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Nutritia personalizata

®» (e este?

®» sfatul nutritional individualizat, bazat pe obiceiurile alimentare
prezente ale persoanel, stilul de viata, statusul de sanatate, fenotip (aici
intrand toate caracteristicile observabile ale persoanei), genotip,
microbiom.

® De ce ne intereseaza?
® pentru a creste complianta

® pentru a imbunatati rezultatele clinice

® cx — ameliorarea anumitor efecte secundare, mai putine efecte secundare,
imbunatatirea calitatii vietii, cresterea supravietuirii etc



Nutritia personalizata la pacientul oncologic
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Nutritia personalizata la pacientul oncologic

® personalizarea in functie de preferintele pacientului
® personalizarea in functie de modificarile la nivelului tubului digestiv

® personalizarea in functie de capacitatea pacientuluil de a urma
recomandarile nutritionale

® personalizarea in functie de prezenta efectelor adverse cu impact
nutritional determinate de boala si/sau tratament

® personalizarea in functie de masuratorile antropometrice, analizele
de sange



Personalizarea
alegerii substratului
energetic

* Aportul inadecvat = - <50% din necesarul caloric
Necesar vs aport >1 saptamana sau orice scadere fata de necesar
pe durata >2 saptamani

Modificari ale
metabolismului
proteic si al
necesarului proteic

* Cresterea catabolismului, scaderea
anabolismului. Necesar proteic 1-
1,5gr/kgce/zi

Modificari ale * Cresterea rezistentei la

insulind

metabolismul
carbohidratilor




Nutritia personalizata in functie de tipul de
cancer si de tratament

» (Considerati

® (O dieta — interventie, in mod intrinsec, complexa. Orice modificare la
nivel de dieta presupune, de cele mai multe ori, modificarea a mai mult
decat 1 singur element si rezultatul acestor modificari este pleiotropic

® Celula tumorald acumuleaza modificari metabolice distincte in functie
de tesutul de origine, modificarile genetice prezente, nivelul de
interactiune cu hormonii sau alti metaboliti sistemici

® [nterventiile dietetice presupun restrictii adesea dificil de sustinut de
pacientul oncologic, multe studii au un nivel de drop out mare, per
total, avem un numar mic de studu facute pe oameni care sa
urmareasca interactiunea complexa dintre o interventie nutritionald
anume cuplata cu un anume tratament oncologic
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Fig. 2 | Tissue-specific metabolism. Notable metabolic features of various tissues. Anatomic location of these tissues
as well as metabolic demands of their normal function may impart vulnerabilities that can be targeted with diet and/or
pharmacotherapy. See main text for relevant references. BCAAs, branched-chain amino acids: IGF1, insulin-like
growth factor 1.

Taylor, S.R., Falcone, J.N., Cantley, L.C. et al. Developing dietary interventions as therapy for cancer. Nat Rev
Cancer 22, 452466 (2022)



Nutritia personalizata in functie de tipul de
cancer si de tratament

® Restrictie calorica
» Fasting, FMD

® Diete cu continut foarte redus de carbohidrati (keto diet)

® Diete cu continut foarte redus de grasimi

®» Modificari de amino acizi

® Deprivare de serind
® Deprivare de metionind

®» Suplimentare de histidina

Kanarek, N., Petrova, B. & Sabatini, D.M. Dietary modifications for enhanced
cancer therapy. Nature 579, 507-517 (2020)

Tajan, M., Vousden, K. Dietary Approaches to Cancer Therapy. Cancer Cell.
(2020)



Table 1| Potential dietary and pharmacological pairings for future study

Tissue type

Breast

Endometrial
Prostate
Lung®

Pancreas’

Intestine

Liver

Brain

Tumour or host
biomarkers

PIK3CA mutation
Triple-negative
PHGDH elevation

PI3K-mTOR pathway
activation

MYC pathway activation
KRAS mutation

KRAS mutation

WNT pathway activation

SLC2A5 orKHK
elevation

Microbiome alterations

IDH mutation

Notable growth
substrates

Clucose
Glucose or fatty acids

Serine
Glucose
Fructose or fatty acids

BCAAs, ketones, fructose
or lactate

Fatty acids

Glucose or fatty acids

Glucose or fructose®

Fructose, fatty acids or
short-chain fatty acids

Clutamine, serine or
acetate

Potential dietary
interventions

VLCD or FMD
LFD or FMD

Serine and
glycine-depleted diet

VLCD

LFD, calorie restriction
or FMD

Unknown

Calorie restriction
or VLCD with high
saturated fatty acids

LFD

Low-sugar diet
LFD

VLCD or serine and
glycine-depleted diet

Potential pharmacologic
partners

PI3K-mTOR pathway or ER inhibitor
CDK4/6 or EGFR inhibitor
PHGDH inhibitor

PI3K-mTOR pathway inhibitor
DNL pathway inhibitor
Immunotherapy or chemotherapy
SCDinhibitor or chemotherapy

DNL inhibitors or chemotherapy

KHK inhibitors, DNL inhibitors
orchemotherapy

DNL pathway inhibitor

PI3K-mTOR pathway or PHGDH
inhibitor

Preclinical
evidence

1213569717383
80.173.226

78

61258687

85-92,222

37.102,106,227

108,115

119,123,133

122,123

116126-128.130-132

55.58.59.61,223.228

BCAA, branched-chain amino acid: CDK4/6. cyclin-dependent kinase 4 (CDK4) and CDK6: DNL. de novo lipogenesis: EGFR. epidermal growth factor receptor:
ER, oestrogen receptor; FMD, fasting mimicking diet; IDH, isocitrate dehydrogenase; KHK, ketohexokinase; LFD, low-fat diet; PHCDH, phosphoglycerate

dehydrogenase; SCD, stearoyl-CoAdesaturase; SLC2AS5, solute carrier family 2 member 5; VLCD, very low carbohydrate diet. “High risk for weight loss so diets
imposing a calorie restriction should be used with caution. "Also used as a growth signal.

Taylor, S.R., Falcone, J.N., Cantley, L.C. et al. Developing dietary interventions as therapy for cancer. Nat Rev Cancer 22, 452466

(2022)



Relatia dieta/microbiom/boala/tratament

» (Consideratii
® relatia dintre dietd, malnutritie s1 raspunsul la tratamentul oncologic

® malnutritia influenteaza microbiomul dar s1 microbiomul influenteaza
malnutritia

® mpactul dietei asupra microbiomului in timpul tratamentului
oncologic

®» ;mpactul microbiomului asupra metabolismului medicamentelor si
asupra raspunsului la tratament



Concluzii

®» Recomanddrile nutritionale clasice, la pacientul oncologic, cum sunt
combaterea malnutritiei, pastrarea masei musculare, managementul
efectelor adverse —raman cele pentru care avem cel mai mare nivel de
dovadd, din punct de vedere al impactului clinic

» Noi moduri de personalizarea a dietei (care iau in considerare genotipul,
microbiomul etc) — nu au ajunsinca, in general, la nivel de recomandare
clinicd, dar sunt foarte promitatoare

®» |nterventiile nutritionale cu potential de terapie anti-cancer nu vor putea fi
decdat personalizate, la nivel din ce in ce mai granular
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