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Sex Differences in the Gut
Microbiome Drive Hormone-Dependent

Regulation of Autoimmunity
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Otoimmiin hastaliklara yatkinlikta mikrobiotanin rolii var

Komensal bakteriler seks hormonlarinin diizeyini degistiriyor

Cinsiyete bagl tip 1 DM duyarliginin kaynagi mikrobiyota

Eriskin erkek farelerden, olgunlasmamis disi farelere mikrobiota aktarimi

testosteron artisina ve otoimmin hastaliklara dirence yol agiyor
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Welcome to the Microgenderome

Magdalena B. Flak, Joana F. Neves, Richard S. Blumberg
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- Erkeklerde piiberte doneminde barsak MIKROBIYOTASI degigiyor
- Testosteron uretimi artiyor

- Bu durum B ve T hiicre fonksiyonlarini gii¢clendiriyor

Science 2013;339: 1044



The gut flora as a forgotten organ

Ann M. O’'Hara' & Fergus Shanahan'?*
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Structural functions Metabolic functions
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and proliferation dietary residue and endo-
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Antonie van Leeuwenhoek
(1632-1723)

ONTLEDINGEN en ONTDEKKINGEN
Van levende DIERKENS in de TEEL-DEELEN
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Met der felver menigvuldige VAATEN ;
Van HAIR, VLEES en VIS;

Als mede van de groote menigte der DIERKENS
in de EXCREMENTEN.
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Door ANTONI van LEEUWENHOEK.
Mede- Broeder van de felve Societeit,
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By Cornelis Boutefley verkooper, 0p't Rapenburg, Ac. 1856

Animalcules
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Benzer olmayan organizmalarin birlikte yasami

Antorn de 4//)/// y

ik 20 Januas 1851, gesl 19. Januai /556.

- Sembiyoz cesitleri: mutualizm, komensalizm, parazitizm
- Mikroorganizamalarla aramizda hem yaris, hem isbirligi var
- SAVAS ve BARIS degil, ortak yasam...
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Benzer olmayan organizmalarin birlikte yasami
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- Disbiozis (Disbacteriosis): sembiozisin karsiti
- Barsak mikrobiotasinda kalitatif / kantitatif degisim
- Disbiozis bir dizi hastaliga yol agar: diyare,
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. Pharymy. Respratory System . Click on a label for more information

AgJiz iginde bulunan
mikroorganizma gegidi
600'{in iizerinde
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The human oral cavity contains a member of diferent babicats, lncluding the teeth, ginghval sulcus, tongue,
cheeks, Rard and sofl palaces, and tonsils, which are colontzad by tacuarta, The oral microbdeme Is comprised
of over 600 prevalemt txxa ot the speches level, with disuinct subsets predomisating st Giferent habicacs, The
oral microblome has beem extensively characserized by culthvacea and celiure- independen: molecuiar methods
Sach 55 148 rRNA donng. Unforvansiety, the vast majoricy of unnamed orsl taxs are referenced by cone
oumbers of 165 rRNA CeaBank accession numbers, ofien withowt unonomic anchors. The Grst alm of this
research was 10 collect 165 rRNA gene sequences Inio 3 curmad phylogeny-hasad dacabase, (e Human Oral
Microbdemne Dacatuse (HMOMD ), ad make B wed accessiide (www bosad ocg). The HOMD nciudes 619 taxa
I 13 phyla, as follows: Actinedecterie, Bacteroidetes, Chiasydiae, Chloraficri, Esryarchocota, Firmsicutes, Fuso-
bactersa, Protechacienia, Spirochactes, SR, Synerpicietes, Tonerioter, S0 TMT, THe S200D0 2im Was 10 analyre
36,00 165 rRNA gene dones isolmed from stodies of the oral microblot (o determine the refacive abandance
of taxx and jdemuy novel candidace . The snalysts Meauifed 1,179 s, of which 24% wore named, #% were
Culiivated DOt UNRAMED, AN 6% were ancuivased phyledypes. LUpon vallaaien, 454 novel, Donsinglecon taxs
will be added 10 the HOMD. The number of taxa necded 1o account for 9%, 95%, or 9% of the ddomes ¢
— B 239, 415, ana §70, respecuvedy. Ihe HOMD is ie NSt Curaced Gescripiion of 3 DRIan-associaeed m
biome and provides tools for use In understanding the role of the microbdome In health and disease.
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Siiperorganizma = Konak + Mikrobiotasi

(100 trilyon mikrobiota + 10 trilyon «self>» + 1 trilyon immiin hiicre)
Insan viicudunda
hiicre sayisi

~10' cells ~10* genes | The mammalian metabolome

~10'* Bacteria
+ Archea

+ Fungi

+ Viruses

o

The microbial metabolome

The mammalian metabolome +
— Processing of nutrients

Insan barsaginda
mikroorganizma

sayisi
(> 1000 tir)

— Degradation of xenobiotics
— Protection from new microbes
— Regulation of epithelial homeostasis

Optimal
fitness

Mucosal Immunol 2010;3: 450
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Spatial and temporal aspects of intestinal microbiOR COMPOSIHON. A varations in microbial numbers and composition across the length
of the gastrointestinal tract. B: longitudinal variations in mierobial composition in the intestine. Ctamporal aspects of microbiota establishment and
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A comparison of Gram staining, electron microscopy, and
pyrosequencing to determine the proportion of Gram-
positive/Gram-negative bacteria in the same stool sample.



The NIH Human Microbiome Project

The NIH HMP Working Group'

The Human Microbiome Project (HMP), funded as an initiative of the NIH Roadmap for Biomedical Research (http://
nihroadmap.nih.gov), is a multi-component community resource. The goals of the HMP are: (1) to take advantage of new,
high-throughput technologies to characterize the human microblome more fully by studying samples from multiple body
sites from each of at least 250 “normal” volunteers; [2) to determine whether there are assoclations between changes in the
microbiome and health / disease by studying several different medical conditions; and [3) to provide both a standardized
data resource and new technological approaches to enable such studies to be undertaken broadly in the scientific com-
munity. The ethical, legal, and social implications of such research are being systematically studied as well. The ultimate

CMI, Canadian Human
MIH Jumpstart Program Microbioma Initiative
Blood Eye
1% 0%
Urogenital
9%

MetaHIT, Metagenomics of Gl Tract
the Human Intestinal Tract 29%

The Australian Jumpstart
Human Microbiome Project

HMP, NIH Hurman
Microbiome Project
MicroObes, Human Intestinal
Microbiome in Obesity and
Mutrtional Transition

Korean Microbiome
Diversity, using Korean
Twin Cohort Project

DACC, Data Analysis and
Coordination Center
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Insan barsak mikrobiyotasi bakteriyel bilesenleri

Filum
Firmicutes

Bacteroidetes

Actinobacteria

Proteobacteria

Proteus,

Digerleri

Kisa tanim

G (+); zorunlu anaerop;
ileri derecede ¢esitli;
gogu uretilemiyor; siklikla
bol miktarda

G (-); zorunlu anaerop;
siklikla bol miktarda

G (+); zorunlu anaerop
ya da mikroaerofil; kimi
cinsleri infantlarda bol
G (-); baslica fakiiltatif
anaerop ; birgok patojen
tlru icerir

Genellikle az sayidadirlar

Bilesenler

Lachnospiraceae

Ruminococcaceae

Oteki Firmikiitler

Segmentli filamentoz
bakteriler(?)

Alistipes, Bacteroides,

Barnesiella, Prevotella,

Parabacteroides

Atopobium, Bifidobacterium,

Collinsella, Eggerthella

Alcaligenes, Bilophila,
Campylobacter, Escherichia,
Enterobacter, Desulfovibrio,
Hafnia, Helicobacter,

Klebsiella,Sutterella vb.
Akkermansia, Fusobacterium,
Victivallis




Bacteroidetes Firmicutes

Bacteroides thetaiotaomicron Roseburia intestinalis



Bactarcides uniformis

Alistipes putredini
Parabactercides merdae

Dorea longicatena
Ruminococcus bromil L2-63
Bactaroides caccag

Clostidium sp. 5321
Bactarcides thetaiotaomicron VPI-5482
Eubactarium halli
Ruminococcus torgues L2-14
Unknown sp. 553 4
Ruminococcus sp. SR15
Faecalibactenum prausnitzi 5L3 3
Ruminococcus lactans
Colinsalla asrofacians

Dorea formicigenerans
Bactarcides vuigatus ATCC 8482
Roseburia intastinals M50 1
Bactercides sp. 2. 1.7
Eubacternium siraeum 70 3
Parabactaroidas distasoniz ATCOC 8503
Bactercides sp. 9 _1_42FAA
Bactaroidas ovatus

Bactarcides sp. 4 2 4TFAA
Bactercides sp. 2. 2 4
Eubactanum rectalie M104 1
Bactanodes xylanizolvens XB1A
Coprococcous comes SL7T A
Bactarcides sp. 1

Bactaercides sp. D4
Eubacterium ventriosum
Bactaeroides doral
Ruminococcous obeum A2—162
Subdoligranulum vanabie
Bactaroides capiliosus
Streptococcus thermophiius LMD-2
Clostidium legptum

Holdemania filiformis
Bactarcides stercons
Coprococcous eutactius
Clostndium sp. ME2 1
Bactercides aeggerthil
Butynwbno crossotus
Bactercides finegoldil
FParabactercidas johnsoni
Clostridivm sp. L2-50
Clostndium nexile

Bactercides pectinophilus
Anaarotruncus colihamins
Ruminococcus gnavius
Bactaroidas intastinalis
Bactarcides fragiis 2 1 12
Clostndium asparagiforme
Entarococcus fascalis TX01 04

A human gut microbial gene catalogue
established by metagenomic sequencing

Junjie Qin'*, Ruigiang Li'*, Jeroen Raes™*, Manimozhiyan Arumugam?, Kristoffer Solvsten Burgdorf®,

Chaysavanh Manichanh®, Trine Nielsen®, Nicolas Pons®, Florence Levenez®, Takuji Yamada®, Daniel R. Mende®,
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Songgang Li', Nan Qin', Huanming Yang', Jian Wang', Seren Brunak’, Joel Doré®, Francisco Guarner,

Karsten Kristiansen'”, Oluf Pedersen®'*, Julian Parkhill'*, Jean Weissenbach'?, MetaHIT Consortiumt, Peer Bork?,
)

S._Dusko Ehrlich® & Jun Wan

B Novel sequences
== Roche WGS
== Roche V1-3
== Roche V3-5

Firmicutes

Tenericutes

Nature 2010:;464: 59

, « Barnesiella

Bacteroidetes

Proteobacteria

PLoS One 2012;7: 35294




Mikrobiota Sadece Barsakta Degil...

Airways

lvan Nasidze,' Jing Li,>®> Dominique Quinque,' Kun Tang,'? and Mark Stoneking'**
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Topogfaphical and Temporal Diversity
of the Human Skin Microbiome

Elizabeth A. Grice,* Heidi H. Kong,” Sean Conlan,' Clayton B. Deming,' Joie Davis,
Alice C. Young,* NISC Comparative S cing Prog $ G. Bouffard,*
Robert W. Blakesley,*® Patrick R y.* Eric D. G ia L. Turner,” Julia A. Segre’t

Intestines

THE MICROBIOTA OF THE HUMAN GENITOURINARY
TRACT: TRYING TO SEE THE FOREST THROUGH
THE TREES

DAVID H. MARTIN, MD, and (by invitation) MARCELA ZOZAYA, PhD, REBECCA
LILLIS, MD, JULIA MILLER, MSN, and MICHAEL J. FERRIS, PhD

=

. Vaginal microbiome of reproductive-age women

Jacques Ravel®?, Pawel Gajer®, Zaid Abdo®, G. Maria Schneider<, Sara S. K. Koenig®, Stacey L. McCulle®,
Shara Karlebach®, Reshma Gorle®, Jennifer Russell’, Carol O. Tacket', Rebecca M. Brotman?, Catherine C. Davis?,

Kevin Ault®, Ligia Peralta®, and Larry ). Forney™ SClence 20101330




Mikrobiota da Sadece Bakteriler Yer Almaz...

The human gut virome: Inter-individual variation
and dynamic response to diet

Samuel Minot,' Rohini Sinha,’ Jun Chen,? Hongzhe Li,? Sue A. Keilbaugh,® Gary D. Wu,?
James D. Lewis,? and Frederic D. Bushman'"*

Genome Res 2011:21: 1616

Immense populations of viruses are present in the human gut and other body sites. Understanding the role of these
populations (the human “virome”) in health and disease requires a much deeper understanding of their composition and
dynamics in the face of environmental perturbation. Here, we investigate viromes from human subjects on a controlled

Archaea as emerging organisms in complex human microbiomes
Bédis Dridi, Didier Raoult, Michel Drancourt*

Anaerobe 2011;17:56

In this work, we review the state of knowledge of Archaea associated with the human microbiome. These
prokaryotes, initially discovered in extreme environments, were named Archaea because these envi-
ronments were thought to be the most primitive on Earth. Further research revealed that this termi-

nology is misleading because these organisms were later found in various non-extreme environments,
including the human host. Further examination of the human microbiome has enabled the isolation of




Mikrobiyotanin Gelisimi ve Barsak Mikrobiyomunu
Yasam Boyu Etkileyen Cevresel Faktaorler
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Meme siitiine baglama Ates Pirinc Mamayave Amoksisilin Sefdinir; inek siitiine baglama
lapasina yemeklere ve tam eriskin diyeti
Bl Actinobacteria  [_|Bacteroidetes baslama baslama
Meme siitii ve
EdFirmicutes [ 1Proteobacteria mamaya son
b
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Bebeklik Erkencocukluk  Cocukluk Adolesans Geng erigkinlik Eriskinlik Emeklilik Gecgddnem
Konak genetigi is gelisimi Artan Puberte Sik yer degistirme Sabit birlikte Yaglanma ileriyas
Dogum sekli Cocukluk sosyalizasyon Cinsel aktivite Partner degistirme yasam Menopoz Hareket yitimi
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Delivery mode shapes the acquisition and structure
of the initial microbiota across multiple body
habitats in newborns

Maria G. Dominguez-Bello*'?, Elizabeth K. Costello®"3, Monica Contreras®, Magda Magris®, Glida Hidalgo®,

Noah Fierer®f, and Rob Knight®9
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Intestinal Microbiota Development in Preterm Neonates and
Effect of Perinatal Antibiotics
Silvia Arboleya, MSc', Borja Sanchez, PhD'*, Christian Milani, MSc®, Sabrina Duranti, MSc®, Gonzalo Solis, PhD®,

Nuria Fernandez, PhD", Clara G. de los Reyes-Gavilan, PhD', Marco Ventura, PhD?, Abelardo Margolles, PhD',
and Miguel Gueimonde, PhD’

Results Immaturty ffects the microbiota as ncicated bya reduced percentage of the family Bacteroidacese dur
g the first manths of s and by a igher ntel percentagg of Lactabacilacaas in pretem nfants compared with fl
tem infants. Pemnatal anfibiofics, ncluding infranartum antimicrobial prophylaxi, affects the qut microbiota, a5
nalcated by Increasea Enterabactariaceas Bmily organsms in e nfans,
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Human nutrition, the gut microbiome
and the immune system

Andrew L. Kau'®, Philip P. Ahern', Nicholas W, Griffin', Andrew L. Goodman't & Jeffrey I. Gordon'
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Linking Long-Term Dietary Patterns
with Gut Microbial Enterotypes

Gary D. Wu,™ Jun Chen,** Christian Hoffmann,*> Kyle Bittinger," Ying-Yu Chen,*

Sue A. HeiLbaugh,1 Meenakshi Er»aﬂ.r.'tr'a,lE Dan I{nights,f' William A. Wal.ter'-;,T Rob I{night,ﬁ'g
Rohini Sinha,” Erin Gilroy,? Kernika Gupta,'® Robert Baldassano,® Lisa Nessel,* Hongzhe Li,**
Frederic D. Bushman,®* James D. Lewis ™"+

Diet strongly affects human health, partly by modulating gut microbiome composition. We used
diet inventories and 165 rDNA sequencing to characterize fecal samples from 98 individuals.
Fecal communities clustered into enterotypes distinguished primarily by levels of Bacteroides
and Prevotella. Enterotypes were strongly associated with long-term diets, particularly protein
and animal fat (Bacteroides) versus carbohydrates (Prevotella). A controlled-feeding study of
10 subjects showed that microbiome composition changed detectably within 24 hours of
initiating a high-fat/low-fiber or low-fat/high-fiber diet, but that enterotype identity remained
stable during the 10-day study. Thus, alternative enterotype states are associated with
long-term diet.
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Impact of diet in shaping gut microbiota revealed
by a comparative study in children from Europe
and rural Africa

Carlotta De Filippo?®, Duccio Cavalieri®, Monica Di Paola®, Matteo Ramazzotti, Jean Baptiste Poullet®,
Sebastien Massart®, Silvia Collini®, Giuseppe Pieraccini®, and Paolo Lionetti®"

Gut microbial composition depends on different dietary habits just
as health depends on microbial metabolism, but the association of
microbiota with different diets in human populations has not yet
been shown. In this work, we compared the fecal microbiota of
European children (EU) and that of children from a rural African
village of Burkina Faso (BF), where the diet, high in fiber content,
is similar to that of early human settlements at the time of the
birth of agriculture. By using high-throughput 165 rDNA sequenc-
ing and biochemical analyses, we found significant differences
in gut microbiota between the two groups. BF children showed
a significant enrichment in Bacteroidetes and depletion in Firmi-
cutes (P < 0.001), with a unigue abundance of bacteria from the
genus Prevotella and Xylanibacter, known to contain a set of
bacterial genes for cellulose and xylan hydrolysis, completely lack-
ing in the EU children. In addition, we found significantly more
short-chain fatty acids (P < 0.001}) in BF than in EU children. Also,
Enterobacteriaceae (Shigella and Escherichia) were significantly
underrepresented in BF than in EU children (P < 0.05). We hypoth-
esize that gut microbiota coevolved with the polysaccharide-rich
diet of BF individuals, allowing them to maximize energy intake
from fibers while also protecting them from inflammations and
noninfectious colonic diseases. This study investigates and com-
pares human intestinal microbiota from children characterized
by a modern western diet and a rural diet, indicating the impor-
tance of preserving this treasure of microbial diversity from an-
cient rural communities worldwide.
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Differences in Fecal Microbiota in Different European Study Populations
in Relation to Age, Gender, and Country: a Cross-Sectional Study

Susanne Mueller.'t Katiana Saunier.”t Christiana Hanisch.” Elisabeth Norin.* Livia Alm,” Tore Midtvedt.”

Alberto Cresci,” Stefania Silvi,” Carla Orpianesi,” Maria Cristina Verdenelli,” Thomas Clavel,'
Corinna Koebnick,” Hans-Joachim Franz Zunft,” Joél Doré,” and Michael Blaut'*

A cross-sectional study on intestinal microbiota composition was performed on 230 healthy subjects at four
Evropean locations in France, Germany, Italy, and Sweden. The study participants were assigned to two age
groups: 20 to 50 years (mean age, 35 years; n = 85) and >60 years (mean age, 75 years: n = 145). A set of 14
group- and species-specific 1658 rRNA-targeted oligonucleotide probes was applied to the analysis of fecal
samples by Huorescence in situ hybridization coupled with How cytometry. Marked country-age interactions
were observed for the German and Italian study groups. These interactions were inverse for the predominant
bacterial groups Eubacterium rectale-Clostridium coccoides and BRacteroides-Prevotella. Differences between
European populations were observed for the Bifidebacterinm group only. Proportions of bifidobacteria were
two- to threefold higher in the Italian study population than in any other study group, and this effect was
independent of age. Higher proportions of enterobacteria were found in all elderly volunteers independent of
the location. Gender effects were observed for the Bacteroides-Prevotella group, with higher levels in males than
in females. In summary, age-related differences in the microbiota makeup were detected but differed between
the study populations from the four countries, each showing a characteristic colonization pattern.
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Chorda tympani nerve function in children: Relationship to otitis media and body
mass index”

Raewyn M. Seaberg®*, Neil K. Chadha®, Bradley |. Hubbard® Karen A. Gordon®, Brooke A Allemang *,

Brittany |. Harrison?, Blake C. Fapsin®




ORIGINAL ARTICLE

Changes in Taste Function Related to Obesity
and Chronic Otitis Media With Effusion

11 Ho Shin, MD; Dong Choon Park, MD; Chul Kivon, MD; Seung Gewn Yeo, MD, PhD

Obijective: To cvaluate changes in taste threshald in
patients with chronic otitis media with effusion
(COME) and their reltionship with body mass index.
A relationship has been suggested between pediatric
obesity and COME, and we hypothesized that changes
i taste function may occur in children with COME
and thatsuch changes may be associated with changes
in body weight

Design: A prospective, nonrandomized, case-control
study,

Sefting: A university tertiary cae center

Subjects: The experimental group comprised 42 chl
dren with COME who underwent tympanostomy tube
nsertion,and the control group, 42 children without o
s media with effusion. Patiens wereenvolled bebween
September 2007 and August 2009,

Main Outeome Measure: Taste threshold was mea-
sured by clectrogustomelry, and 4 standand taste solu-
ios (sucosesodium chloride, iricacid,and quinine
hydrochloride) were used in chemical taste tests

Results: Body mass index was signifcantly bigher inthe
COME than n the contol goup (P= 00, Elcrogus:
tometry shovied thatthe anterior partof the tongue had
asigniicantly higher tase threshold n the COME than
nthccommlgmu} ) (anterioright,P= 03; anterior el
P=04),and chernical taste test restlts showed that sweet
and saly tastes were significanly lower in the COME
group  (weet, P 0, salty, P=04),

Conelusion: These restls showed that COME can canse
changes i taste and that these changes may be elaed

to pediatric abesty

Arch Otearyngol Head Neck Surg. 2011,137(3):242-246

ORIGINAL ARTICLE

Relationship Between Pediatric Obesity
and Otitis Media With Effusion

Jomg Bin Kim, MD; Dong Chaon Park, MD, Phi; Chang Il Cha, MD, PRD; Seuny Geun Yeo, M, PhD

Objective: To mvestigate the relationship between pe-
diatric otitis media with elfusion and cbesity, as deter-
mined by body mass index (BMI) (calculated as weight
in kilograms divided by height in meters squared) and
serum triglyceride (TG} and total cholesterol (TC] con-
centrations.

Design: A prospective, nonrandomized, case-control
study.

Setting: University-affiliated hospital

Subjects: The up:nmcnlal group comprised 135 chil-
dren aged 2 to 7 years, who received unilateral or bilat-
eral ventlation tube isertion for the treatment of otitis
media with effusion. The control group comprised 118
children with no history of atitis media with effusion,
who underwent aperations for conditions other than
car diseases, Based on EM1 and serum TG and TC con-
centrations, we divided the experimental group into 2
subgroups, those who were and were not obese,

Main Ovtcome Measures: We determined the dif-
lerence between the experimental and control groups in
BMI and serum TG and TC concentrations and the dif-
lerence between the obese and nonobese subgroups in
frequency of ventilation tube insertion

Results: Meanz 5D EMI122043.4vs 163 241 (P=.01)
andmean £50 TClevel (193.0¢ 31 OmgfdLvs 1303+ 260
mg/dL {3050 80 mmol L vs4.3+0. 0mmol L] (P= (),
but not mem serum TG level (10942404 mgfdL vs
000252 3mg/L 1. 2420 46 mmolLvs 1.02 20,539 mmal/
L]}{P=.13), were significantly higher in the experimental
group than in the control group. Frequency af ventlation
tube insertion, however, did not difersignificantly between
the cbeseand nonobese subgroups, whetherdivided by BMI

(P=10)orserum TG (P=.12) ar TC(P=07) concentration.

Conelusion: Childhood obesity may be associated with
the oceurrence of otitis media with elfusion.

Arch Ctalaryngol Head Neck Surg, 2007;133:370-361
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Infant antibiotic exposures and early-life body
mass

L Trasande, ] Blustein, M Liu, E Corwin, L M Cox and M ] Blaser

Objectives:

stamln ilk To examine the associations of antibiotic exposures during the
first 2 years of life and the development of body mass over the

6 aylnda first 7 years of life.

Design:

Longitudinal birth cohort study.
Subjects:

A total of 11532 children born at #2500g in the Avon

Longitudinal Study of Parents and Children (ALSPAC), a
population-based study of children born in Avon, UK in 1991 -
1992,
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promote growth and increase profits. Could the same principle apply to humans? An inter-
national team of authors, acknowledging the important link between sustained growth and
favourable health outcomes, examined the evidence for whether this principle could apply to
children in developing countries (Gough EK and colleagues. BMJ 2014;348:g2267). Perhaps
surprisingly, they found 10 trials of sufficient quality, spanning 6 decades, to be included in
their meta-analysis. There was a wide variety of inclusion criteria and antibiotics used. Nine
studies compared to placebo, and one to nothing. Treatment and follow-up periods varied
enormously. Only one involved HIV—positive children. The net cumulative beneficial effects
on height amounted to 0.04 cm/month, and on weight to 23.8g/month. The effect seemed
greater for weight than for height, for younger children, and for studies done in Africa. If this
effect was sustained over a whole 15 years of growth, antibiotics could, in theory, make chil-
dren 7.2 cm taller and 4.3 kg heavier.

A recent randomised controlled trial not included in this meta-analysis came from Malawi,
where researchers added antibiotics (amoxicillin or cefdinir) or placebo to their existing
severe acute malnutrition treatment regime (Trehan I and colleagues. N Engl | Med
2013;368:425-35). The study involved over 2750 children less than 3 years of age.
Antibiotics produced a significant improvement in mortality (RR of death for placebo vs. cef-
dinir 1.8; 95% CI 1.22-2.64), and improved recovery rates. Weight gain was modestly but
significantly superior for the antibiotic-treated groups.




Antibiotic Exposure in Infancy and Risk

of Being Overweight in the First 24
Months of Life

Antti Saari, MD*®, Lauri J. Virta MD, PhD®, Ulla Sankilampi MD, PhD®, Leo Dunkel MD, PhD® Harri Saxen MD, PhD®

PEDIATRICS Volume 135, number 4, April 2015

WHAT THIS STUDY ADDS: The weight-promoting
effect of antibiotics is most pronounced when
the exposure occurs at <6 months of age or
repeatedly during infancy. Increased body mass

is distinctly associated with exposure to
cephalosporins and macrolides, especially in
boys.




INTESTINAL MIKROBIYOTA
Obesite-Diabetes 2015

Mezenterik viseral yag dokuda bakteri

DNA ornekleri saptanmig

(omentum ve diger viseral adipoz doku 6rneklerinde yok)

RALSTONIA PICKETTI

Gram negatif gomak, proteobakter




INTESTINAL MIKROBIYOTA
Obesite-Diabetes 2015

RALSTONIA PICKETTI

1- Viseral dokuda R. picektti yiiki ile sistemik inflamasyon arasinda

pozitif korelasyon mevcut

2- Fecal R. picketti diizeyi ile insilin rezistansi oldugu gosterilmis.
3- Deneysel ¢alismada 4 hafta sire ile oral R. picketti igeren gavaj
alan ratlarda kilo aliminin oldugu, OGTT'nin bozuldugu gésterilmis.
4- R. picektti igin gelistirilmis ASI uygulanan ratlarda insiilin

rezistansi gelisiminde azalmal!l
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Antibiotic Exposure and IBD Development Among
Children: A Population-Based Cohort Study

~

WHAT'S KNOWN ON THIS SUBJECT: Inflammatory bowel disease
pathogenesis is incompletely understood. Previous pediatric
studies suggested associations between antibiotic use and
inflammatory bowel disease development but were limited by
recall bias, lack of controls, incomplete antibiotic capture, or
included exposures between symptom onset and diagnosis.

WHAT THIS STUDY ADDS: Our population-based cohort study
suggests that certain childhood antibiotic exposures are
associated with an increased risk of developing inflammatory
bowel disease. Our findings have implications for understanding
the condition’s pathogenesis and provide additional stimulus for
reducing unnecessary childhood antibiotic use. _/,
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ABBREVIATIDNS

aHR—adjusted hamrd ratio
Cl—confidence interval




DENIATRICC

WHAT’S KNOWN ON THIS SUBJECT: Inflammatory bowel disease
pathogenesis is incompletely understood. Previous pediatric
studies suggested associations between antibiotic use and
inflammatory bowel disease development but were limited by
recall bias, lack of controls, incomplete antibiotic capture, or
iIncluded exposures between symptom onset and diagnosis.

WHAT THIS STUDY ADDS: Our population-based cohort study
suggests that certain childhood antibiotic_exposures are
associated with an increased risk of developing inflammatory
bowel disease. Our findings have implications for understanding
the condition’s pathogenesis and provide additional stimulus for
reducing unnecessary childhood antibiotic use.

2




Helminths infestation incidence
47




Helminths infestation incidence

Autoimmune disorders incidence

Personal communication from Dr. Joel Weinstock
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Medical News & Perspectives

Unraveling the Influence of Gut Microbes on the Mind

5 May 2015

M. J. Friedrich

TBH[EKI§|f ﬂ The Cure for Brain Diseases Is in Your

- Gut

28 April 2015
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Dinan et al.
University College Cork

Deneysel ¢alismalarda intestinal
mikrobiyota kompozisyonunda

degisikligin depresyon ve
anksiyete arasinda iligki oldugu
gosterilmistir.

Bazi bakterilerin bulunmamasinin
serotonin bagirsak ve beyinde
yeterli diizeyde iuretilmedigi
gosterilmis (mutluluk?)

Tedavide probiyotikle
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Microbiota disbiosis is associated with colorectal cancer

Zhiguang Gao', Bomin Guo®, Renyuan Gao', Qingchao Zhu and Huanlong Qin *

Dapartment of Ganaral Sugary, Shanghai Siao Tong Univarsity Affifated 5ixth Poopla’s Haspital Shanghai, China
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Microbiota disbiosis is associated with colorectal cancer

Zhiguang Gao', Bomin Guo®, Renyuan Gao', Qingchao Zhu and Huanlong Qin *

Dapartment of Ganaral Sugary, Shanghai Siao Tong Univarsity Affifated 5ixth Poopla’s Haspital Shanghai, China
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Effects of H. pylori loss on gastric microbiome
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