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RR (95% Cl) %
Author Year  Subgroup per 100g/day increase Weight
Colorectal cancer
Chen 1998 Male —ti— 1.11(0.76, 1.63) 4.18
Pietinen 1999 Male S 1.05 (0.74, 1.49) 4.86
Flood 2003 Female —t 1.14 (0.74, 1.75) 3.41
Lin 2004 Female —— 0.73 (0.55, 0.99) 6.13
Larsson 2005 Female 1.20 (0.99, 1.45) 10.58
Norat 2005 Mixed 1.25(1.10, 1.42) 1468
Berndt 2006 Mixed —_ 1.38 (0.84, 2.28) 264
Cross 2007 Mixed . 1.31(1.20, 1.44) 17.51
Kabat 2007 Female — 1.12(0.60, 2.09) 1.77
Fung 2010 Female 1.10(0.99, 1.22) 16.80
Fung 2010 Male 1.07 (0.97, 1.17) 17.43
Subtotal (I-squared = 56.2%, p = 0.011) 1.14 (1.04, 1.24) 100.00
Colon cancer
Willett 1990 Female —W— 1.57 (1.08, 2.29) 8.10
Bostick 1994 Female 0.97 (0.74, 1.25) 12.41
Giovannucci 1994 Male —F— 1.73 (1.25, 2.39) 9.86
Chao 2005 Mixed 1.12(0.93, 1.35) 16.18
Larsson 2005 Female f- 154(1.22,1.95) 1365 -
Norat 2005 Mixed 1.26 (1.07, 1.48) 17.59 - ]
Kabat 2007 Female —_—l— 0.61(0.29, 1.28) 275
Cross 2010 Mixed 5 120(1.05137)  19.46
Subtotal (I-squared = 59.6%, p = 0.015) 1.25(1.10, 1.43) 100.00 : -
Rectal cancer
Chao 2005 Mixed 1.33 (0.98, 1.80) 20.12 ™
Larsson 2005 Female 1.28 (0.75,2.21) 7.20 5 ~
Norat 2005 Mixed 1.22(0.99, 1.51) 3463 -
Kabat 2007 Female a8 4.27 (1.42,12.77) 1.86 9L
Cross 2010  Mixed ! 1.31(1.07, 1.61) 36.18 O
Subtotal (l-squared = 18.2%, p = 0.299) 1.31(1.13,1.52) 100.00 _.UE_; -
NOTE: Weights are from random effects analysis Ll
T 1 - 4
2 1 5 -

75 iléé & = 0 20 4|0R i 6;(’) 8|0 g 1(IJt0_ . Qé? d 1);10 1E|30 1é0
RV G- g I § > S ed and processed meats intake (g/day
I<J Ny I:\ hEI & I?'I = Ké [i xﬂﬁ ————— Best fitting fractional polynomial
75\ AJ 0) fE_; I.Si 75\ iE Z_ é ————— 95% confidence interval

Chan DS, et al. PLoS One, 2011; 6(6): e20456.
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Pollak M. Nat Rev. Cancer 8, 915-928 (2008)
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The HR of metformin as a
continuous variable for
cancer mortality was 0.58.
The hazard for cancer
mortality decreased by
42% for every 1g increase
in the metformin dose.

Landman GWD, et al. Diabetes Care 33: 322-326, 2010
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B7-2 (CD86) —.. - MYPPF YYYY—CD28 — Activation
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MNAFHR \..— PD-L1 — Inhibition

R ER oy okl
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PD-L1)B7-H1) —..—;- .—w Inhibition

<

PD-L2 (B740C) —.. ..— B7-1—> Inhibition

Keir ME, et al. PD-1 and its ligands in tolerance and immunity.
Annu Rev Immunol 2008;26:677-704.
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Figure 5
Contribution of EMT to cancer progression. Progression from normal epithelium to invasive carcinoma goes through several stages. The invasive

carcinoma stage involves epithelial cells losing their polarity and detaching from the basement membrane. The composition of the basement
membrane also changes, altering cell-ECM interactions and signaling networks. The next step involves EMT and an angiogenic switch, facilitat-
ing the malignant phase of tumor growth. Progression from this stage to metastatic cancer also involves EMTSs, enabling cancer cells to enter
the circulation and exit the blood stream at a remote site, where they may form micro- and macro-metastases, which may invoive METs and

thus a reversion to an epithelial phenotype.
Kalluri R, et al. J Clin Invest 2009 Jun;119(6):1420-8.
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British Journal of Nutrition (2008), 99, 1335-1343 doi: 10.1017/S0007114507862350
© The Authors 2007

Urine pH is an indicator of dietary acid-base load, fruit and vegetables and
meat intakes: results from the European Prospective Investigation into Cancer
and Nutrition (EPIC)-Norfolk population study

630

gsso— = - :

iy [ ol Bx-2wesc
& R B(EE . FRpH
7 AT S
5 130}

5-0 6-0 6-5 7-0 >7-5
pH

Fig. 1. Intake of fruit and vegetables according to pH category in men (CJ)
and women () after adjusting for age, BMI, physical activity and smoking
status, consumption of meats, cereal foods and dairy products (n 22038).
Values are means, with their standard errors represented by vertical bars. P
for trend is significant in both men and women (P<0-001).
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Bicarbonate Increases Tumor pH and Inhibits Spontaneous
Metastases
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= The influence of bio-behavioural
7 0) F*ﬁ 1'% factors on tumour biology: pathways
and mechanisms

Antoni MH, et al. Nat Rev Cancer 2006 Mar;6(3):240-8.
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, Effects of the stress-
/ \ / associated factors on
the tumour
microenvironment
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Fiaure 2 | Effects of stress-associated factors on the tumour microenvironment.
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