personalized unsupervised program combining aerobic (e.g. walking, nordic walking)
and resistance exercises.

A physical condition assessment by a APA professional including physical tests to evaluate:
cardiorespiratory endurance (6-minute walking test), gripping strength (handgrip test),

endurance of the lower limbs (chair stand fitness test & get-up and go test) and static
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balance (balance in single-leg and bipodal stance) at baseline and W8. The aim of the fitness

tests is to mesurate the efficiency of the physical activity unsupervised program.

The personalized unsupervised physical activity program will be home-based and consist of
the combination of aerobic exercises using large muscle groups (e.g. walking, nordic walking,
swimming, cycling) to improve aerobic capacity and resistance exercises targeting all major
muscle groups (e.g. free weights, elastics, weight-bearing functionnal tasks) to maintain or
gain muscle mass and strength. The goal of this program is to decrease sedentary times and
increase the exercise tolerance. Physical activity sessions comprise exercises for warming-up
followed by aerobic or resistance exercises and a recuperation period. The warming-up and
recuperation periods account for at least 30% of the session duration. The aim of the APA
program is to gradually reach a total of 30 minutes of aerobic training, three to five times per
week (according to physical condition), and to perform strengthening activities at least twice a

week for all the major muscle groups, excluding the warming-up and recuperation periods.

Sample size calculation
Feasibility study will be performed on patients recruited over a 2-month time period, with a one-

month follow-up.

If = 80% of patients with advanced Gl cancers included in the program complete the baseline,

W4 and W8 assessments.

With an expected number of 3-4 new patients/week -> about 30 screened patients -> objective
to reach 24 patients with baseline, W4 and W8 assessments.
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Statistical considerations

Continuous variables will be summarized using descriptive statistics, i.e. number of patients
with available data, median and 25%-75% quartile (Q1-Q3). Continuous variables could be
transformed to categorical variables using the median or using conventional cut-offs from
bibliography or clinical practice.

Medians between two subgroups will be compared using Wilcoxon’s-test.

Categorical variables will be presented by absolute and relative frequencies and missing
modality. Frequencies between subgroups will be compared using chi-square test (or Fisher

exact test, if appropriate).

Primary endpoint will be estimated with a binomial proportion with its 95% confidence interval
(CI) by Wilson score method.

For the secondary endpoints, absolute and relative changes from baseline will be calculated

between inclusion and end of intervention (\W8).

The Kaplan-Meier method will be used to estimate time to event endpoints (OS, PFS). Median
event-free times will be reported with 95% CI. The standard error will be estimated by the
Greenwood formula and the log-log transformation will be used to compute confidence
intervals. Median follow-up with its 95% CI will be estimated using the reverse Kaplan-Meier

method for OS. Log rank test will be used to compare survival between subgroups.

All statistical tests will be two-sided and p-value < 0.05 to be considered statistical significant.

All analyses will be performed using SAS version 9.4 (SAS Institute, Cary NC).
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Flowchart

Evaluability for the primary objective:

In order to be evaluable for the primary endpoint, a patient must be in success or failure for

this criterion. As defined in the protocol (definition 1):

A success will be defined as patients having a complete multidisciplinary intervention i.e.
receiving a nutritional support at inclusion, week 4 (£7 days) and week 8(x7 days), and an
APA support at inclusion and week 8(x£7 days)

A failure will be defined as patients having an incomplete multidisciplinary intervention, i.e.
at least one missing (nutritional or APA) support at the concerned visits or at least one visit
delay > 7 days.

Another definition (definition 2) will be considered for the sensitivity analysis:

A success will be defined as patients having a complete multidisciplinary intervention i.e.
receiving a nutritional support at the 3 visits (inclusion, intervention, end of intervention),
and an APA support at the 2 visits (inclusion, end of intervention)

A failure will be defined as patients having an incomplete multidisciplinary intervention, i.e.

at least one missing (nutritional or APA) support at the concerned visits.

A patient will be considered as non-evaluable for the primary endpoint in case of premature

end of the study due to death or lost to follow-up or withdrawal of consent before the end of

intervention visit (W8).

Analysis populations:

Intention-to-treat (ITT) population: including all patients regardless of their eligibility, i.e.
patients with advanced Gl cancer (non-colorectal cancer, or colorectal cancer with
nutritional risk factors) receiving first-line palliative chemotherapy

Modified intention-to-treat (mITT) population for primary endpoint analysis: including ITT

population evaluable for the primary endpoint

Modified intention-to-treat (mITT2) population for HRQoL analysis: including mITT
population with an evaluation of health-related quality of life (HRQoL) at baseline.
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Primary analysis will be performed on the mITT population considering evaluability for the
primary endpoint with definition 1. A sensitivity analysis will be performed considering

evaluability for the primary endpoint with definition 2.

Secondary analyses will be performed on the ITT, mITT and miTT2 populations for all

secondary objectives

Figure 1. Flow-chart of the study

Screened population

n=31
Non inclusion in the population:
- Protected aduit {n=1)
. i
ITT population®
n=30

.| End of study before WE:
- End of study for death [n=3}

miTT population?
n=27

No evaiuation of health-related
quality of life at baseline [n=6}

v

mITT2 population®
n=21
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Secondary endpoints

Health-related quality of life

Analysis on the mITT2 population (21 patients with an evaluation of health-related quality of
life (HRQoL) at baseline).

Absolute and relative changes from baseline are presented for HRQoL PF functional scale,
AP symptom scale and global health status (QoL).

Global health status/QolL (QL)
QL at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 9 9 528 17.2 50.0 41.7 50.0
Echec 6 6 66.7 17.5 62.5 50.0 83.3
QL at W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

©

63.9 21.2 58.3 50.0 83.3
69.4 8.6 66.7 66.7 75.0

Succés 9

Echec 6

(]
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100 -

Etat de santé global / QY
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Inclusion 58
visite

Clitp  ==eemeemn SUCCES ----mm-me | meemeee- Echec

Absolute change for QL from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succes 12 9 111 22.8 0.0 -8.3 25.0
Echec 9 6 2.8 24.0 8.3 -16.7 25.0
Global Primary efficacy Primary efficacy
(n=21) endpoint: success endpoint: failure
(n=12) (n=9)
N(%) N(%) N(%) p

Absolute change from
baseline to W8

QL 6 () 3() 3() 1.000
Deterioration 5(33.3) 3(33.3) 2 (33.3)
No difference* 3 (20) 2(22.2) 1(16.7)
Improvement 7(46.7) 4 (44.4) 3 (50)
*if -5=QL<5

Relative change (%) for QL from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 12 9 275 47.4 0.0 -9.1 66.7
Echec 9 6 116 356.7 16.7 -20.0 42.9
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Physical functioning (PF)

PF at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 9 9 696 31.5 73.3 53.3 100.0
Echec 6 6 956 8.1 100.0 93.3 100.0
PF at W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

©

78.5 15.2 86.7 80.0 86.7
76.7 21.8 80.0 66.7 93.3

Succés 9

Echec 6

]
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Absolute change for PF from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 12 9 8.9 33.7 0.0 -13.3 33.3
Echec 9 6 -18.9 23.6 -10.0 -33.3 0.0
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Global Primary efficacy Primary efficacy

(n=21) endpoint: success endpoint: failure
(n=12) (n=9)
N(%) N(%) N(%) p
Absolute change from
baseline to W8
PF 6 (.) 3() 3() 0.155
Deterioration 8 (53.3) 4 (44.4) 4 (66.7)
No difference* 3 (20) 1(11.1) 2 (33.3)
Improvement 4 (26.7) 4 (44.4) 0(0)

*if -5<PF<2

Relative change (%) for PF from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 12 9 677 169.0 0.0 -13.3 62.5
Echec 9 6 -19.2 23.5 -10.8 -33.3 0.0

Appetite loss (AP)

AP at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 9 9 519 37.7 66.7 33.3 66.7
Echec 6 6 5.6 13.6 0.0 0.0 0.0
AP at W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

©

Succés 9 22.2 28.9 0.0 0.0 33.3

[¢]

Echec 6 27.8 32.8 16.7 0.0 66.7
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Perte d'appétit

40

Inclusion

visite

Succes

Absolute change for AP from baseline to W8

Critére principal
(définition 1)

NObs N Mean Std Dev Median Lower Quartile

fte do Nemodvioge of de

Upper Quartile

waled de Vie en Cancércloge

Succes 12 9 -296 42.3 -33.3 -66.7 0.0
Echec 9 6 222 27.2 16.7 0.0 33.3
Global Primary efficacy Primary efficacy
(n=21) endpoint: success endpoint: failure
(n=12) (n=9)
N(%) N(%) N(%) p
Absolute change from
baseline to W8
AP 6 (.) 3() 3() 0.069
Deterioration 5(33.3) 5 (55.6) 0 (0)
No difference* 6 (40) 3(33.3) 3 (50)
Improvement 4 (26.7) 1(11.1) 3 (50)
*if -2<sPF<7

Relative change (%) for AP from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile

(définition 1)

Succés 12 7 619 48.8 -100.0 -100.0

Echec 9 1 100.0 100.0 100.0

Upper Quartile

0.0
100.0

DISSPO - Statistical analysis report V2

59/72



CHRU

Besancon|

centre hospitalier régional universitaire

Body composition
Relative changes from baseline are presented for body composition (weight, MMS, MMI).
Weight

weight at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succes 12 12 703 14.0 69.5 62.0 79.0
Echec 10 10 657 15.4 65.0 53.0 71.0
weight at W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succeés 12 12 68.3 13.5 69.0 60.0 78.0
Echec 10 10 ©64.1 15.3 63.0 50.0 72.0

Relative change (%) for weight from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succeés 12 12 -2.38 51 -2.8 -7.3 0.2
Echec 15 10 -25 3.4 -2.5 -3.8 -1.6

Measure of musculary surface of L3 (cm2/m2)

Measure of musculary surface of L3 (cm2/m2) at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 9 9 443 10.4 38.5 36.8 50.7
Echec 8 8 428 12.1 40.8 33.5 48.4

Measure of musculary surface of L3 (cm2/m2) at W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succes 9 9 424 12.5 37.5 32.5 53.0
Echec 8 8 407 14.2 41.0 29.8 45.5
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Relative change (%) for measure of musculary surface of L3 from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 12 9 53 6.9 -6.7 -10.7 -2.4
Echec 156 8 -6.2 9.9 -4.6 -10.0 -0.6

Muscle Mass Index (kg/m?2)

Muscle Mass Index (kg/m2) at baseline

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 9 9 166 2.0 16.4 15.4 17.7
Echec 7 7 1641 3.6 16.1 12.5 19.5

Muscle Mass Index (kg/m2) at W8
critp NObs N Mean Std Dev Median Lower Quartile Upper Quartile
Succeés 9 9 194 3.9 18.0 17.0 22.3
Echec 7 7 277 16.0 19.7 15.4 43.5

Relative change (%) for Muscle Mass Index from baseline to W8

Critére principal NObs N Mean Std Dev Median Lower Quartile Upper Quartile
(définition 1)

Succés 12 9 184 28.3 5.0 0.0 39.4
Echec 16 7 751 91.4 57.6 -4.7 170.2
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Overall survival (OS)
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OS is defined as the time between chemotherapy initiation and death (from any cause) or the
last date the patients was known to be alive. Patients alive at last report will be censored at

the endpoint.

Figure 2: Kaplan-Meier estimates of overall survival (OS) in the ITT population (n=30)
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Median follow-up (95% CI): 11.9(11.5-12.8) months.
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Figure 3: Kaplan-Meier estimates of overall survival (OS) according to the type of cancer in the
ITT population (n=30)
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Time since inclusion (months)
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Localised di 012 NE (NE-ME)
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Logrank F-value: 0.0130 + Censor
Fatients-at-Risk
Localised disease 12 12 12 12 12 12 12 12 12 12 12 N 5 3 3 1
Metastatic cancer %2 15 14 13 12 12 10 10 10 10 10 9 3 3 0

Figure 4: Kaplan-Meier estimates of overall survival (OS) according to the primary endpoint
(definition 1) in the mITT population (n=27)
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Figure 5: Kaplan-Meier estimates of overall survival (OS) according to the primary endpoint
(definition 2) in the mITT population (n=27)
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Figure 6: Kaplan-Meier estimates of overall survival (OS) according to the availability of HRQoL
evaluation at baseline in the ITT population (n=30)
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Progression-free survival (PFS)

PFS is defined as the time between chemotherapy initiation and disease progression or death
from any cause whichever occurs first. Patients alive and without progression at last tumor

assessment will be censored at the endpoint.

it de Memodoioge of de Cuakts de \ie en Cancére

Figure 7: Kaplan-Meier estimates of progression-free survival (PFS) in the ITT population

(n=30)
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NB: 1 patient with a missing date of progression will be not considered in survival analysis.
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Figure 8: Kaplan-Meier estimates of progression-free survival (PFS) according to the type of
cancer in the ITT population (n=30)
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Figure 9: Kaplan-Meier estimates of progression-free survival (PFS) according to the primary
endpoint (deflnltlon 1) in the mITT population (n=30)
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Figure 10: Kaplan-Meier estimates of progression-free survival (PFS) according to the primary
endpoint (definition 2) in the mITT population (n=30)
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Figure 11: Kaplan-Meier estimates of progression-free survival (PFS) according to the
availability of HRQoL evaluation at baseline in the ITT population (n=30)
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Table 7. Tolerance according to the type of cancer in the ITT population (n=30)

Global Localized Metastatic
(n=30) cancer cancer
(n=12) (n=18)
N(%) N(%) N(%) p
Treatment exposure
At least one dose delay or deleted dose  No 19 (63.3) 6 (50) 13 (72.2) 0.216
Yes 11 (36.7) 6 (50) 5(27.8)
At least one dose delay No 23 (76.7) 8 (66.7) 15 (83.3) 0.290
Yes 7 (23.3) 4 (33.3) 3(16.7)
At least one deleted dose No 25 (83.3) 10 (83.3) 15 (83.3) 1.000
Yes 5(16.7) 2 (16.7) 3(16.7)
At least one dose reduction No 16 (53.3) 7 (58.3) 9 (50) 0.654
Yes 14 (46.7) 5(41.7) 9 (50)
Adverse events
At least one AE No 23 (76.7) 10 (83.3) 13 (72.2) 0.481
Yes 7 (23.3) 2 (16.7) 5(27.8)
Number of AE by patient 0 23 (76.7) 10 (83.3) 13 (72.2) 0.640
1 6 (20) 2 (16.7) 4 (22.2)
2 1(3.3) 0(0) 1(5.6)
Table 8. Tolerance according to the primary endpoint (definition 1) in the mITT population
(n=27)
Global Primary endpoint:  Primary endpoint:
(n=27) success failure
(n=12) (n=15)
N(%) N(%) N(%) p
Treatment exposure
At least one dose delay or deleted dose No 16 (69.3) 6 (50) 10 (66.7) 0.381
Yes 11 (40.7) 6 (50) 5(33.3)
At least one dose delay No 20 (74.1) 8 (66.7) 12 (80) 0.432
Yes 7 (25.9) 4 (33.3) 3 (20)
At least one deleted dose No 22 (81.5) 9 (75) 13 (86.7) 0.438
Yes 5(18.5) 3 (25) 2 (13.3)
At least one dose reduction No 13 (48.1) 4 (33.3) 9 (60) 0.168
Yes 14 (51.9) 8 (66.7) 6 (40)
Adverse events
At least one AE No 20 (74.1) 10 (83.3) 10 (66.7) 0.326
Yes 7 (25.9) 2 (16.7) 5(33.3)
Number of AE by patient 0 20 (74.1) 10 (83.3) 10 (66.7) 0.509
1 6 (22.2) 2 (16.7) 4 (26.7)
2 13.7) 0(0) 1(6.7)
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Table 9. Tolerance according to the availability of HRQoL evaluation at baseline in the ITT

population (n=30)

e 0 Cancércloge

Global No HRQoL
(n=30) evaluation at HRQoL evaluation
baseline at baseline
(n=9) (n=21)
N(%) N(%) N(%) p
Treatment exposure
At least one dose delay or deleted dose No 19 (63.3) 6 (66.7) 13 (61.9) 0.804
Yes 11 (36.7) 3(33.3) 8 (38.1)
At least one dose delay No 23 (76.7) 7(77.8) 16 (76.2) 0.925
Yes 7 (23.3) 2 (22.2) 5(23.8)
At least one deleted dose No 25 (83.3) 8 (88.9) 17 (81) 0.593
Yes 5(16.7) 1(11.1) 4 (19)
At least one dose reduction No 16 (53.3) 6 (66.7) 10 (47.6) 0.338
Yes 14 (46.7) 3(33.3) 11 (52.4)
Adverse events
At least one AE No 23 (76.7) 5 (55.6) 18 (85.7) 0.073
Yes 7 (23.3) 4 (44.4) 3(14.3)
Number of AE by patient 0 23 (76.7) 5 (55.6) 18 (85.7) 0.121
1 6 (20) 3(33.3) 3(14.3)
2 1(3.3) 1(11.1) 0(0)
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Individual patient trajectories over time representation

Figure 12. Swimmer plot for individual profile with the principal characteristics and
outcomes in the ITT population (n=30)

Patients with advanced Gl cancer treated with chemotherapy
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Figure 13. Swimmer plot for individual profile with the principal characteristics and
outcomes according to the type of cancer (localized, metastatic) in the ITT population

(n=30)

Patients with advanced Gl cancer treated with chemotherapy according to type of cancer
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Figure 14. Swimmer plot for individual profile with the principal characteristics and
outcomes according to the primary endpoint (definition 1) in the mITT population
(n=27)

Patients with advanced Gl cancer treated with chemotherapy according to the primary endpoint (definition 1)
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Of note, we have no information about the end of chemotherapy and a possible
posterior line of treatment.
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