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[AstracT

effectivencus of 3 diet based on Medaermancan and macrobumotc
traditions (macro-Mediterranean diet) in reducing breast cancer
recurTence.

Patieats and Methods: The DIANA-S study involved 1,542
patients with breast cancer at high risk of recurrence because
of estrogen receptor - negative cancer, or metabolic syndrome, of
high plasma levels of msulin or testosicrone. Women were
randomly aisigned to an active dietary mtervention (1G) or a
contral group (CG). Both groups received the 2007 American
lpstatute [w Cancer Rescarch/World Cancer Rescarch Fund

The

potatoes, sugar and desserts, red and processed meat, dairy
products, and alcobolic drinks. Amwinm Dmn Index m
defined by the diff between d

oods.

Results: Over the § yeurs of fallow.up, 95 patients of the IG and
98 of the CG developed breast cancer recurrence [HR = 0.99. 95%
mnﬂc«r interval (CT): 0.69-1.40]. Thgm.dpn by compliance to

(1G a0d CG together) showed that the
women mllr upper tertile of Dictary Index change had an HR of
recurrence of 0.59 (95% C1:0.36-0.92) compared with women in the
lower tertde.

for cancer g

consisted of meetings with kitchen dasses, meals,

Coad The DIANA-S dietary intervention trial failed to

and dietary recommendations. Recommended foods incduded

whaole grain cereals, kegumes, soy products. vegetables, fruit, nats,
olive oll, and fish Foods to be avolded were refined products,
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show a roch by cancer recurrence. although self reponed
diet at year | in IG and OG combined showed a protective
amsociation with the higher Dictary Index change.

Sev related commentary by McTiernan, p. 931

Introduction

The inadence of breast cancer and the namber of sarvivor
continue to grow, with many countries incloding the United States,
Canada, Australia, Japan, and several European countries reporting
B5%.-90% S.year survival rates for women diagnosed between 2010
and 2014 (1), Despite these large and growing population benefits from
novel aimned st health dunng ad

F i ProF b waomen sull die
from it and ufer fr wbidities that affect not only the
probability of dying from other causes but also of dying from breast
cander.

Prospective epidemiologic studies showed that overweight (2) and
mmdlmhutmmemhuwmmkwhw’ymm
insulin (4), and (5. &) are d with & 5
increased risk of breast cancer recurence, both before and afier

following, abdoeninal obesty, hypertenson,
byperghycemia, hf\ :rﬂ)«fﬂn Mhl lvm-r Iu‘\ denuty hpoprotan

(MDL) chol a ratein

breast camcer women [&J it

There &s g ob I and exp ol evidence that
mproving dict and bfstyle Gvorably modifies these metabolic and
barmanal factors for bee: - The Med i
which is Langely based on unrefined ceneal products (mainly bread and
pasta), pulses, vegetables, olive oil, muts, fruit. moderate wine, occasion.
ally fish and cheese and rarcly other animal products, improves body
composstion, sl sestivity, bipid profile, sad it 5 associated with 2
Tower Lative incidence of metabolic syndrome (7-10).

Mc Aoy kasicinion
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« 1,542 stadie |-l brystkreeftpatienter

« 35-70 ar

* Hgjrisiko for recurrence (ER,
metabolisk syndrom)

 Intervention: Vejledning om kost og
fysisk aktivitet

« 5 ars opfalgning
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Systematic Review

Post-Diagnosis Dietary Patterns among Cancer Survivors in

Relation to All-Cause Mortality

and Cancer-Specific Mortality:

A Systematic Review and Meta-Analysis of Cohort Studies
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Abstract: The role of overall diet on longevity among cancer survivors (05} needs further elua-
datiom. Mp-r!ﬁm & systernatic peview o the Mtersture and a m:uuuulg.mnl related cobisn
studses published up to Ocbober 2022 mvestigating post-diagnosds a prioet (dact qualsty indice) and &
posterion (data-driven) dictary patterns (%) in selation o all-cause and cancer-specific mortality.
FPooled hazard ratios (HRs) and %% confidence mtervals {Cls ) were estimated using random-effects
meeta-analyses comparing highest versus lowest categories of e bo D', We het-
erogeneity and risk of biss in the selected studies. A total of 19 cohort studies with 38 8486 sdult
5, some assessing, various DI's, were included in the mets-analyses. Higher adherence io a prior
3% weas assexciated with I-m-rr.pllng_-nruumin_vh 37% (HE = 075, 98% C1 073=083, ¥ = 228%)
amang all O5, by 2% (HE = 0.78, 95% Cl: 0.73-084, FF = (M) among breast C5 and by 27% (HR = 0.73,
95 C1: 062-0.86, ! = 41.4%) among colorectal C5. Higher adherenor o a “prdent /healthy™ DP
was associabed with lower all-cause mortality (HE = 079, %5% CL D64-097 B= 9.3%), whereas
higher adherence to a “western f unhealthy™ D was associated with increased all-cause mortality
(HE = 148, 95% C1: 1. 26-1.74, P = (7)) among all C5. Iﬁmulmamm—.lpmﬁ: miortalty wene less
cleaz. In conclusion, higher adhenence to a “healthy™ DI cither a priorl or a posterior, was inverscly
asociated with all-cause mortality among C5 A “Twalthy ™ overall dict after canoer disgnenis could
protect and promote longevity and well-being

Keywords: dietary patterns; cancer survivors: a prioni dietary patterns; a posterion dietary patterns;
owerall diet; all-cause mortality: cancer-specific mortality; survival; metz-analysis

1 Introduction

Cancer survivors form a fast-growing segment of the population worldwide. In 2018,
438 million people were diagnosed with cancer within the previous five years [1]. Although
improvement in cancer survival, observed during the past decades for many cancer sites,
is considered a great achiovement, cancer survivors have important conoermns and face
several challenges, such as the late and long-term effects of cancer and its treatment on
their survival and quality of life | 23]

Lifestyle habits and modifications related 1o a healthy diet and regular phiysical activity
after cancer diagnosis are potentially important behaviors through which cancer survivors
could protect and promaote their well-being and longevity [4,5]

Several studies among cancer survivors have highlighted that their diet is often
characterized by poor dictary habits, unfavorable consumption of specific fond groups or
nutrients, such as low intake of whole grains and healthy fatty acids, unwanted weight gain
and overuse of dietary supplements |5 10]. Furthermaore, cancer survivors have consistently
expressed their need for additional nutrition guidance and focused dietary advice [11].
Due 1o a lack of sufficient evidence and shortage of studics conducted amaong cancer

Msshracts 2000, 15, 3660 hitpac/ / desong HLUXS0, pe 151 7RGS0
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Sundt kostmgnster - dod

Sund kost

Pubication Diatary %
Author Yoar patiam HR(85%CI)  Weight
Broast cancer -
Goorge1 2011 HEI-2005 p 0.40 (0.17, 0.94) 0.51
Kim1 2011 AHEI . 085 (062, 1.16) 3.22
Kim2 2011 DQIR - 0.78 (0.57, 1.06) 3.27
Kim3 2011 RFS Lm 1.03(0.74, 143) 2.96
Kimd 2011 aMED .- 087 (064, 1.18) 3.35
1zano1 2013 DA Ll 072(053,098) 317
lzano2 2013 AHEL2010 . | 057(042,077) 3.33
Georngs 2014 HEI-2005 - 0.74 (0.55,099) 349
McCuliough2 2016 ACS ''m 093(0.73, 1.18) 470
Sun 2018 HE-2010 ] 082 (0.66, 102) 536
Karsvasiogioul 2019 HEI . ' 040 (0.25, 097) 0.80
Karavasiogiou2 2019 MDS . 0.78 (0.47, 1.31) 1.33
Wang1 2020 CHFP-2007 - 0.66 (0.48, 0.90) 3.23
Wang2 2020 CHFP-2016 ‘ 0.75 (0.55, 1.02) 3.31
Wang3 2020 DASH L 0.66 (0.48, 0.90) 3.22
Wangd 2020 ME2015 L3 0.79 (0.57, 1.10) 2.92
Ergas1 2021 ACS , 0.77 (0.58, 1.01) 366
Ergas2 2021 aMED - 0.87 (0.66, 1.14) 3.90
Ergasd 2021 DASH = 0.80 (0.61, 1.05) 3.93
Ergasd 2021 HEI2015 L] 0.81 (0.62, 1.06) 4.01
Subltotal (hsquared = 0.0%, p = 0.563) : 0.78 (0.73, 0.84) 64.02
Colorectal cancer :
Fungt 2014 AMEN2010 -, 0.71(0.52, 097) 3.10
Fung2 2014 aMED . 0.87 (0.63, 1.21) 2.96
Fung? 2014 DASH | 0.98 (0.71, 1.35) 3.03
Ratjen1 2017 MMDS - 3 0.48(0.32,0.73) 1.84
Ratjen2 2017 HNF e 0.63 (0.39, 1.03) 1.46
Guirter1 2018 DASH - 0.79 (0.63, 1.00) 487
Guinter2 2018 ACS-score a— 062 (0.47, 0.82) 167
Subtotal (l-squared = 41.4%, p = 0.115) ¥ 0.73(0.62, 0.88) 21.03
Ovarian canoer .
Sasamolo1 2022 EDIP score - 0.83 (062, 1.10) 1.59
Sasamolo2 2022 AHEI : 1.26 (0.92, 1.73) 307
Subtotal (lsquared = T3.0%. p = 0.054) — 101 (067, 153) 666
. ]
Prostate cancer [
Kanfaid 2014 MDS ! 0.78 (067, 090) 8.29
Sublotal (equared = %, p = ) < 0.78 (067, 090) 8.29
. ]
Overal (l-squared = 22.6%, p = 0.135) ' 0.78 (0.73, 0.83) 100.00
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Kost efter diagnose - dod
"Vestlig kost”

Publcaton  Diatary %
Author Yoar patam HR [@5% CI) Waight
Braast canoe
Kroerke? 2005 Western 1.53(1.03, 2.28) 18.17
Kwan2 2009 Westerm 1.53 (0.83, 253) 1022

Subtotal (1-squared = 0.0%. p = 1.000) 153(1.92.209) 26.39

Colorectal cancer

Meyorhard2 2007 ‘Western - 2.32 (1.36, 1.98) a0d
Fung2 2014 Western . 122(069,1.98) 1635
Guinber2 2018 Western - 123091, 1.66) 2044

Subtolsl (l-squared = 52 9%, p = 0.120) 147 (1,08, 2.05) 5452
Prosiato cancer

Yang 2015 Western . 167196, 241) 1909
Subtotal (I-squared = %, p = ) 167 (1.16,241)  19.09

Oweral (-squansd = 0.0%, p = 0.418) 148 (1.26, 1.74) 100.00

E e e T

Figure 4. Forest plot showing the association between highest versus lowest adherence to “west-
emn/unhealthy” dietary patterns with all-cause mortality by cancer site and overall, among can-
Cer survivors.
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Status for evidens til kra ft

Cancers Associated with Overweight & Obesity

Meningioma
(cancer in the tissue
covering brain &
spinal cord)

Adenocarcinoma
of the esophagus

Multiple myeloma
(cancer of blood cells)

Kidney

Endometrium
(cancer in the tissue
lining the uterus)

Ovary

Thyroid

Breast
(postmenopausal
women)

Liver

Gallbladder

Upper stomach

Pancreas

Colon & rectum

European Obesity Report,2022:

.1t 1s predicted that obesity will
overtake smoking as the main risk
factor for preventable cancerin the
coming decade mm some countries...



BMlog prognose efter brystkra ft
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BMIlog prognose efter brystkra ft
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Bmiefter operation og prognose efter CRC
Endpoint : Dad
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Hazard Rato Hazard Rano
Stodyor Subgroup ____log[HazardRatio] _SE Weight WV, Rasdom, 95% O W, Raadom, $5% C1
106.1.1 Overall survival colorectal cancer BMI 2500 vs. 18.5.25
Algour 2013 011653 0113999 S9% o] RAMBE i
Bard 2019 050085 03O 3% 0550 25,1204
Chin 2012 018252 0032423 56% 08P, 100 =
Crot 2019 0086819 0574344 28% 10903%,3384
Dw Felice 2017 A
wacn 013 Conclusions
Degnam 2008
200 1 1
DRI e 20 | BEING Underweight (BMI < 18.5) or class II/11I obese
2017 1
e (BMI > 35) at the time of colorectal cancer surgery may
Ka 2019 ; ;
oL SO0 result in worse long-term survival outcomes.
Kwak 2018 . 06517 0BT S7% 0Tpsn EN i
L 2020 OB 00158 4TS 041 040,047 -
Marperhardt 2004 Q03046 00M978 595% 097080, 117 ——
Sakin 2020 0079319 0168172 S$2%  108)0.78,151) ——
Swecrope 2013 001005 002579 47% 09 P64 104 9
Sun 2017 0320434 029571 45% 138P17,248
Yemamato 2012 0006680 0357906 40% 099 040,204 —
Znang 2019 Q013903 0196022 S51% 101 069,149 —
Subtotal (¥5% Cn 1000% 08501066, 1.11) e
Heterogenely Tau®= 031, Ch*= 121891, daf= 20 (P « 0 00001), P = 98'%
Testforomeal efoct Z= 1. 21 P= 023
0.2 05 1 2 5

Favours BMI 25-30 Favours BMI 18.5-25



BMIved diagnose og prognose efter lungekra ft

Endpoint : Ded, BMI>25

Overweight/obesity Hazard Ratio [95% ClI]

Asian
Leung,2011 il 0.71[046, 1.12]
Ewropean Jourr Parr,2010 - 0.73[0.60, 0.88)
sttt it i SR Y bl 0.88[0.76, 1.02]
Li,2002 b »  3.74(0.42,33.40)
RE Model for Subgroup <& 0.80[069, 0.94)

REVIEW 1?=27.21%,7°=0.007,P=0.205

Body mass index
a systematic revi,  Westerner

de-Torres, 2016 - 0.70[0.61, 0.81]
127 ALY 4
I Wang ™™, HXu™, S Zhou', O Wan Patel, 2016 [ 0.72[0.63, 0.83]
Meyer,2015 —_— 0.91[0.76, 1.08]
Studies examining the relation of |
and EMBASE were searched to ide Dehal 2011 —a— 0.980[066, 1.24]
(CD using random effects model. T _
articles from 51 studies involving | Leitzmann,2011 ks 093[087, 0.99]
high BMI decreased risk of death | Nonemaker (African), 2009 4| 0.36[0.16, 0.83]

specific mortality (HR = 0.88, 95%

P < 0.01). When stratifying by ethi Nonemaker (European),2009 f———ri 064[0.41, 1.00]
the risk of lung cancer-specific m. :
B Tsai, 2006 —— 0.60[042, 0.85]
those with a lower BML Considerit Henley (Females),2002 0.83[0.78, 0.89]
these findings. Henley (Males),2002 . 0.82[0.78, 0.85]
European Journal of Clinical Nutriti RE Medel for Subgroup & 0.79[0.73, 0.86]
1=76.14%,1°=0.010,P<0.001
Random-effects model ¢ 080[0.74, 085]
1?=67.30%,1°=0.008,P<0.001
T T T 1
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Overva gt/fedme og prognose kra ft

* Brystkraeft — darligere prognose
* Colorectalkreeft — bade og
* Lungekreeft — bedre prognose

* Hvorfor?



En kra ftpatient er ikke en kra ftpatient




5ars overlevelse

Kraeftform 5-arsoverlevelse
Mand Kvinder

Brystkraeft 87%* 82%
Lungekraeft 9% 12%
Prosta

weer REVETSE causation «
Modermaerkekraeft 83% 91%
Blaerekraeft 70% 61%
Livmoderhalskraeft - 64%
Kreeft i bugspytkirtlen 4% 5%

*sjeelden kreeftform hos meend



Metodologiske udfordringer

Prognose

Hvor homogene er patienterne?

5-year Survival Rates in Prostate Cancer

The 5-year survival rate for However, for prostate cancer that
local or regional prostate has spread to other parts of the
cancer is nearly body, the 5-year survival rate is

Reverse causation




Insulinresistens og prognose?
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ONSCINAL ARTICLE B v —
Insulin resistance in patients with cancer: a systematic review and meta-analysis
Joan M. Mirmol®, Michala Carlsson”, Steffen M. Raun”, Mia K. Grand”, Jonas Seversen™ @, Lowise Lang
—awry, et 7) P TR ARGENERY B HONg G T UGS TG ies was nangiminann ety
Interpretation: These findings suggest that patients with a cancer diagnosis are markedly insulin
resistant. As metabolic dysfunction in patients with cancer associates with increased recurrence and
reduced overall survival, future studies should address if ameliorating insulin resistance in this popula-
tion can improve these outcomes thereby improving patient care.

e Metabolic dysfunction increases cancer recurrence rates and reduces survival for patients with
cancer.

e Insulin resistance is a critical cause of metabolic dysfunctions.

e To date, no comprehensive compilation of research investigating insulin resistance in cancer
patients has been produced.

e In this meta-analysis, we found that patients with various cancers were markedly insulin-resistant.
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Kost,overvae gt og prognose hos kra ftpatienter
Opsummering

Stadig fa studier pa kraeftoverlevere/patienter

Generel "sund kost” og "sund veegt” er bedste bud, men hvorfor?

« Bedre fysik til at klare behandling
* Nedsat komorbiditet
« Bedre livskvalitet — bade fysisk og kognitivt

Ingen dokumentation for, at seerlige kure er gavnlige

Patienternes metaboliske tilstand
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