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A gydgyszerpiac (USA)

The guideline authors said that the impact of the new guideline will be
greatest among younger people. They said the prevalence of hypertension
in people under the age of 45 would triple among men and double among
women.

The prevalence of hypertension will increase from 31.9% under JNC7 criteria
to 45.6%. This works out to 103.3 million people who will be categorized
as having high blood pressure.

In the new guideline antihypertensive drug therapy is recommended for
36.2% of US adults, or 81.9 million adults, while 21.4 million are
recommended for nonpharmacologic therapy only. The new guideline

increases the number of US adults recommended for drug therapy by 4.2m.
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ALCIM: Mennyire tarthatok oki kezelésnek a legnagyobb népegészségiigyi
jelentéségii (korabban ,,idéskori”) korképek jelenlegi terapiai?

Fert6z6 betegségek 1928-ig (A. Fleming / penicillin)
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.
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Alzheimer’s (deg.)
R.Arthritis (deg.)

Typhoid fever
Pel-Ebstein - cyclical: Hogdkin’s
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lymphoma =>We desperately need the “causative
) . link” to disease pathology just like with
1L Intermittent: abscess / septic antibiotics...
Step ladder rise: typhoid H
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DIAN 2 The gut microbiota manages DIAN

host metabolism

Patrice D. Cani

I ' Il( In 2013, studies in rodents and humans have reaffirmed the essential
I‘la " role of the gut microbiota in host metabolism. More importantly, several

A ,két genomunk”

‘ Nature Reviews in Endocrinology 2013 ‘

converging results have increased our knowledge regarding the taxa and

y functions of the gut iota that contribute to the of
4 [ L\ energy glucose and metabolic i
e Cari, P 0. Mot Aev, Endocrinel 10, 74-76 (2014); published crilne 10 December 2013:

Zhao, L. The gut microbiots and besity: from
Nat. R Merotiol 11,

UR
OTHER 639-847 (2013)
Turrbaugh. P . et al An cbesyassociated gt

enerty

| GENOME

harvest. Nsture 444, 102711031 (2006},
Znang. . et ol Muman gt microbsots in
obesity and after gastric bypass, Proc. Natl
Acs3,504 USA 306, 2365-2370 (2009)
Uou A Fetat e

weight and adiposiy. Sol, ranst Med. 5,
17841 (2013).

N 5. Rideun, VK. et al Gut microbiot from twins.
incondant for cbosity modulate metabolism in
mice. Science 341, 1241214 (2013)

METHOD: 16s rRNA sequencing with NGS DI TAS DIANS TAS
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16s rRNA is a component of the 30S small subunit of prokaryotic
ribosomes. It has highly conserved primer binding sites and contains
hypervariable regions that can provide species-specific signature
sequences useful for identification of bacteria.

microbiology as a rapid and cheap alternative to phenotypic methods of
bacterial identification.

Although it was originally used to identify bacteria, 16S sequencing was
subsequently found to be capable of reclassifying bacteria into completely
new species,[17] or even genera.[18][19] It has also been used to describe

As a result, 16S rRNA gene sequencing has become prevalent in medical 3
new species that have never been successfully cultured 5

pe - . X . s R
A Human Mikrobiom DIAN 5 Klasszikus mikrobiom asszocialt betegség modellek

* A bél ,mikrobiom” (amit korabban bélfléraként ismertiink és mikrobiotaként o )

iy

o 9 : 5 7 Pyl Co

is ismert) tobb ezer millidrd mikroorganizmusbdl all. e - L'.'.":.:_,.. Eyeinflammation
-

* A benne él8 fajok sokasaga (diverzitds) és épsége/funkcidja donté szerepet
jatszik a gazdaszervezet egészséges anyagcseréjének kialakuldsaban.

* A fajok szama természeti népeknél kb 6000 és ezek génallomdnya 3 milliénal
is gazdagabb (kb 150x tébb, mint a human genomot alkotd géneké).

L . . y Sctyshinchs oyicmect
» A mikrobiom &sszesen 2kg tomeget is elérhet. 30%-a nagy hasonlésagot angentaia QN thete symptoms
mutat az emberek/rasszok kozott, 70%-a viszont abszolut egyedi és rank,
sziikebb-tagabb kornyezetiinkre jellemz4. A mikrobiomunk tehat egy
abszolut egyedi azonositénk... Sueling i knee,
heel o ballof foot

H Reumds laz .. Reiter syndroma H
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ion of copri correlates with enhanced susceptibility t

Scher JU', Sezesnak A, Longman RS, Segata N. Ubeda G, Bielski G, Rostron T. Gerundolo V. Pamet EG. Abramson SB, Huttenhower . Littman DR
@ Author information

Abstract

Rheumatoid arthritis (RA) is a prevalent systemic autoimmune disease, caused by a combination of genetic and environmental factors.
Animal models suggest a role for intestinal bacteria in supporting the systemic immune response required for joint inflammation, Here we
performed 16S sequencing on 114 stool samples from arthritis patients . and shotgun a subset of 44
such samples. We identified the presence of Prevatella copri as strongly correlated with disease in new-onset untreated theumatoid arthritis
(NORA) patients. Increases in Prevotella abundance correlated with a reduction in Bacteroides and a loss of repontedly beneficial microbes in
NORA subjects. We also identified unique Prevotella genes that correlated with disease. Further, colonization of mice revealed the ability of
P. copri to dominate the intestinal microbicta and resulted in an increased sensitivity to chemically induced colitis. This work identifies a
potential role for P: copri in the pathogenesis of RA. DOI: hitp:/idx.doi.org/10.7554/eL.ife.01202.001.
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The ity of fatty liver di is

tabolic function of the gut iota.

Bmzmeu‘ 2 hmuero’ BanetM*, Machado M®, Fizanne L%, Aravje-Perez F%, Guy CD', Sead PCY*, Rawts JF, David LA®, Hunault G2 ObeniF' 2, Calés
B2, Dighl

@ Author information

with gut dy is and shift in the

Abstract

Several animal studies have emphasized the role of gut microbiota in nonalcoholic fatty liver disease (NAFLD). However, data about gut
dysbiosis in human NAFLD remain scarce in the literature, especially studies including the whole spectrum of NAFLD lesions, We aimed to
evaluate the association between gut dysbiosis and severe NAFLD lesions, that is, nonalcoholic steatohepatitis (NASH) and fibrosis, in a
well-characterized population of adult NAFLD, Fifty-seven patients with biopsy-proven NAFLD were enrolled. Taxonomic composition of gut
microbiota was determined using 16S ribosemal RNA gene sequencing of stoal samples. Thirty patients had FO/F1 fibresis stage at liver
biopsy (10 with NASH), and 27 patients had significant F22 fibrosis (25 with NASH). Bacteroides abundance was significantly increased in
NASH and F22 patients, whemas Prevotella abundance was decreased. higher in F22 patients.
By iate analysis, was associated with NASH and Ruminococcus with F22 fibrosis.
Stratification according to the abundance of these two bacteria generated three patient subgroups with increasing severity of NAFLD lesions.
Basad on imputed metagencmic profiles, Kyoto Encynlupema of Ganes and Genomes pathways significantly related to NASH and fibrosis
F22 were mosily related to lipid, and

CONCLUSION| NAFLD severity associates with gut dysbiosis and a shift in metabolic function of the gut mi
Bacteroides as independently associated wit ‘and Ruminococcus with sig) ntfibrosis, Thus, gut microbiota analysis adds
information to classical predictars of NAFLD severity and suggests novel metabolic targets for pre-/probiotics therapies.

© 2015 by the American Association for the Study of Liver Diseases,
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Az intestinalis barrier DIANITAS

M-sejtek*

e Antigén “mintavétel”
A bél barrier sériilés és
potencialis pathogén
invaziéra “felkésziilés”
Energia-igényes
“Szennyezett” (=diverz
antigén kornyezetben)
kevésbé aktiv
o minél homogénebb az
antigén “kontamindci¢”
(=alacsonyabb a
diverzitds) annal aktivabb

* microfold sejtek

: -

Non-alcoholic fatty liver and the gut microbiota.
Bashiardes $*, Shapira H', Rezin &', Shibolet OF, Elinav €'
® Author information

Mol Metab. 2016 Jun 14;5(9):782-94.

Abstract

BACKGROUND: Non-alcoholic fatty liver (NAFLD) is a comman, multi-factorial, and poorly understood liver disease
whose incidence is globally rising. NAFLD is generally asymptomatic and associated with other manifestations of ihe
metabolic syndrome. Yet, up to 25% of NAFLD patients develop a progressive inflammatory liver disease iermed non-
alcoholic steatohepatitis (NASH) that may progress towards cirrhosis, hepatocellular carcinoma, and the need for liver

environmental factor contributing to NAFLD development and i pmgr-sslol\ into NASH. Suggested microbiome-

assoclated mechanisms contributing to NAFLD and NASH include dysbi ced of the gut
barrier function, which facilitates systemic bacterial translocation, and intestinal and hepatic inflammation. Furthermore,
increased mi such as , short chain fatty acids (SCFAs), bile acids,
and ethanol, may affect liver pathology through multiple direct and indirect mechanisms.

SCOPE OF REVIEW: Herein, we discuss the iati and clinical lions of the
contribution to NAFLD and NASH. L ing the ibutions to the of fatty liver and
its clinical course may serve as a basis for of i geting for treatment

and prevention of NAFLD and NASH.

MAJOR CONCLUSIONS: Intestinal host-microbiome interactions play diverse roles in the pathogenesis and progression
of NAFLD and NASH, Elucidation of the mechanisms driving these microbial effects on the pathogenesis of NAFLD and
NASH may enable to identify new diagnostic and therapeutic targets of these common metabolic liver diseases. This

. 7 H
article is part of 3 special issue on microbiota,
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thogen Associated Molecular Patterns (PAMP’s) and IBD The gut microbiota, bile acids and their correlation y =
with inflammatory bowel disease. -
Tories /" Paimela C, Brto H®. Bao X*. Riai H®, Moura: Santas P, Pareira da Siva A7, Offveira A%, Vieica C°, Pasaz K™, zkowitz SH?, Colombal JF®.
5 . eae Humpert ', Banteaw 0, Gravo ", Rasrioues O, Hut*
Crohn'’s Ulcerative colitis & Author Information
- —
normal St § mll normal dysbiosis & Abstract
crobiome I * P¥ microbiome loss of BACKGROUND: Patients with primary sssocialed with bowel SCBD) have a very high risk of
i +* 9 » ? diversity devaloping coloractal neaplasia. Alterations in the gut microbiota andior gut bile acids could aceount for the inrease in this risk, However, no
A studies have yet investigatad the net resit of cholestasis and pool intecacting with fiora in the
inflamed colon of PSCABO.
3 Pecacopyemn g mlﬂﬂmmﬂ]wf AIM: The aim of this study was o compare the gut microbiota and stoe! bile acid profiles, as well as and their carrelation in patients with PSC-
¥ IBD and inflammatory bowe! disease alone.
METHOOS: Thity pationts wih extonsive coltis (16 with concomitant primary scierosing :nuangmsa ware prospectively recruited and fresh
stool samples were collected. The micrabiota P RN Stool bile acids were
assessed by hig
RESULTS: Th bila in PSC-IBD. Although no major differances were observed in the individual
- bHﬂ ‘acid spacies in stool, their overall combination allowed tic nd Compared
7 - PSCIBD pat 2 different pos )

v defective i bowel disease. Al the op level major shifts
signalling i wiera obsarved within the Firmicutas (73%) and (17%). bile acid obsarvad in PSC-
regulation regulation IBD, where 12% of taxononmi bile acids, compa ¥ 0.4% in non-PSC-BD.

eoneL istinct microbiota and bil a3 compared with
Nature Immunology volumes, pages776-778 (2004) B 4 bowel disaase. Whether these changes are associated with, or may predispose o, an incraased risk of colorectal necplasia needs to be m H
I 4 further clarified
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sinusoid ke nges KLINIKAI ONKOLOGIA | 2019;6(1):25-33.

cartrila vina forbeis Kupifarseit

HEPATOCYTAK ES SINOSOIDOK
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S0 Ady, 2019 Jan 23:5(1) eaau3333 doi 10 1126/sciadv 3aud333 eColiection 2019 Jan.
Porphy onas ging n Alzheimer's di brains: [Evid for di and
with Il-molecute i TS,

Dominy.S5", Lynch G, Exmin) E*, Benedyk M®?, Marczyk A° Koniad A", Nowven ', Hadisch ', Raha 0", Gufln G, Holsinoer L. ArasiucKapur §
Kaba S, Les A", Ryder Mi%, Potempa B, Mydel P2, Helivard A5, Adamowicz K?, Hasturk H™®, Walker GO®, Reynolds EC®, Faull RUM'™, g.ma“"
Deaguncw M2, Potempa 425

@ Author infermation

Abstract

Porphyromonas gingivalis, the keystone pathogen in chronic periedentitis, was identified in the brain of Alzheimer's disease patients. Toxic
proteases from the bacterium called gingipains were also identified in the brain of Alzheimer's patients, and levels correlated with tau and
ubiquitin pathology. Oral £ gingivalis infection in mice resulted in brain colonization and increased production of A1 42, a component of
amyloid plaques. Further, gingipains were neuraloxic in vivo and in vitro, exerting detrimental effects on tau, a protein needed for normal
neuronal function. To block this neurotoxicity, we designed and synthesized small-molecule inhibitors targeting gingipains. Gingipain inhibition
reduced the bacterial load of an established P, gingivalis brain infection, blocked AB1_s7 production, reducad neurcinflammation, and rescued
neurons in the hippocampus. These data suggest that gingipain inhibitors could ba valuabia for treating P gingivalis brain colonization and
neurodegeneration in Alzheimer's disease.
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Alcohol

Gut Barrier
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Intect Immun 2016 Jun 2384(7) 2141-2148. doi: 10.11281A1 01305-15. Print 2016 Jul

|E Cell to F fum leat;
tienges AT'Z. Nguyen D', Sisahens O, Pamuk ', Femances 0, van Dvke YE', KaniarciA*,

@ Author information

Abstract

Vascular response is an essential aspect of an effective immune response 10 periodontal disease pathogens, as néw blood vessel formation
contributes to wound healing and inflammation. Gaining a greater understanding of the factors that affect vascular response may then
contribute to future breakthroughs in dental medicing. In this study, we have charactenzed the endothelial cell response to the common
bacterium Fusobacterium nucleatum, an important bridging species that facilitates the activity of late colonizers of the dental biofiim
Endothelial cells were infected with Fusobacterum nucleatum (strain 25586) for penods of 4, 12, 24, or 48 h. Cell proliferation and tube
formation were analyzed, and expression of adhesion molecules (CO31 and CD34) and vascular endothelial growth factor (VEGF) receptors
1 and 2 was measured by fluorescence-activated cell sorter (FACS) analysis Data indicate that F nucleatum impaired endothelial cell
proliferation and tube formation. The findings suggest that the modified endothetbial cell response acts as a mechanism promoting the
pathogenic progression of periadontal diseases and may potentially suggest the involvement of periodontopatiogens. in systemic diseases
‘associated with periodontal inflammation

Copyright © 2016, Amenican Sockety for Microdiology. All Rights Reserved

PMID 27185790 PMCID PMCIOX6358 DOI 10. 1128081 01 M 15

2017 $ep 22873 dol- 10 1186/513056-017-0271-8 eCollection 2017

ll‘_hapromnllon ofnophropathy'ay Porphy gingivalis lipopoly haride via toll-like
receptors.

Kapara &', Tasata 8", To TT7. Tarara &', Hatakevama Y7, Tamaoki §", Darveau RP*, tshikawa W%, Sava Y.
& Author information

Abstract
BACKGROUND: Recently, we reported that toll-like receptor (TLR)2 and TLR4 localized on the giomerular endothelium in the giomerul of
streptozotocin (STZ)-induced type 1 diabetic mice and high fat diet feed.induced type 2 diabetic mice, and thal periodontal pathogen
Porphyromonas gingivalis LPS (Pg-LPS) administration fowered the survival rate of diabetic mice. The present study aims to examine the
effect of TLR4 blocking on the suppression of Pg-LPS-induced diabetic nephropathy

METHODS: and

hemical features for ininduced diabalic mice with Pg-LP'S and TLR4 blocker
itor were by reporter urine and blood analysis, immunohistochemistry, and real tme-PCR

RESULTS AND CONCLUSIONS: Al of the diabetic mice PgLPS thanized within the of aimost all of the
diabatic mice. The blood urea nitrogen and creatinine, expression of TLR2 and TGF-b, and type 1 collagen accumulation, in the diabetic mice
increased significantly with the Pg-LPS administration. In spite of the limited TLR4 activation with Pg-LPS, the TLR4 blocker eritoran
decreased biood urea nitrogen and creatinine, and raised th i rate of the Pg-LPS. diabetic mice skightly. The high
expression levels of TLR2, TGF-b, and type 1 coliagen in Pg-LP: de sed with enitoran. Nuclear STAT3 which
enhances TLR2 expression was detected in the TLR2-expressing glomeruli of diabetic mice. The TLR2 and STAT3 gene expression
increased by the Pg-LPS administration but decreased with eritoran. These may suggest that Pg-LPS-induced diabetic nephropathy is mainly
dependent on TLR2 signaling on glomerular endotheiial cells, and that TLR4 blocker eritoran may play a role to slow the progress of diabetic
nephropathy

PMID: 29018450 PMCID PMC5610442 DO! 10.1186/413098-017.0271.

Lyt 2007 Mar S951S) 16311848 don 101113P2TI280. Epui 2017 Fab
Western diet induces colonic nitrergic | and fn mice via
saturated fatty acid- and i TCRT

Beichat £, Ghassaiog 67, Nezami 8", 11 6", Iabatabavakil §”, Mwoooi S, Upnal K*. Liang 5”. ViexKumar M*, Jooes 0% Gewitz AT, Steivasan S
& Author information

Abstract
KEY POINTS: A high-fat diet (80% keal from fat) is y
St which response 1o HFD, contribu i
(TLR) ion of a W
WD) (355% keal from boli increased lovels of
plasma free fatty acids. loss obsarved in the pro . Mice facking TLR4 did not
exhibit L i
of robe of
that aro abundant in the WD with raspect o deiving anteric neutopathy and colonic dysmotiiy.
ABSTRACT. ion of a high-fat diat (HF! i which in b iatod with
ic transit - ined the = i L frea inthe HFD
togather with horation i i tributes these disordars, CSTBLIG mice wora fed
Westor diet from fat ensiched i a ot (16,8% keal from fatyfor 3, 6. 9 and 17 weeks. Gut
microbi
ransform mass spoctiomater) analysis. Plasma FFA and L in addition toal
e — i ice, W « i

al freration. fosdi PSand and
‘concomitan highar plasma FFA. The numbers aer 8 and 12 weeks of WD

d th satod wi L WO-fed 4 {TLR4)" mice did not exhibit myenteric-collloss: or
dysmalilty. Finally, LPS (0.52 ngrmi" ) and vitro, which was
pravented by i In conclusion, WD-feeding results of FFA

hat, oven s ° - it
and dysmotilty.
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Alheroscieosis 2017 Feb 5.259°75-82 0ol 10,1016/ atherosclelosks. 2017 02 003, [Epub ahead of print] D _\ ( —
Hs-CRP and all-cause, cardiovascular, and cancer mortality risk: A meta-analysis. A mikrobiom és a daganatok spektruma
LiY". Znong X', Chena G2 Zhao C*, Znana L", Heoa Y', Wan Q" e B, Wang 2"
@ Author information :
° tumor-geneZIS
Abstract q P
BACKGROUND AND AIMS: Inconsistent findings have been reported on the association between high-sensitivity C-reactive protein (hs-CRF) * metastasis ké pzes
and mortality nisk. The objective of this meta-analysis was to investigate the association of elevated bassiin hs-CRP levels with all-cause. P a z q q a a
cardiovascular, and cancer mortality nsk in the ganeral population
* azonkoldgiai kezelések és a mikrobiom /mellékhatasok
ME THODS: PutMed and Embass were systematically searched for studies published from inception to October 2016, Prospective ta p |a |a s tera p ia
observational studies were aligible f they reported he effects of elevated baseline hs-CRP lavels on cancer-related, cardiovascular of all , ’
cause mortality in the general population. The pooled adjusted risk ratio (RR) with 95% confidence interval (Cl) comparing the highest ta the 0 adJ uvans keZe |eS (oncotype DX)
lowest category of hs-CRP levels was used as associalion measures. N T
RESULTS: A total of 83,995 participants from 14 studies were identified. When comparing the highest to the lowest catagory of hs-CRP * immun-terapia
levels, the pooled RR was 1 25 (95% C1 1.13-1.38) for cancer-related mortality, 2 03 (95% C1 1.65-2 50) for cardiovascular mortality, and 175 2
(1.55-168 ot sl s oraly,especively Subroup anayis showed ha h afec of oot s-CR lovels oncancar g * masodlagos daganatok
mortality was abserved in men (RR 126, 5% CI 1. 11-1 43) but not in women (RR 103; 95% C1 0.83-127)
CONGLUSIONS: Elevated hs-GRP levels can independently predict risk of all-cause, cardiovascular mortality in the general population
However, the gender differences in the predictive role of hs-CRP on cancer mortaiily should 1o be further investigated

Copynght ® 2017 Elsevier BV, Al nights reserved

B » H g S . KLINIKAI ONKOLOGIA | 2019;6(1):25-33. I
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it hded. 2013 May, 19(5) 576-85. doi: 10 1038/nm 3145 Epub 2013 Apr 7 D _\( —
i bi ism of L-carnitine, a nutrient in red meat, p te osis. . M A Ml 2

), G, S D ., S 10, Sl i A daganat, mint kérnyezetben kédolt genetikai betegség

%jﬁ::;r:::ﬂ'ul?m Rustman Q. L Al oz St + A taplalkozassal és az életméddal kapcsolatos egyedi kockazatok évtizedek 6ta a

: daganatok kialakulasanak egyik fontos, sokat kutatott és vitatott teriletét jelentik.

t“:’s“{“l' i Al - AR R e * Ajelatviteli folyamatokat célzo kezelések sikere nyoman kialakult nagy lépték
Inestinal micrc a ine a produces ) s fue met toa - P s . . o1
species, Noxide (TMAC). We Hatethat by itestinal microblota of dietary L+ ismeretbdviilés el§6 hulldma eI?ergIte a ﬁgyelmet ”arrol, hogy gzek az eltlelte:-sek
= Omnivorous human subjacts pontosan hogyan is alakulnak ki, hiszen kozvetleniil reprodukalhaté terapias

[produced more TMAG than did vegans or vegetarians following ingestion of L-camitine through a microbiota-dependent mechanism. The célpontot szolgéltattak végre a kezelések tekintetében
PRRGRI of SR HACNETN G I TNDE TOkS Wikl B440I0NE WANY B At TMRG oncaieaiion Wil cary Sieis. Plaioa L- « Sikeriilt azonositani a daganatok kialakuldsaval kapcsolatos teljes rak-géntérképet is

TG Tevers T SUBFocT =2, 595] PreCCed T GaSGa TSRS To7 DO FrovaanT L ; cos P A=, SO
(GVD) and incidont major adverse cardiac evens (myocardil infarcion, stroka o death), but only among subjocis with concurrendy high * A daganatok kialakulasanak genetikai paradigmajanak is lefektette.
TMAO levels. Chronic distary L-carnitine supplementation in mice altered cacal microbial composition, markedly enhanced synthesis of TMA * Csaladkutatas és epidemioldgiai adatok alapjan ugyanakkor nyilvanvald, hogy
and TMAO, and increased atherasclerosis, but this did not occur if intestinal microbiota was concurrently suppressed. In mice with an intact ezeknek az onkogenikus mutaciok féként az élet sordn szerzett genetikai sériilések

intestinal microbiota, dietary supplementation with TMAO or either camitine or choline reduced in vivo reverse cholesterol transport, Intestinal

microbiota may thus contribute to the well-established link batween high levels of red meat consumption and CVD risk. kovetkezmenyel és nem orokletesek.

i KLINIKAI ONKOLOGIA | 2019;6(1):25-33. I

OIAN Ve - Science News from research organizations

. Bevezetes Family tree of 400 million people shows genetics has

. 3 limited influence on longevit

2. Microbiome oo e
Study of huge Ancestry.com pedigree set suggests similar life spans between
q / / spouses may have inflated previous estimates of life span heritability
3. Barrier és gyulladas
Date:  November 6, 2018

4 . D a ga n atO k Source:  Genetics Society of America

. . . Summary:  Although long life tends to run in families, genetics has far less influence on life span
5 o Kl | n | ka | gya ko rI at than previously thought, according to a new analysis of more than 400 million people.

The results suggest that the heritability of life span is well below past estimates, which
failed to account for our tendency to select partners with similar traits to our own.

= . Estimates of the Heritability of Human Longevity Are Substantially Inflated due to
N Assortal Mating. Genetics, 2018; 210 (3): 1109 DOI: 10.1534/genetics.118.301613
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A Helicobacter Pylori )

* A virusok daganatkelt6 hatasa régéta ismert (Rous sarcoma virus => csirke
sarcoma) - 1911 (Peyton Rous - Nobel dij 1966), a 4 gén kozil az egyik az src kinaz (
J. Michael Bishop and Harold E. Varmus - Nobel dij 1989) ... tovabbiak EBV, HPV....

* Barry Marshall and Robin Warren (1982) gastritis, duodenalis ulcus es gyomorrak

* Globalisan 50% kortili a fert6zottség, ami nagyobb fejl6d6 orszégokban és
bizonyitottan emelkedett kockazat gyomorrak tekintetében. De a fert4zott
emberek 85%-a egész életében tiinetmentes.

* A MALT lymphoma: 72-98%-ban Gsszefliggést mutat a Hp fertézottséggel és a Hp
eradikacio a fert6z6tt egyéneknél az esetek 50-95%-ban komplett remissiot
eredményez.

KLINIKAI ONKOLOGIA | 2019;6(1):25-33. I

A mikrobiom és a daganatok spektruma

* tumor-genezis

* metastasis képzés

 az onkolégiai kezelések és a mikrobiom /mellékhatasok /
taplalas terapia

* adjuvans kezelés (oncotype Dx)

* immun-terdpia

* masodlagos daganatok

KLINIKAI ONKOLOGIA | 2019;6(1):25-33. I

A vastagbélrak - genetikai betegség? DIANITAS
. O i P 1L17-KO
s et T et T it s
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colon cancer [l tufree | colon cancer Ml tufree |

:‘?i i‘. : =N 6' “.. @
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45 éves nébeteg DIANI TAS

* A 2016-ban felfedezett CRC (akkor 42 éves)

* csaladban nem halmozddott

+ colon ascendens/ coecum lokalizacié: grade Ill adenocc gelat. exulc. coli
 stadium: pT4aN2bVO0pnO (7/20 nycs poz, vasc, perineuralis invazio nem volt)
* KRAS vad (SE I-path) => neoadjuvéans (FOLFOX) kemoth majd m{tét

* PET tdvoli 4ttétet nem mutatott

* utdna adjuvans chemoth (FOLFOX)

* 2019 janudrban met hep., ascites, peritonealis invazid
* Oncompass 58 gén: KDR polymorfizmus, szuper vad tipus
 jelenleg is zajlik Cetuximab + FOLFOX és jol reagal

Pathogen Associated Molecular Patterns (PAMP’s) and CRC

tumor free tumor free cancer
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1. Bevezetés

2. Microbiome

3. Barrier és gyulladas
4. Daganatok

5. Klinikai gyakorlat
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47y female: high dose antibiotics, severy diarrhea, weight loss

The patient presented with severe diarrhea, weight loss,
reactive arthritis, PSVT and skin problems

Past medical history revealed long, combined antibiotics

.

for sinusitis, multiple food allergies, arrhythmia related to
certain foods

SGT revealed a very severe loss (2% percentile) of the
microbiome diversity with high dominance of stool
Clostridiales (CD toxin negative)

High protein and fiber diet improved symptoms but
because of the almost complete loss of diversity the

patient referred to fecal transplantation program.
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A barrier funkcio sériilése a végsé
koz0s Ut a betegségek
pathogenezisében, amelyek klinikai
megjelenését azok antigén természete
és a gazdaszervezet MHC statusa
definialja.
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Abstract

BACKGROUND: Chemotherapy is commonly used as myeloablative conditioning treatment to prepare patients for haematopoietic stem cell
transplantation (HSCT). Chematherapy leads to several side effects, with gastrointestinal (GI) mucositis being one of the mast frequent.
Current models of G| mucositis pathophysiology are generally silent on the role of the intestinal microbiome.

AIM: To ideantify functional isms by which the i 1 iome may play a key role in the pathophysiology of GI mucositis, we
applied high-throughput DNA-sequencing analysis to identify microbes and micrabial functions that are medulated following chemotherapy.
METHODS: We amplified and sequenced 16S rRNA genes from faecal samples before and after chemotherapy in 28 patients with non-
Hodgkin's lymphoma who received the same myeloablative conditicning regimen and no other concemitant therapy such as antibiotics.

RESULTS: We found that faecal samples collected after chemotherapy exhibited significant decreases in abundances of Firmicutes

(P =0.0002) and Actinobacteria (P = 0.002) and significant increases in abundances of Protecbacteria (P = 0.0002) compared to samples
collected before chemotherapy. Following chemotherapy, patients had reduced capagity for nucleotide metabolism (P = 0.0001), energy
metabolism (P = 0.001), metabolism of cofactors and vitamins (P = 0.006), and increased capacity for glycan metabolism (P = 0.0002), signal
transduction (P = 0.0002) and xenobiotics biodegradation (P = 0.002).

CONCLUSIONS: Our study identifies a severe compositional and funclional imbalance in the gut microbial community assaciated with
chemotherapy-induced Gl mucositis. The functional pathways implicated in our analysis suggest potential directions for the development of
intestinal microbiome-targeted interventions in cancer patients.
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Clinical Studies Evaluating Effects of Probiotics on az intestentinalis barrier
Parameters of Intestinal Barrier Function

* Nem ,B2C” eszkoz: nem hisziink abban, hogy a gép megmondja...

* Kommunikacids és logisztikai platform a beteg, az orvos(ok), a dietetikus és
a személyi edz6, gyogytornasz kozott

funkcid javitasara

Sankia vam Hemers” Jurre Verwer', Barkhard Schiis'
S onasa i e e

i A sulyos diverzitds- « ,0kos tdnyér” alapu megkozelités, a betegeknek adagokat es elkészitési
oy ) Sk ot o . e ek G e e csdkkenést (<15p) nem technoldgidkat kell (ujra) tanulniuk
ABSTRACT fogja helyreallitani (tSbb * Egy adatbézis, ahol orvosi leletek (valtozdsa), diétds informéacio és
e e e T S T P ezer faj pusztult ki), de mozgds/sportra vonatkoz6 adatok egymas mellett vannak.
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- és ez 6sszekapcsolodik a beteg triage-al, az ananaesis felvétellel, az SGT lelet
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Diet rapidly and reproducibly alters the human v .
gut microbiome | Nature 2014 Jan 23;505(7484):559-63 Készonom a figyelmet!

Lawrence A. Davie'y, Cortnne F. Maurice', Rachet X, Carmody', David 8. Goctenberg, i E. Button', Besjamin E. Wolk',
Alib V. Ling? A. Shoun Beslin, Yng Varma, Michacl & Flchbuach, Sudhafl, g Rachel. Dutton’ & Peler ), Tarbgh!

Lomg derm dictary intake influenses the structure and activity of
the teillions of microorganisms residing in the human gut' ¥, bat it
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Microbial activity mirrored differences betwoen herbivorous and
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and protein fermcntation. Foodbonc microbes from both diets
transiently colonized the gut, indluding bacteria, (ungi and cven
viruses. Finally. inceesses in theabundatce snd activity of Biophila
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