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lotopLkn avadpopun

Ounpoc, Innokpatng =2 «onPn»
[aAnvoc =2 XopaKTNPLOTIKA TNC oNYPNC
Ibn Sina 2 onYn TOU ALUATOC KOL LOTWV HE TIUPETO

Ignaz Semmelweiss = smuAoxela cnyn
Joseph Lister 2 opyxec aviionyiac

/]

Louis Pasteur - “matepac pkpoBloloyiac kot avocoloyiog’
Robert Koch - Bepshwtnc Baktnploloyiac, kptrripta Koch




lotopLkn avadpopun

[MpLwv To 1991:

* Hovotnuatikn pAsypovwdnc avridbpoon peletndnke otic MEO oe
acBeveic amo TouC TAYKOOULOUC TTOAELLOUC

* OAVOTOC ATO AVETAPKELX EVOC CUCTHLOTOC =2 OTIAVIOTEPO

e AvemApKeLa TIOAAATTAWY OPYAVWY —> CUXVOTEPN

 Sir William Osler = O ao9¢evric¢ gaivetal va nedaivel ano tnv
QartaVTNon ToU opyavicuou otn Aoiuwén, mapa aro tnv (oo tnv
Aoiuwén




Yuotnuatikn pAsypovwdng amavinon:
Aolpwén/onPn = tpavpa/naykpeortitida/sykavua

2KOTIOC =2 Apuva
AA\G n utePBOALKN €viaon = OopyaVviK avemapkela/0avato

BlotexvoAoyia =2 Avayvwplon pecolapntwv pAsypovnc/poplwv

NMPOCKOAANGNG
Oplopol

Oepamnelec =2 o0TOXOC O MEPLOPLOUOC



>UvOpopo cuvotnpatikne dAeypovwdouc avtidpaonc (SIRS)

e Juotnuartikn pAsyuovwdncg anavinon o€ coBapn Aoipwén

(eloodoc kat Staomopd Aotpuwdouc apayovia oTou LoToUC HECW TOU OlLLATOC)

e ExOnAwvetal pe TovAaylotov SU0 ATTO TA TTAPAKATW:

a) YnepOepuia / YrnoUepuio (>380C n <360C)

b) Tayukapdia (> 90/min)

c) Tayunvoia / Yrnepoaeptouoc(>20/min PaCo2<32mmHg)

d) Neukokuttapwon/ Aevkomevia (> 12000 r <4000 n > 10%
AWPES HOPPEC)

American College of Chest Physicians/Society of Critical Care Medicine Consensus Conference. Definitions for sepsis and organ failure and guidelines for the use of innovative therapies in sepsis, Crit. Care Med.20
(1992) 864e874



Systemic Inflammatory Response Syndrome (SIRS): An inflammatory response to a wide variety of clinical insults
manifested by two or more of

- temperature >38°C or <36°C

- heart rate >90

- respiratory rate >20 or PaCO, <32 mm Hg

- WBC count >12K or <4K, or >10% immature (band) forms.

Sepsis: SIRS caused by infection

Severe Sepsis: sepsis with at least one organ dysfunction or hypoperfusion

Septic Shock: severe sepsis associated with hypotension that is resistant to adequate fluid resuscitation

Bacteremia: the presence of viable bacteria in the blood stream

Multiple Organ Dysfunction Syndrome (MODS): impairment of two or more organ systems in an acutely 1ll patient

where homeostasis cannot be maintained without therapeutic intervention

EvailoOnoia ELkétnta T e




EXPERT PANEL

2001 SCCMW/ESICM/ACCP/ATS/SIS
International Sepsis Definitions Conference

Table 1 Diagnostic criteria for
sepsis

4 Defined as a pathological pro-
cess induced by a micro-organ-
ism

®Values above 70% are normal
in children (normally 75-80%)
and should therefore not be
used as a sign of sepsis in new-
borns or children

¢ Values of 3.5-5.5 are normal
in children and should there-
fore not be used as a sign of
sepsis in newborns or children
dDiagnostic criteria for sepsis
in the pediatric population is
signs and symptoms of inflam-
mation plus infection with hy-
per- or hypothermia (rectal
temperature >38.5°C or
<35°C), tachycardia (may be
absent in hypothermic patients)
and at least one of the follow-
ing indications of altered organ
function: altered mental status,
hypoxemia, elevated serum lac-
tate level, and bounding pulses

Infection?
Documented or suspected and some of the following®:

General parameters

Fever (core temperature >38.3°C)

Hypothermia (core temperature <36°C

Heart rate >90 bpm or >2 SD above the normal value for age

Tachypnea: >30 bpm

Altered mental status

Significant edema or positive fluid balance (>20 ml/kg over 24 h)

Hyperglycemia (plasma glucose >110 mg/dl or 7.7 mM/l) in the absence of diabetes

Inflammatory parameters

Leukocytosis (white blood cell count >12,000/pl)
Leukopenia (white blood cell count <4,000/ul)

Normal white blood cell count with >10% immature forms
Plasma C reactive protein >2 SD above the normal value
Plasma procalcitonin >2 SD above the normal value

Hemodynamic parameters

Arterial hypotension® (systolic blood pressure <90 mmHg, mean arterial pressure <70,
or a systolic blood pressure decrease >40 mmHg in adults or <2 SD below normal for age)

Mixed venous oxygen saturation >70%"

Cardiac index >3.5 | min~! m-2cd

Organ dysfunction parameters

Arterial hypoxemia (PaO,,F102 <300)

Acute oliguria (urine output <0.5 ml kg-! h~' or 45 mM/I for at least 2 h)

Creatinine increase 0.5 mg/dl

Coagulation abnormalities (international normalized ratio >1.5 or activated partial
thromboplastin time >60 s)

lleus (absent bowel sounds)

Thrombocytopenia (platelet count <100,000/ul)

Hyperbilirubinemia (plasma total bilirubin >4 mg/dl or 70 mmol/l)

Tissue perfusion parameters

Hyperlactatemia (>3 mmol/l)
Decreased capillary refill or mottling




PIRO ( Predisposition, Insult, Response,
Organ dysfunction)

Table 2 The PIRO system for staging sepsis

LROTTaA W Future Rationale
Predisposition  Premorbid illness with reduced  Genetic polymorphisms in components At the present, premorbid factoes
probability of short tem survival,  of inflammatory respoase (¢.g., Toll-like impact on the potential attributable
Cuiltural or religious bebefs, merux tumor necrosts factor, interleukin |, morbidity and morality of an acute
age, gender CD14); enhanced undenstanding of specific  insult; deleterious copsequences of
interactions between pathogens insult depend heavily on genetic
and host diseases predisposition (future)
[nsult Culture and sensitivity Assay of microbial products Specific therapies directed agalast
(Infection) of infecting pathogens: ! ; . mannan, bacterial DNA),  inciting insult require demonstration
detection of disease amenable geoe transcript profiles and characterization of that insult
1o source control
Response SIRS, other s} ﬁm of sepsis, \cmmm markers of activated inflammation  Both mortality risk and potential
shock, Coreactive protein ? , procaleitonin or interleukin 6) to respond to therapy vary with
or im imd host responsiveness noaspecific measures of disease
(e.g.. HLA-DR), a-pecmc detection of target  sevenity (e.g., shoek),
of therapy (¢.g.. protein C, tlumor necrosis specific mediator-targeted thetapy
factor, platelet-activating factor) is prodicated on
and activity of mediator
n Organ dysfunction as number Dynamic measures of cellular response Response o preemptive theeapy
dysfunction of failing orgnns OF Composite to insult — apoptosis, cytopathic hypoxia, (€.8., targeting micro-organism
sore (e.g.,mu ligk«pn cell stress or carly mediator) not possible if
dy sfuncuon sy logistic already present; therapies
organ dysfunction system, targeting the injurious cellular
Sequentia Og:.‘n Failure process require that it be present
Assessmen latric Multiple

Organ Dysfunction, Pediatric
Logistic Organ Dysfunction)




Concerns and deficiencies

H onyn anoteAel cuvépopo (0xL vooog)
Mn €ekaBapn Brontaboloyla =2 dev untapyet «gold standard» dtayvwong
Anapaitnto va {ekabaplotouv oL 0OPLOHOL Kl TaL KALVIKA KpLtipLa

H dtadwaoio tng onyng (kat tou SIRS) epmeplexel mpo- ka avtl- PAEYHOVWIELS MAPAUETPOUC, OTIWG
KoL LN 0lVOGOAOYLKEG LETOBOAEC (KapOLAYYELOKEC, OPUOVLKEC, LETABOALKEC)

H ekdbnAwon tou SIRS dev cuviota anapaitnta aroppUduLton tnc AVvoooAoyIKAC AmAavTNong Tou
OpYOaVIOUOU

AvtiBeta kpLtrpla SIRS pmopouv va ekbnAwBoulv oe aocdeveic mou dev avantuooouy anapaitnta

Aoiuwén n ocuvodevovtal aro Kkakn npPoyvwon



Published 1n final edated form as
JAMA. 2016 February 23; 315(8): 801-810. d0o1:10.1001/jama.2016.0287

The Third International Consensus Definitions for Sepsis and
Septic Shock (Sepsis-3)

O

H onyn xapaktnpiletal emeiyovoa kataotaon. Kupla attio Oavatou amno Aolpwén

Juvdpopo ou ekdnAwvetal pe BAaon Touc mMoBoyovoug MaPAYOVTEG KAl ATTO TIOPAYOVTEG OXETLKOUC UE
tov aacOevn (nAwkia, VAo, cuvoonpPOTNTA KATL) KoL TNV TEAPOSO TOU XPOVOoU

H aropuduion tng avoolakn¢ anavinons tov acdevi) Kot n opyavikn SUGAELtoupyia cuvioToUV TOUG
APAyovTeS yLa tn dtaopornoinon ths onYn ano tnv Aoiuwén

H duoAettoupyia opyavwyv Adyw onyng unopei va unv ivat EkdnAn (Loxvpn vnoyia os kabe
Aotpwén)

Noipwén rou dev €xeL dlayvwobei pmopel va tpokadeoel SuoAeltoupyia opydvou

MepTTWoelg AolpwéNG mou va 0dnNyNooUV OE opyavIK) AVETTAPKELA XwPIi¢ va ekbnAwdei SIRS



Znyn:
» OpyaviKn OVENAPKELA ATELANTIKA yia TN {wn W¢ IOTEAESUA TNG UN
PUOMLOMEVNC amavTnonc Tov Eevioth o€ pa Aoipwén

pO./FiO, 2400 <200

PLTs (x10° mm?®) 2150 <150 <100 <50 <20

XoAepuBpivn (mg/dl) <1.2 1.2-1.9 2.0-5.9 6.0-11.9 212.0

Kapdiayyeiako MAT 2 MATM < <5* s1* >
70mmHg 70mmHg

KAIHOKO KWHaTog 15 13-14 10-12 6-9 <6

Maokwhng

Kpearivivn (mg/dl) (A <1.0 1.2-1.9 2.0-34 3.5-4.9 25.0

oupa/nuépa) (<500) (<200)

SOFA score22



YMNOWIA AOIMQ=HZ

gqSOFA

qSOFA (ypriyopo SOFA) 22 * MTwon emTedou ouveidnong
« 222 AVATTVOEG/AETTTO

« ZAN<100 mmHg

A=ZIOAOIMHZH OPTANIKHZ
AYZAEITOYPIIAZ

SOFA 22*

2HITIKH KATATIAH=IA

Mapd Tnv emMapKnR EvuddTWOoNn

« Méon apTnplakn mTieon <65mmHg
* [aAakTiké 22 mmol/l

« AMNAITOYNTAI ivoTpotra




2tk KotartAnéia (septic shock)

* YrntooUvoAo tn¢ oNPNc HE EVTOVEC KUKAOPOPLKEC KAl KUTTAPLKEC/ LETABOALKEC
SdiatapaxEG mov ocuvodevovtal and avénon tng Bvntotntog

e Aldyvwon amalttel tTnv KAk emBePaiwon tng onPng cuvOUOOTIKA UE:

i.YIToTaon mou amaLtel xopnynon oyyELOCUCTIAOTIKWY yla TN OLaTNpnon tng
MAP=>65mm Hg, mapa tnv avarnAnpwaon vypwyv

ii.[aAakTika opou >2mmol/L (18mg/dL)
* H Bvntotnta evdexetal va Eemepaocel to 40%

* 0 6poc «oofapn cnPn» Kotapyeito



National Early Warning Sore ( NEWS)

National Early Waming Score (NEWS)*

PHYSIOLOGICAL 3
PARAMETERS

2

Respiration Rate

Oxygen
Saturations

Any Supplameantal
Oxygen

Temperature

Systolicc BP

Heart Rats

Leavel of
Consdousness

92-93 94 -95 =86
Yes No
+
351-360 | 361-380 | 38.1-390 2381
101 - 110 11-219
_,
41 -50 51-90 91-110 111-130
A

V.Poru

MBavn onn:
NEWS 25



National Early Warning Sore ( NEWS 2)

Chart 1: The NEWS scoring system

Physiological
parameter

Respiration rate
(per minute)

SpO, Scale 1 (%)

SpO, Scale 2 (%)

Air or oxygen?

88-92
>93 on air

93-94 on
oxygen

Air

95-960n |
oxygen

Systolic blood
pressure (mmHg)

Pulse (per minute)
Consciousness

Temperature (*C)

101-110

35.1-36.0

111-219

36.1-38.0

38.1-39.0

41-50 | 51-90 | 91-110 111—130 213




Modified Early Warning Score (MEWS)

Score 2 1 0 1 2
Respiratory rate =0 9-14 15-20 21-29
Heart rate <40 41-50 51-100 101-110 111-129
Systolic blood pressure 71-80) &1-100 101-199 =200
Temperature <35 35-384 =385
Level of consciousness Alert Voice Pain
Contact physician when MEWS score =>4 1f oxyoen saturation drops to <90 % with oxygen treatment and if vou are concerned of the patients’ condition.

Color-code MEWS score Follow up/new measurements
Blue 0 24 hours
Yellow 1 8-12 hours

Draniﬂ 2 4-8 hours



GUIDELINES
- - - . . . ') |
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shock 2021
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Recommendation

2. We recommend against using gSOFA compared to SIRS, NEWS, or
MEWS as a single screening tooi ior sepsis or septic shock

Strong recommendation, moderate-quality evidence




2NYn = kakonOnc evdéayyeiokn pAsypovn

e Kakononc: aveéEAeyktn, appUBULOTH KOl AUTOTPOPOOOTOUUEVN

* Evbayyelakn: to aipa dtaoneipet toug pecoAaBntecg nouv pucLoAoyLka
eTLOPOUV METAEY KUTTAPWV OTO LECOKUTTAPLO SlaoTnua

e (DAeypovn: OAa TO YAPAKTNPLOTIKA TN PAEYUOVWEOUC amavtnong
OTTOTEAOUV UTTEPEKPPAON OAWV TWV XOPAKTNPLOTIKWY TNC PUOLOAOYIKAC

dAeypovwodouc aviibpaong

Pinsky MR, Matuschak GM. Crit Clin Care 1989



AlTLOL

Damage Associated Molecular Pattern Pathogen Associated Molecular Pattern
(DAMP) (PAMP)

* 'EVKOEUW * Baktnpla (S.aureus, Pseudomonas,
* Tpavua E.coli)

e Xelpoupylkn emepBaon

. Elopddnon * |lol (Influenza A,B, CMV)

* MMaykpeatitda  Mukntec (Candida)
* Otela Loxatpia opyavou * Mapdotta (EAovooia, Asiopavioon)

e Avutoavoon ayyeltda

* QapuakeuTkn avtibpaon

e Kataxpnon ouclwv

e Awdtpnon KoiAou omAdyxvou Kol Loxatpio
* Awuatoloyikn KakonBela

* Toxic shock syndrome

Vincent JL, Rello J, Marshall J, et al. International study of the prevalence and outcomes of infection in intensive care units. JAMA 2009
BVincent JL, Marshall JC, Namendys-Silva SA, et al. Assessment of the worldwide burden of critical illness: the Intensive Care Over Nations (ICON) audit. Lancet Respir Med 2014



Organism

Eastern
Europe

Central/ North

Africa

Staphylococcus aureus/MRSA
Staphylococcus epidermidis
Streptococcus pneumaoniae
VSE

VRE

Escherichia coli
Enterobacterspp

Klebsiella spp

Pseudomonas spp
Acinetobacterspp

ESBL producing GNR
Anaerobes

Candidaspp

Aspergillus spp

Parasites

20/9

11

17

10

17

.

22/10

12

10

15

21

29

17

1

A?_:::]:a America Sl
19/11 27/18 28/9
o 12 8
3 4 3
2 5 4
2 5 5
14 14 13
9 8 3
16 9 12
26 13 15
14 4 4
3 0 0]

1 8 3
13 18 13
0 3 pi
1 1 1

30/20

15

6

4]

11

19

15

15

0

16/10

17

21

29

19

1

Fig 2| Common microbiological isolates from the Extended Prevalence of Infection in Intensive Care (EPIC II; % of isolates).”®
Abbreviations: MRSA=methicillin resistant Staphylococcus aureus; VRE=vancomycin resistant enterococcus; VSE=vancomycin
sensitive enterococcus; ESBL=extended spectrum B-lactamase. Darker boxes indicate prevalence significantly different from that

seen in western Europe




MNaBoduololoyia

AvayvwpLon
DAMP/PAMP armo Yriepavtidpaon Kol
vrtodoxea (PRR) OVOOOKOTOOTOAN
AmnteAevBepwon
KUTTOPOKLVWYV TIPO-
KOLL OLVTL-

dAsypovwdwy



Maurizio Cecconi, Laura Evans, Mitchell Levy, Andrew Rhodes. Sepsis and septic shock. Lancet 2018;

392: 75-87

Extracellular activation

Intracellular activation

Secretory activation

Pathogen presenting PAMP  PRR on membrane

Intracellular PRR

Immune cells

A\
S\
Secreted PRR ’Q“’QL
Gytokine Phagocytosis Apoptosis or Complement
secretion cytokine release activation
. 4 < < 2 g

Simultaneous imbalanced activation of proinflammatory response (leading to cellular and
tissue damage) and anti-inflammatory response (leading to imune system impairment)

Cytokines
Proteases
Complement actvation

Lewcocyte activation
T-cell and B-cell impairment
Coagulation activation

mt =

ks oz

» &

/'

|
GO
X8

Brain
Altered mental state
Skin
Mottled
Cold
Prolonged capillary refill ime

Decreased urinary cutput
Reduced pulse pressure
Tachycardia

Increased respiratory rate and




SIRS/CARS

e TNF-a

[MpopAeypuovwodelc [y :té
(SIRS) . IL-8

e PAF

AviidAeypovwodelg LT
L-4
(CARS) 10




Ytadila SIRS = MODS

. Tomkn amnavinon =3
APXLKI) CUOTNUATLKI AITAvVINON e

Moallkl cuoTnUaTkn PAeypovNn spincien ““"'\""'”" o

kW e

EKTETAMEV AVOCOKATAOTOAN s Dot o
Avoooloyikn dlatapaxn otnv % L A—

QTAvVINoN N -

S : ;
2 \ / //
o
\\
Multiorgan failure

R.C. Bone, Immunologic dissonance: a continuing evolution in our understanding of the systemic inflammatory response syndrome (SIRS)and the multiple organ dysfunction syndrome (MODS), Ann. Intern.Med.
125 (1996) 680e687.



1. Torukn amavtnon

Evepyormoinon avoocokuttapwyv

‘EKKPLON KUTTOKWVWYV, XNHUELOKLWVWY, Lopiwv tpookoAAnong (IL-1b, IL-6 TNFa, ICAM-1, VCAM-1, NO)
Evepyormoinon noAvpopdonipnvwyv

Auénuévn €kdppaon poplwv PookOAAnong oto evboBnAo =2 Alatapaxn evéodnAwakou ppaypol
Evepyomoinon diktuoevboBnAtakol cUCTAUATOC

Inflammation

® @ » ., *——Epithelial ® o
= R = cell - )
(“ (0, \ o/® "# o Mastcel—4¢ b ©
2 / ‘/ 1 o \\ LA :“\,‘ "L > l\_ o

¢ -/ & *——Dendritic :

cell \
gio |
Pathogen —e" ¢
/

»——Chemokines

“-'° Cytokines — i‘




2. ApXLKN CUCTNMOTIKN amavTnon

Evepyomnoinon cvotnuatoc CARS (compensatory anti-
inflammatory response syndrome) yiwa Statipnon avoooAOYLKNC
LOOPPOTILOLC

Aleyepon avéNTIKWV TTAPOYOVTWV
Evepyomolnon Hakpodaywyv Kol aLUOTIETAALWY

EAattwon npowAsyuovwdwy puecoAabnrtwy



J\

3. Madllkn cuoTNUATIK PAEYUOV

T SIRS

AuvoAettoupyla evéoBnAiov "
ALaTapaYEC TINKTLKOU LLNXAVIOUOU
Avarmtuén BpoupPwoswv ota Opyava

AUEnon TPLYoELOLKNC SLOTTEPATOTNTOC

> Alatapoxn AKEPALOTNTOC KUKAOPOPIKOU CUCTAMOTOC

Increased nutrents,
& glucose av 10 muscles



4. EKTETOMEVN AVOOOKATOOTOAN

* AVOOOKOTOOTOAN — e

* Asutepomadeig |
AOLpHWEELG
> (ﬁavérr’ IO O'ﬁ ¢ nc¢ R

M CARS



5. Avoooloylkn dtatapayn

Excess pro-inflammatory: early mortality

Pro-inflammatory ALY ~
response 0

Immuno-

homeostasis
. Teun N\
Anti-inflammatory SIRS N
reponse \
N\

Persistent CARS:
Recurrent sepsis/MODS

* Amoocuvdeon SIRS + CARS
* EkdnAwon MODS (Multiple Organ Dysfunction Syndrome)



Duowkn avootla

PAMP/DAMP+PRR MD2, CD1

(TLR4)

Interleukin-1 receptor associated

kinase (IRAK) -4

A 4

NF-kB
: , , TNFa
MpookoAAnon oubdetepoPAwyv oto evdoBnALo 0o
Evepyomoinon cupnAnpwpatog C3a-C5a . .2
Evepyormoinon KUTTOKWVWV IL-6
Alatapaxeg mnénc IL-8
ATteAevBEPWON OPUOVWYV OTPEG \
CRP

ATtOTwon
Procalcitonin

HMGBPI1



Ertiktntn avoola

 Ta CD4+ T- helper AepdokvtTapo EKKpLvouv TTPO- KOl AVTL-
OAEYUOVWOELC KUTTOPOKIVEC

e Th1 (IFN-y, LT-a), Th2 (IL-4)
* |looppornia Thl/Th2 emnpeadlel tnv €kPaon Kat emBiwon

» EAattwuévn anavtnon tTwv T- AEUPOKUTTAPWY OTO QVTIyOVOo

» AnTOntwon AEUPOKUTTAPWV Kot AAAWV KUTTAPpWV
avooorolnNtikou ueow IFN-y

C.D. Heidecke.Selective defects of T lymphocyte function in patients with lethal intraabdominal infection, Am. J. Surg. 178 (1999) 288292
R.S. Hotchkiss.Adoptive transfer of apoptotic splenocytes worsens survival, whereas adoptive transfer of necrotic splenocytes improves survival in sepsis, Proc. Natl. Acad. Sci. U.S.A.100 (2003) 6724e6729



THE ADAPTIVE
IMMUNE SYSTEM

(:yeomdc‘re.ll a
mmory‘reon
0

Eosinophil T cell progenitor

~ 6

thory B cell
Myeloid progenitor

MYELOID LINEAGE LYMPHOID LINEAGE

HEMATOPOIETIC
STEM CELL



CARS

e [L-4 kot IL-10 avaotéAAouv TNF-a, IL-6 kot IL-8 avti-pAeypovVWOELC KUTTOPOKIVEC
» loopporia petaéu SIRS + CARS kadopilst Ty nopeia mpo¢ to MODS
» Mn vnoywpnon tou CARS odnyei o mapatetapuévn avoooKATAoTOAN

Pro- Cardiovascular Failure
inflammatory Respiratory Failure
Response " Renal Failure

Gastrointestinal Failure

TNFa, IL-1B,
IFNy, ROS,

MIF, HMGB-1 Recovery

IL-4, IL-10,
TNF R, IL-1RA,
Apoptosis

o Death

Immune Suppression - Secundary
Anergy Infections



[Molol napayovtec Ba odnynoouv otn onn?

1. Mikpoopyaviopoi 2. Kuttapokivec (nepiooeila)
Outtoéivec aviyvevovtal oTo aipa e TNF-a
TWV ONTTTLKWV 0.00evwv e IL 1

 Auvénueva emnimeda evdotoéivng
oxetilovtal pe ook kat MODS

 'Eyxuon evdotoéivne oe avBpwroug

avarnopayet ToAG oo Ta induction of IL-6 and IL-8
ETIUUEPOUC XOPOAKTNPLOTIKA TNG
onPng LOoaquiation actwvatior

FIRANOIYTIC activation




[Molol napayovtec Ba odnynoouv otn onn?

3. ZUpNTARnpwua 4. Tevetikn mpodiLaBeon

. AVOOTOAN TOU KATAPPOKTN * Single Nucleotide Polymorphism
CUUMANPWHOTOC BEATLWVEL TNV (SNP)
emBiwon

 >1% oeg kABe MAnBuouo

ii. Cba, Cl o 2-3% €XeL TNV LKOVOTNTA VO LETOBAAAEL TNV
Ekdpoon evog yovidiou

o JYxetilovtal LE ETIPPEMELA OTN oNYPN
KOlL KOLKN TIPOYVWON



ALOTOPOXEC TINKTLKOU HNXOAVIOMOU KoL
ULKpOKUKAODOpLOC

* Evepyormoinon avaotoA£a MAACLVOYOVOU avaoTEAAEL TNV tvodoAuon

e EvboOnAwakn PAAPN LECW TOU LOTIKOU rtapayovta (TF) evepyomolel ToV KOTappPaKTN TNG
NG

* Auénuevn evamoBeon WikNG

 Meiwon npwteivne C, avtiBpoufivng, BpouBopouvtoAivng

» Auénuévn diamepatotnta tpiyostdwv, BAaBn evéodnAiakou @payuoU Kot ULKPOayyELOKA
UpouBwaon odnyouv oe dtatapayn rapoxnc LoTwv

Vincent JL, Zhang H, Szabo C, Preiser JC. Effects of nitric oxide in septic shock. Am J Respir Crit Care Med 2000; 161: 1781-85.



NeupoeVOOKPLVLKEC LETAPOAEC




Anontwon

e Extrinsic death receptor
e Intrinsic (mitochondrial)

* Endoplasmic reticulum stress
induced

Mnyxaviopoi kuttapitkic BAABNC

* |OTIKA LoYOLUL

e Kuttapomnabntikr) BAABn
(Mttoyxovdplokn)

e Alatapoxn AmoOmtwong

;ﬂ Epithelial cells
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ALTERED IMMUNE STATUS




loTIKN LoXaLuio

Atatapayn avtopplBOuLonc amattovpevou / dStaBgatpov O2

Alatapaxn HikpokukAodopiag(dlatapaxn loopporiag mnéncg /
vwdoAuaonc)

EvooOnAilakn BAABN

ATIWAELO TAQOTIKOTNTOC —TIPOCAPUOOTIKOTNTOC EPUOPWYV OTNV

LULKpokuKkAodopia =2 Slatapaxn AUATWONC =2 EAATTWHEVN 0EUYOVWON



Kuttapornadntikn BAaBN

Mutoxovéplakn ducAettovpyia =2 Kuttapotoikotnta

Alatopoxn anontwonc(npoypapUoTIOMEVOC
KUTTOPLKOC Bavatoc)

Melwpévn anontwon MMM kot pakpodaywv =2 svioyxuon / mapataon GAEYLOVAC

Auénuevn amontwon AePPOKUTTAPWVY KoL SEVOPLTIKWY KUTTAPWY =2 MELWUEVN

KaBapon ULKPOOPYAVIOUOU



Hyper-inflammatory
resp?nses

- i

Persistent inflammabion |
acreased cytokine productions
Reduced phagocytosis

Homeostasis¥

Lymphocyte apoplosis
Reduced T call proliferation and anergy
increased Treg supprassor function

‘ T call Th1-Th2 polarization

Immunosuppression




EpwtNoELG



* [Tloto amo ta mapakotw OV MEPAaUBAVETAL OTA KPLTNPLO TNC
OUOTNUOTIKNC pAeyuovwdouc anavinonc,;

A. Tayukapdia
B. Ytotoon

. YmoBeppuia
A. KAwvikn emBeBaiwon tnc onyne

E. To B kaLto A



e 210 npwrto otadtlo tou SIRS evepyornoleital:

A. H EKKpLON KUTTOPOKLVWYV KoL LOpLlwV MPOCGKOAANGCNG
B. To cuoTNUA TOU CUUTTANPWUOTOC

[. Ta B kot T Aepdokuttopa

A. To diktuevdoBnALtako cuotnua

E. OAa ta mapamavw

2T. To A,B koL A



* Ol KUPLOTEPEC QVTIPAEYLUOVWOELC KUTTAPOKIVEC ElVaL:

A. H lvtepAeukivn 4 kot 10

B. H IvtepAeukivn 6 ko 8
. O TNF-a ko n IvtepAgukivn 1

A. H Ivtedepovn y
E. Kaveva armo ta mapommovw



e AoUevnc ue oakyopwdn StaBntn KoL xpovia VEPPLKI VOOO EXEL
StaywoIel ue rtvevpovia. lNota amo ti¢ anelkovi{OUEVEC AVOOLOKEC
AMTAVTOELC TOU OLOYPAUUXTOC ot UITOPOUCE VA AVTIOTOLYEL OTOV
TP ATTOVW AOTEVH;

=
A. KOKKLVN S
a
B. Mpaown g
, )P . S
I—. MT[)\-E E ;? Recovery
E
A. Kapia : -
g \
£
Death




e [Tota eival n attia Bavotou o€ acUevelc ue urmtepBoALkN
avTipAeyuovwdn cuoTNUATLKN OITAVTNON:

A. H ToAuopyaviKr avenapKeLA
B. H avoookataotoAn

. OL beutepomaBdeic AoLpwEELC

A. Koveva armo to mopamnovw



Euyaplotw!!



