Idées regues sur la prévention et la prise en charge des complications des
traitements

“Il faut adapter son alimentation
pendant la chimiothérapie”
mythes et realités

Dr C. Desauw

r

Centre Hospitalier Régional
Universitaire de Lille




Conflits d’intéréts

Invitation a des congres ( EMSO, SFSPM, ABC, GINECO):
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Mme F. 51 ans

Auto-palpation. Péri-ménopause
Tumorectomie + GS puis CA: CCl 32mm, G2, RH + (80/50),
Ki 22%, 2N+/12, HER2-
Consultation pour CT adjuvante: - plan de soins
- précautions / température
- TAE préventif, alopécie
- surveillance neuropathie
- RT puis HT
PAC en place. Date de chimiothérapie prévue le 15/11/2017



A la fin de la CS :

« Docteur, est-ce qu’il y a des
aliments a éviter ou un
réegime a faire? »



Base médicale

- Jeline préalable a certains examens
- Prise de sang
- Horaires variables de prise des cp et alimentation

- Eviction de certains aliments / cp




Base personnelle

- Place de I'alimentation dans notre quotidien
- Relation a la vie, aux autres

- Autorisation de la prise d'alcool

- Domaine accessible au patient

- A priori / perte de poids et chimiothérapie
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Impact des médecines complémentaires et alternatives

Breast cancer quality of care : BQAL

Cohorte prospective 2006-2010
2 groupes / CT adjuvante : Recommandée ou a discuter
Recours aux MCA : (complément alimentaire, approche corps/esprit)

N=685. 20-70 ans (mediane=59)
Recours MCA n=598 (87%)

CT adjuvante recommandée n=306. Initiée dans 89% des cas
CT adjuvante a discuter n=379. Initiée dans 36% des cas

Greenlee H JAMA Oncol 2016



Impact des médecines complémentaires et alternatives

Table 2

Multivariable Logistic Regression Models Examining Associations Between Current CAM Use and
Chemotherapy Initiation in BQUAL. by Chemotherapy Indication or Discretionary

Chemotherapy, Oddx Ratio (8504 CT)

Characterisiic || Indicated (o= 306} FValue Discrefionary (on=23T9} FYValue

Dietary Supplement Usze (Yes vs No)?

Model
Unadjusted | 0.22 {0.06-0.58) . 0.76 (0-47—1.24) 27
Adjusted® B 0.16 (0.03-0.51) . 0.66 (0.36-1.21) 18

Alind-Bodv Practice Use (Yes v3 Na)©

Model
Unadjusted  1.43 {0.656-3.00) 35 0.73 (0.46-1.15) 17
Adjusted 1.45 (0.57-3.50) 43 0.89 (0_50—1.58) 52

CAM Index (Every 1-Tnit ]n-:re:se}'“r

Model
Unadjusted  0.71 {0.55-0.91) 008 0.85 (0.72—0.99) 04
Adjusted®  0.64 (0.46-0.87) 005 0.83 (0.67-1.01) 07

Greenlee H JAMA Oncol 2016



Obésite : facteur pronostic de survie globale
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R,
Prise de poids et CT adjuvante

n=272 de 2004 a 2006 CT adjuvante (41% sans Tx)

Conselils / diététicienne a l'inclusion

N (%) Weight (kg) Weight change (kg)

Baseline (n—272)

Entire cohort 66+ 13

Pre-menopausal pts 119 (44) 64411

Post-menopausal pts 149 (55) 67413
At 9 months (n = 242)

Entire cohort 67 113 0.7136

Pre-menopausal pts 110 (46) 65+12 : -

Post-menopausal pts 129 (54) 68 114 02437
At 15 months (n = 230)

Pre-menopausal pts 125 (54) 66+ 12 . -

Post-menopausal pts 105 (46) 69+ 14 1.0+43

Tredan Clinical Nutrition 2010



Syndrome métabolique et CT (néo)-adjuvante

Svyndrome métabolique : 3/5

 Tour de taille > 80 cm chez les femmes
e TG>1,5g/l
e HDL-C<0,5g/l
« TA >130/85 mmHg
e Glycémieajeln>1g/l
N= 86 femmes (ménopause 46%), K du sein M-

Absence de syndrome métabolique initial

Dieli-Conwright Cancer 2016



Syndrome métabolique et CT (néo)-adjuvante

Screening : 963 patientes sur 36 mois. 16% éligibles

Evaluation :

. 1 semaine avant CT

. Fin de CT

Pas de mesure des apports (échec)

Pas de suivi a distance

Dieli-Conwright Cancer 2016



Syndrome métabolique et CT (néo)-adjuvante
TABLE 2. Changes in MetS After Chemotherapy Among Patients With Early-5tage Breast Cancer

Variable Post-treatment Prelreatment’ Posttroatment® -
Waist circumference, cm g6.7 (12.49) 0.7 {11.2) )
Blood pressure, mm Hg

Systolic 122 25) 128 (21 i

Diastolic 813 a0 (18) ]
Fasting biood glucose, mydL o7.2 (194) 170 37.0) ]
Trighycerides, mg/dL 108.7 (47 8 128.7 (58.9) ]
HOL-C, mgfdl 579 (12.0) 506 (14.9) <0
No. of Mel5 companents 1005 A0(10) ]
TABLE 3. Changes in Anthropometrics After Chemotherapy Among Patients With Early-Stack Breast
Cancer
Variable Post-treatment Prefreatment® Postireatment” 5
Height, cm 1612(74) . .
Waight, kg 89.2(17.1) 747 (179 00
BMI, ki’ 259 (6. 20070 <01

Dieli-Conwright Cancer 2016



WINS
2434 ptes K du sein adj 1094-2001

Intervention : Nutritionniste/4 mois
Obijectif : Lipides <20%

Diet Control HR 95% Cl Pyalue*
SB/9TE 181/1462 0.78 0.60 to 0.98 034
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% With Relapse-Free Survival Events

Years

Diet 975 949 907 807 647 490 342 2 .
Control 1462 1416 1352 1197 965 756 529 396 Chlebowski JNCI 2006



Women's Health Initiative

Régime normal
N=29 294
Suivi médian : 16,1 ans

Femmes ménopausées >

n= 48 835 >
Durée médiane intervention : 8,5 ans
50-79 ans
Pas atcd K sein Intervention diététique
Apports lipides > 32% Kcal N=19 541
Mammographie normale Apports L < 20%
1993-1998 T fruits, céréales, végétaux

18xY1 puis 4x/Y Chlebowski JCO 2017



Women's Health Initiative

Résultats :

Perte pondérale 3% a 1 an
Modifications apports en lipides maintenue dans le temps

3 030 K du sein sur 16,1 ans

- Surveillance : n= 1854 (6,32%)
HR : 0.97 (95% Cl, 0.90 to 1.04)

T RE+RP+ JRE+RP- — RH-
Chlebowski JCO 2017



Women's Health Initiative

Intervention Comparison
No. (%) No. (%) HR (98%ClI) P
Invasive breast cancer
Intervention period 67110.42) 109310460 092 0B4to1.01 .08 —_—
Cumulative: intervention + postintervention periods 1,176 (0.44) 1,854 (0.46) 0.97 09010 1.04 .34 —
Death as a result of breast cancer
Intervention period 27 (0.016) 61(0.024) 0.67 043101.06 .08 - o
Cumulative: intervention + postintervention periods 111 (0.035) 185(0.039) 091 0.72t01.16 M =
Death after breast cancer
Intervention period 40 (0.025) 94 (0.038) 04510094 | - -
Cumulative: intervention + postintervention periods® 174 10.10) 342 1(0.14) 0.67t00.97 . _—
Cumulative: intervention + postintervention periodst 234 (0.085) 443 (0.11) 82 0.70tc 096 . —
I ] ] T
0.50 0.75 1.00 1.33 2.00
Favors intervention Favors comparison

Causes de DC :
K sein : 38%
Autre K: 20%

Cardio vasculaire : 18% Chlebowski JCO 2017



Pré - conclusion

WHI, WINS, WHEL, ...

Chlebowski The Breast 2013



Targeting Cancer Metabolism: Dietary and
Pharmacologic Interventions

Claudio Vernieril-?, Stefano Casola?, Marco Foiani??, Filippo Pietrantonio?!,

Filippo de Braud!2, and Valter Longo®*

- Effet Warburg
- Jelne de courte durée
- Régime cétogene

- Régime imitant le jetine

Vernieri Cancer Discov 2016



I————
Effet Warburg

Unicellular organisms Multicellular organisms
Abundant ’ Scarce Abundant
nutrients nutrients nutrients
Proliferative Starvation Growth signal No growth signal
metabolism metabolism
Quiescent
Aol (differentiated)
metabolism cell metabolism
(‘ Glucose

Biomass
* Biomass
Ethanol/ +
organic acids lactate

Vander Heiden Science 2009



Effet Warburg

Differentiated tissue Proliferative Tumor

,. 2 3 “3 tissqe
._,-*«ﬂ_\_‘) or
+O/ \02 S

Glucose Glucose Glucose
0, Pyruvate ¢ 0 Pyruvate
\ Pyruvate
Lactate l Lactate
Lactate
CO,
Oxidative Anaerobic Aerobic
phosphorylation glycolysis glycolysis
~-36 mol ATP/ 2 mol ATP/ (Warburg effect)
mol glucose mol glucose -4 mol ATP/mol glucose

Vander Heiden Science 2009



Jeune de courte durée

- Cultures cellulaires : Glucose 10%—1%
900000 - SVF 10%—>1%
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500000 - =4=NoSTS
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=tr=S5TS

=== 5TS+DoX0
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Days

Figure 2: Growth curves of MDA-MB-231 cells after 1, 2, 3, 4 and 5 days of STS with and without 1 pM Doxorubicin
treatment for 24 h.

Rizzo Oncotarget 2017



Jeune de courte durée

n=7 Je(ine 24h ‘ TAC ‘ Jelne 24h
Cancer du sein
CT (néo)adjuvante
BMI>19kg/m? R1d
05-2011/12-2012
=6 | TAC |

De Groot BMC Cancer 2015



Jeune de courte durée
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Jeline nocturne

Données de WHEL : 1995-2007

n=2413

Durée jetine nocturne (inclusion, Y1, Y4)
Médiane = 12,5h

Si < 13 h : Récidive HR 1.36 (1.05 — 1.76) p=0.02

Décés : non significatif

Biais (stade, niv éduc., BMI, ???)

Marinac JAMA Oncol 2016



Régime cétogene

Prise en charge épilepsie en 1920

Etude pilote : 16 pts

Tumeurs : ovaires, thyroide, sein, sarcome,
cesophage, colon, pancréas, estomac, endometre,
poumon

En échec thérapeutique

Intervention : 3 mois (Hydrates de carbone <70g/j)

Schmidt Nutrition & Metabolism 2011



Régime cétogene

Ttt complet : 5 pts

- SD a 3 mois (ovaire, thyroide)

- Causes arret :
- DC(n=2)
- arrét / patient (n=3)

- progression (n=6)

Schmidt Nutrition & Metabolism 2011



Régime cétogene : Glioblastome

ERGO : 2007-2010

Population : Récidive Glioblastome.
Echec Temozolomide

Exclusion : Diabéete

OIr : Faisabilité
OIIr : QoL, Cétonurie, TTP, OS

Rieger Int J Oncol 2014



Régime cétogene : Glioblastome

Régime < 60g HAC + compléments lipidiques
Evaluation IRM / 6-8 sem

20 pavents were Included

N the stugy
Urine ketosis
> J patents disconbmued the diet
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Rieger Int J Oncol 2014



I——
Régime cétogene : Glioblastome

- - - - A 100 'I 1 .~ No stable ketosis
S.F. Winler el al / Critical Keviews in Oncology/Hematology 112 (2017) 41-58

Conclusions: While clinical evidence is still limited in this evolving field, increasing numbers of ongoing
clinical trials suggest that KMT is emerging as a potential therapeutic option and might be combinable
with existing anti-neoplastic treatments for malignant glioma. Emerging clinical data will help answer
questions concerning safety and efficacy of KMT, and are aiming to identify the most promising KMT
regimen, compatibility with other anti-cancer treatments, ethical aspects, and impact on quality of life of
cancer patients.

© 2017 Elsevier B.V. All rights reserved.
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0 20 40 60 80 100
Week

Rieger Int J Oncol 2014




Enrolled patients (n=80)

Fxcluded {n= 111
= Mol meeting inclosion crileria (n= i)

¥

+ Declined o participate (1=5)

Bandomized (n= 64}

‘

| 1 1
Allocation | -
Allocsled b0 receive omeg-3 ity acils Allocated 0 reeive placeho during
during chemothesspy with paclitieel and one chematherapy with pactitasel and ane monih
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¥ { Follow-Up } I
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¥ Analysis X
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| Figure 1 Flow diagram of the study design.

Yala analysis & inlerprelation (n=2T)

Ghoreishi BMC Cancer 2012




Table 1 Paclitaxel-induced peripheral neuropathy in the study groups

Peripheral neuropathy

Normal Mild Moderate Severe Total
Omega- 3 supplemented group 21(70%) 4(13.3%) 516.7%) 0% 30(100%)
Placebo received group 11(40./%) 10(3./%) 5(18.5%) 1(3./%) 27(100%)

A significant difference in PN incidence (OR = 03, 95% CI = (0,10 - 0.8}, p = 0.029),
No significant difference in severity of PN (B = ~1.02, 95% Cl = {~2.06 - 0.02), p = 0.054),

Ghoreishi BMC Cancer 2012



Essais en cours

Table 1 List of ongoing or complefed clinical trials including calorie restriction (CR) or CR mimetic diets or drugs in combination
with chemotherapy or radiotherapy

Intervention Dirug treatments) Disease(s) Reference Outcome/Anticipated
campletion date
Fasting-rmirnicking diet  Standard chematherapy Breast NCT02126449 Decernber 2018
de Groat el al. 2005 |79
Fasting: up o 60 h Taxanes Prostate NCTOZA0/2 Decermnber X017
Fasting: up 1o 48 h Standard chematherapy Charian, breast MNCTO1954838 Completed, no repored
resulls
Fasting: 20-140 h Docetie, paditaes], Breast, esophagus, prostate, Saldie et al. 2009 Heduced self-reported
cyclophospharmide, lung, uterine, ovarian NETO1304251 [52) sice effects 10 cases report
carboplatin, gemeitabine,
loarubicin
Fasting: up 10 48 h Gemcitabne, cisplatin Prirnary and melastatic NCTO0936364 Seplembes 2017
lesions
Kelogenic diet Radiotherapy Caoborectal, breasl MNCTO2S516501 June 2018
Kelogenic diet Falliative chermotherapy Gilioblastoma NCT02939378 Decernber 2017
Ketogenic diet Temoeclomide Glicblastoma NCTO261 87 Completed, no repored
resudls
Kelogenic diet Temozolomide, radictherapy Globlastoma NCTO2302235 August 2016, recruiting
Kelogenic diet Standard chematherapy, Glinblastarma MCT03075514 March 2018
radiothverapy
Interritient enengy Docetaxed, paditmee] Breast B-AHEAD-2 Completed, no repoed
restriction resulis
Fveralimus Docetaxe, dsplatin Head and neck MCTO935961 Completed, no reported
residls
Everalimus Hitusimaty Bcell lympharma NCTO0790036 Completed, no reponed
resulls
Everalimus Pemetreoed Lung MNCTO341 /4 Completed, no repoed
resulis

- . - *
Everalimus Dexeorubicin, bevacizumah Breasl MCTO2456857 rf;:l':lr:IFlPd. no repored ‘ : eparQulntO
ali i , lapitini . 5 ; , :I
Everalimus Bevaciaurmaky, lapatinats Bresast MNCTDOSG75 54 : Lm'l::leted no reponed AIln OnCOl 1 2 - 2 O 1

Everalimus Cisplatin, navelbine, Lung NCTOT167530 Completed, no repoed
rachotherapy resulls

Everolimus Lenvatinitz Remnal NCTO2915783 December 018

Sirolirmus Eloposide, cydophasphamide Sofid and central nervous NCT02574728 June 2020

sysLem
Temsiralimus Bevaciaumaby Prosiate NCTOT083368 Completed, no repoed
resulis

Temsiralimus Standard AMI chemotherapy AML MCTOIRTT11E Juby 2007

Termsiralimus Dexamethasone, mitoeantrone, AML, KHL NCT01403415 Completed, no repoded
wincristine, PEG-aspargase resulls

Metformin Cisplatin, rachiothedagy Lung NCTO2115464 Decermnber X017

Melformin ?:;::ﬁs.;:z:&rnnum. Metastatic breast NCTO1310231 March 2016, recruiting O’ F I an aga n B M C M ed |C| ne 20 1 7

st frrrmin Radition cathondatin: raclitesl  Louna NETNI1ARRAT March 2018



DIRECT Study (NcT02126449)

Régime hypocalorique 3 jours
CT néo-adjuvante : TAC

Pas de corticothérapie dans bras expérimental
Criteres : Toxicité grade III-IV et pCR

128 ptes pour ¥ 50% Tx GIII-IV

De Groot BMC Cancer 2015



Essails en cours

Régime cétogene :

26 études enregistrées sur Clinical Trials
- KOLIBRI
- KETOLUNG

Omega — 3 et Cancer du sein :

6 études enregistrées



Recommandations
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Sensibiliser sans culpabiliser
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Conclusions

- Continuer de s'enquérir du poids de nos patientes
Sensibiliser sans culpabiliser

- Anticiper la question du régime alimentaire

- Inciter a pratiquer une activité physique

- Ne pas participer a 'ere de la post-vérité

—  Neutralité bienveillante ???

—  Recommandations



Merci pour votre attention
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Mots clés

* Short-term Fasting

* Ketogenic diet

* Omega-3 Fatty Acids
* Dietary

* Body Weight change
* Breast cancer

* Chemotherapy



