ALLOTOAOYLIKEC EKONAWOELC N
OLLLLATOAOY LKWV VOO NUOATWV

Noavaylwwtng Mavaywwtidng

AvartAnpwtnc Kabnyntnc Awtpatoloyioag A'TNK
EKTA



Euprjpota amno tnv YEV.oHaToC

Avoupia (MLKpo, VOpUO, LOKPOKUTTOPLKN).
AgukoKuTTAPWON

MoAupopdonupnvwaon/ otpodn mpoc T
OpLOTEPOAL.

Hwowodwia (>450/ky) - Baoidptiia (>100/ky).
Movokuttapwon(>800/kx)
Aepdokuttapwon(>4.000/ky)

N\eukKomevia

Opoppokuttapwon

Opoppomnevia.



Avaipio: OpLopoc

e JUudpwva pe to CDC:
yuvaikec Hb < 12g/dl, avépec Hb<13,5g/dI

2Uudwva pe tov WHO:
fluvaikec Hb< 12 g/dl, Avdpec Hb<13 g/dI



AvaLpiol LIKPOKUTTOPLKN

20npormevikn (1" og cuyxvotnTa avatuia)
XapnAoc Fe, kat xopunAn ¢eppttivn opou.
Alatpodlkng atttoAoyiog

£AKWV /VEOTIAOLCLATWY TOU YO.OTPEVIEPLKOU
ocwAnva.

Entipovncg atpotouplac emt vepplkwyv mabnoewv
/veoTAaoLWV.

OALKNC YOOTPEKTOUNC.
To 20% tnc avatpiac xpovioc vooou (AXN)



AvaLpiol LIKPOKUTTOPLKN

EtepoluywTeC B-LECOYELAKNC OVOLLULLOLC
Quololoyikoc Fe kol peppttivn opou.
HAektpodopnon atpoodatpivne (avénon tnc
A2 altpoodatpivng)

SOS, SOS: Aev ektelettal nAektpodopnon
aLpoodoLplvnc oV To ATOMO UTTO £EETOION EXEL



AvalLLlol VOPLOKUTTOPLKN

Avalpia xpoviog vooou (AXN) :xpoviec
Aowpwéele, veomAaoieg, HIV, KoAAayovwoeLg,
ayVeLTLdec, PAEYHOVWOELC VOOOL EVIEPOU KA).

Avollpia xpoviog vedplknc avemnapketac SOS
| MikpEC auénoeLc TnC KpeaTivivng opou o€
AEMTOOWMO , LEYAANC NALKLOC ATopO
,onuaivouv peyain peiwon touv GFR.
Avollpia KapOLAKNC OLVETIAPKELOLC

AwnOnon puelov amo veomAaoia.



AvaLpiol LOKPOKUTTOPLKN

YrtoBupeoeldLopoc

Kippwon

Avolpia pe nopouvoia avénuevwyv AEK:
1.Auvtoavoon AwpoAutikn avatpia (ZEA, KATT)

2 . ALLOAUTLKA QOO AOYW METAALKWV
BaABLOwv, HEYOAWV QULUOYELWUATWV.

Avapia tne xpoviog DIC.



Avaipio og HIV Aolpwén

e KataotoAn atpamnoinong, GappakeUTIKN TOELKOTNTA,
XPOVLEC AOLMWEELG, UTIOPEN QVTLOWLATWY KOTA
gepuBpormolntivnc.

e Fine epitope specificity of anti-erythropoietin
antibodies reveals molecular mimicry with HIV-1 p17
protein: a pathogenetic mechanism for HIV-1-related
anemia.

e Opuoloyia petaév nentidkne aAAnAouvyioc HIV kat
NEPLOXNC EpuBpoTOLNTLVNG TTOU CUVOEETAL UE TOV
vrtodoxea epuBporoLtivnc.

Tsiakalos A, Kordossis T, Moutsopoulos HM, Tzioufas AG, Sipsas NV. J
Infect Dis. 2011 Sep 15;204(6):902-11


http://www.ncbi.nlm.nih.gov/pubmed?term=Moutsopoulos HM[Author]&cauthor=true&cauthor_uid=21849287�
http://www.ncbi.nlm.nih.gov/pubmed?term=Sipsas NV[Author]&cauthor=true&cauthor_uid=21849287�

EmidnuioAoyika otowyeio otnv AXN
(2" o€ cuyvotnTa avotuio)

Table 1. Underlying Causes of Anemia of Chronic
Disease.

Estimated
Associated Diseases Prevalence®
percent
Infections (acute and chronic) 1895810
Viral infections, including human
immuneodeficiency virus infection
Bacterial
Parasitic
Fungal
Cancery 3p-F7aizid
Hematologic
Solid tumor
Autoimmune §-71%%.15.16
Rheumatoid arthritis
Systemic lupus erythematosus
and connective-tissue diseases
Vasculitis
Sarcoidosis
Inflammatory bowel disease
Chronic rejection after solid-organ trans-  8-70%7'%

plantation

Chronic kidney disease anidlnflaininaiian | 23650 ¢

* Values shown are ranges. Epidemiclogic data are not
available for all conditions associated with the anemia of
chronic disease. The prevalence and severity of anemia
are correlated with the stage ofthe underlying condition™®
and appear to increase with advanced age.”

1 The prevalence of anemia in patients with cancer is af-
fected by therapeutic procedures and age. A high preva-
lence was reported in one study in which 77 percent of el-
derly men and 63 percent of elderly women with cancer
were anemic.!! In another study, anemia was observed in
41 percent of patients with solid tumors before radio-
therapy and in 54 percent thereafter.**



NaBoduciooyikoi pnxoviopot otnv AXN




Napayovtec cuppeTexovteg otnv AXN(1)

Table 2. Pathophysiological Factors in Anemia of Chronic Disease.®

Feature Key Factors Mechanisms Cellular Pathway Systemic Effects
Pathologic TNF-x or inter-  Induces ferritin transcription Increased iron storage within the RES Hy poferremia, hyperfer-
iron homeo-  leukin-1 Leads to a decreased enythrocyte ritinemia
stasis half-life, mediated by TNF«  Unknown (may be through damage of Erythrophagocoytosis
red cells by radicals)
Interleukin-& Induces ferritin transcription Increased iron storage within the RES Hy poferremia, hyperfer-
or translation ritinemia
Stimulates formation of hepcidin  lron absorption and export from macrophag- Hypoferremia
es decreased by hepcidin
Interferon-y or  Stimulates DMT1 synthesis; Increased iron uptake and inhibition of iron  Hypoferremia
lipopolysac- down-regulates ferroportin 1 recirculation (e.g., derived from erythro-
charide expression phagocytosis) in macrophages
Interleukin-10  Induces transferrin-receptor ex-  Increased uptake and storage of transferrin-  Hypoferremia, hyperfer-
pression; stimulates ferritin bound iron in macrophages ritinemia
translation
Erythrophagocy- Reduces erythrocyte half-life Recirculated iron restricted within macro- Hy poferremia, anemia
tosis through increased uptake phages
of erythrocytes damaged by

TNF-x




Napayovtec cuppetexovteg otnv AXN (2)

Feature

Impaired

erythro-
polesis

Key Factors

Interferon-v, in-
terleukin-1,
or TNF-

Alpha,-
antitrypsin

Tumaor cells or
microbes

Hypoferremia

Mechanisms

Inhibits proliferation and differen-
tiation of CFU-E and BFU-E

Causes hypoferremia through
diversion of iren to the RES

Induces formation of nitric cxide

Limits iron uptake by erythroid
cells
Infiltrate bone marrow

Produce soluble mediators

Consume vitamins

Caused by cytokine-mediated di-
version of iron into the RES
and reduced iron absorption

Cellular Pathway

Induction of apoptosis; down-regulation
of erythropoietin-receptor expression;
reduced formation of stem-cell factor

Iron-restricted erythropoiesis

Erythroid aminclevulinate synthase inhibited
Reduced proliferation of BFU-E or CFU-E

Displacement of progenitor cells

Local inflammation and formation of cyto-
kines and radicals
Inhibition of progenitor-cell proliferation

Impaired hemne biosynthesis, erythropoietin
responsiveness; reduced proliferation
of CFU-E

Systemic Effects

Anemia with normal or
decreased reticulocyte
counts

Anemia with increased
levels of tin protopor-
phyrin

Anemia with increased
levels of levulinic acid

Anemia

Anemia, pancytopenia,
or both

Anemia, pancytopenia,
or both

Systemic deficiency of
folate or cobalamin

Anemia




Mapdyovteg CUMUMETEXOVTEC otnv AXN(3)

Feature Key Factors Mechanisms Cellular Pathway Systemic Effects
Blunted eryth- Erythropoietin - Inhibits erythropoietin produc-  Reduction of erythropoietin transcription; Decreased levels of circu-
ropoietin deficiency tion by interleukin-1 and radical-mediated damage of erythropoi- lating erythropoietin
response THNF-w etin-producing cells
Hypoferremia  Reduces erythropoietin respon-  Blunted heme biosynthesis and progenitor-  Anemia, hypoferremia
siveness of progenitor cells cell proliferation

owing to iron restriction

Interferon-y, in-  Impair responsiveness of progeni- Reduced erythropoietin-receptor expression  Anemia
terleukin-1, tor cells to erythropoietin on CFU-E; damage of erythroid progeni-
and TNF« tors mediated by cytokines or radicals;
possible interference with erythropoietin
signal transduction

* TNF-x denotes tumor necrosis factor &, RES reticuloendothelial system, DMT1 divalent metal transperter 1, CFU-E erythroid colony-forming
units, and BFU-E erythroid burst-forming units.




Aladopikn dtayvwon petatu AXN Kol
oldNPOTEVIKNC avaLuLoc.

Table 3. Serum Levels That Differentiate Anemia of Chronic Disease
from Iron-Deficiency Anemia.®
Anemiaof  Iron-Deficiency Both
Variable Chronic Disease Anemia Conditions
Iron Reduced Reduced Reduced
Transferrin Reduced Increased Reduced
to normal
Transferrin saturation Reduced Reduced Reduced
Ferritin Mormal Reduced Reduced
to increased to normal
Soluble transferrin receptor Normal Increased Normal
to increased
Ratio of soluble transferrin Low (<1) High (=2) High (=2)
receptor to log ferritin
Cytokine levels Increased Mormal Increased

* Relative changes are given in relation to the respective normal values.
1 Patients with both conditions include those with anemia of chronic disease
and true iron deficiency.



Anemia

Bicchemics or clinical
avdence of mflammation

Transferrin satwration
=1 h%;

Rule aut ather causes of anemia

Ferritin
30-100 ngjml
Determination of soluble
{ransferri recepbor
T

Figure 2. Algorithm for the Differentizl Ciagnosis among Iron-Deficency
Anemia, Anemia of Chronic Disease, and Anemia of Chronic Disease

with Iron Deficiency.

The abbreviation sTFRY log ferritin denctes the ratio of the concentration of
soluble transferrin receptor to the log of the serum ferritin level in convention-
al units.




Oeparneia AXN

Table 4. Therapeutic Options for the Treatment of Patients with Anemia
of Chronic Disease.

Anemiaof Chronic  Anemia of Chronic Disease

Treatment Disease with True Iron Deficiency
Treatment of underlying Yes Yes

disease
Transfusions# Yes Yes
Iron supplementation Mo Yesy
Erythropoietic agents Yesi Yes, in patients who do not have

a response to iron therapy

* This treatment is for the short-term correction of severe or life-threatening
anemia. Potentially adverse immunomodulatory effects of blood transfusions
are controversial.

T Although iron therapy is indicated for the correction of anemia of chronic dis-
ease in association with absolute iron deficiency, ne data from prospective
studies are available on the effects of iron therapy on the course of underlying
chronic disease.

I Owvercorrection of anemia (hemoglebin > 12 g per deciliter) may be potentially
harm ful §ipa HeR S AT LiniCa (S Enife 08 AReFrthfoivistio featphdn Bibires-
sion on certain tumor cells needs to be investigated.




Hepcidin (1)

 H Hepcidin sivat mentidlo 25 apwoéewyv mou
ouVTLOETOL OTA NITATOKVUTTAPA.

e O povadlkoc yvwoTtoc otoxoc tnc Hepcidin slval
n cuvdeon Pe TtV SlapepBpavikn MPWTELVN
ferroportin.

e H ferroportin ekppaletol ota pokpodaya ,ota
evtepokUTTAPA TOU SWOEKASAKTUAOU,

NIOTOKUTTAPO KAl TTAakoUvTa Kol 0 pOAOC TNG
elval n aneAevBepwon Fe amo ta kUTTOPA AUTA.



Hepcidin :kevtplkoc poAoc otnv
pUBuLON obnpov.

Hepcidin

Fe efflux

Iron-exporting c

Ligand-induced l Internalization
modification pathway

Figure 1. After binding hepcidin, ferroportin is covalently modified, internalized, and degraded, decreasing cellular iron export.



Hepcidin (2)

e Houvdeon tnc Hepcidin pe tnv Ferroportin
oOnyel TeAka otov KATaBOALOMO TOU
OUUTTAOKOU HE amoteAeopa tTnv dtatnpnon
Tou Fe evbokuttaplwc Kol TN HELWON TWV
eTinedwv tou Fe oto mAaopa Kot ta BloAoyika

vypa.
e TiLpuBuileL tnv napaywyn Hepcidin?

e Emtimeda Fe kot emimeda IL-6



A current model of regulation of hepcidin transcription by iron.

Intracellular
Fe sensor

hepatocyte/

Increased B

Ganz T Blood 2011;117:4425-4433

©2011 by American Society of Hematology


Presenter
Presentation Notes
A current model of regulation of hepcidin transcription by iron. Iron as holotransferrin is shown in orange, iron sensors and associated molecule in gray, BMP receptor and its transduction pathway in shades of blue, the ligands and coreceptors of the BMP receptor in shades of green, and the negative regulator protease in purple. *Molecules whose ablation was shown to cause iron dysregulation.


Figure 3. Hepcidin regulation by IL-& during inflammation.

PeEtide sxnthesis, |

processing, secretion
Hepcidin
mRNA

hepatncvtt-:-/




Hepcidin (3)

e H AXN OBepamevetol pe ouvbuaopo xopnynonc
ESAs kalL xopnynon owdnpou LE HETPLA
artoteAeopata. H odnyla ywa IV xopnynon Fe
otnv AXN elvat 7?7??? AOyw TNC QUEONC
uetodopac Fe otnv peppttivn!!!

e Ytnv AXN urmapyet umtepmapaywyn the Hepcidin
Aoyw  ¢dAeypovne (IL-6) mou obnyel o€
owdnpormevia pe vPnAn peppLtivn Kol avolpia.

e Avtaywviotéc the Hepcidin 6a pmopoucav va
SlopOwoouv tnv odnpomevia kKot TEALKA va
BeAtiwoouv thv AXN?




Kad....

The effects of the anti-hepcidin Spiegelmer
NOX-H94 on inflammation-induced anemia in
cynomolgus monkeys

F. Schowebel, et al. Blood; 2013 121:2311-2315

Spigelmers eivat “mirror” L-oligoRNAs, rtou dgv
avayvwpllovtal oo T VOUKAEACEC, Ao TO
avoooAoyLko cuotnua, Kot touc Toll urtodoyelc,
KOlL EXOUV HEYAAO XpOVO NUIWNAC in Vvivo



Clinicaltrials.gov. MeA€tec ue Tov avaoTtoA£a TNG
Hepcidin NOX-H94 11!

Rank Status Study

1 Recruiting Efficacy of NOX-H94 on
Anemia of Chronic Disease in
Patients With Multiple
Myeloma or Lymphoma
NCT01691040 (12°s 2013)

Condition: Anemia of Chronic Disease

Interventions: Drug: NOX-
H94; Drug: Placebo solution

2 Completed Pharmacokinetics/Pharmacod
ynamics of NOX-H94 in the
Human Endotoxemia Model
NCT01522794

Condition: Anemia of Chronic Disease

Interventions: Drug: NOX-
H94; Drug: Placebo solution



http://clinicaltrials.gov/ct2/show/NCT01691040?term=Spiegelmer+NOX-H94&rank=1�
http://clinicaltrials.gov/ct2/show/NCT01691040?term=Spiegelmer+NOX-H94&rank=1�
http://clinicaltrials.gov/ct2/show/NCT01691040?term=Spiegelmer+NOX-H94&rank=1�
http://clinicaltrials.gov/ct2/show/NCT01691040?term=Spiegelmer+NOX-H94&rank=1�
http://clinicaltrials.gov/ct2/show/NCT01522794?term=Spiegelmer+NOX-H94&rank=2�
http://clinicaltrials.gov/ct2/show/NCT01522794?term=Spiegelmer+NOX-H94&rank=2�
http://clinicaltrials.gov/ct2/show/NCT01522794?term=Spiegelmer+NOX-H94&rank=2�

AIOPOQZH ANAIMIAZ

e ALEYEPON TWV APXIKWV PACEWV TNC
epuBpomnoinonc pe epuBpornointivn.

e Mrmopel n epuBpormoinon va BeAtiwOel pe
tportontoinon aAAwv otadlwv tnc dSnuiovpylog
epuBpwv, avetaptntwyv amo tnv 060
epuBpormontivnc/unmodoxea epubBpomolntivng



e Sotatercept, a soluble activin receptor type 2A
lgG-Fc fusion protein for the treatment of
anemia and bone loss.

 Raje N, Vallet S. Curr Opin Mol Ther. 2010
Oct;12(5):586-97.



SORTATERCEPT (ACE-011)

e Sotatercept is a recombinant, chimeric protein
consisting of the extracellular domain of human
activin receptor type lla and the Fc domain of
human IgG1. It binds activin A and other
members of the transforming growth factor-3
superfamily of cytokines, thereby inhibiting their
functional activity.

e HodOC autn HETEXEL OTNV EpuBpormoinon
(teAka otadla, wplpavon epuBpoBAaoctwy)



SORTATERCEPT: ASH2012, Abst 3454

e Data from 157 pts/volontears received
sortatercet ,at all dose levels supports the
hypothesis that sotatercept acts essentially at
a late stage of erythropoiesis to induce
erythroid maturation. High concentrations of
sotatercept are also associated with
reticulocyte production and sustained Hb
increase, possibly through influencing earlier
stages of erythropoiesis..



SORTATERCEPT: ASH2012, Abst 3454

 These findings define a relationship between
inhibition of TGF-B superfamily ligands and
erythropoiesis in humans and support the
development of sotatercept in anemia and
diseases of ineffective erythropoiesis



SORTATERCEPT: ASH2013, Abst 3448

 Maria-D Cappellini et al A Phase 2a, Open-Label,
Dose-Finding Study To Determine The Safety and
Tolerability Of Sotatercept (ACE-011) In Adults
With Beta ()-Thalassemia: Interim Results

e Auvénon Hb og aoBeveic pe MA un
netayywopevouc( 0.1, 0.3, and 0.5 mg/kg,sc
sortatercept ava 3 weeks).

e Metayylwopevol aocbeveic: avapovn ywa tnv
doon twv 0.5 mg/kg/3 weeks



Clinicaltrials.gov. MeAgtec e To sotatercept

A Phase 2a Study To Evaluate The Pharmacokinetics,
Safety, Efficacy, Tolerability, And Pharmacodynamics
of Sotatercept (ACE-011) for the Correction of
Anemia in Subjects With End-stage Renal Disease on
Hemodialysis. NCT01146574.

e Study of Sotatercept for the Treatment of Anemia in
low-or Intermediate-1 Risk Myelodysplastic
Syndromes (MDS) or Non-proliferative Chronic
Myelomonocytic Leukemia (CMML) NCT01736683



Avaluio xpoviac vooou

XapaKTNPLoTLKN €lvat n umapén yapnnAng tiun Fe
opou kat n vpnAn Tun geppttivnc opov.

H vynAn Tiun peppttivnc opol avtovokAd Ttnv
urtapén vPnAwv eMLMESWV LOTIKNC PEPPLTLVNG

O Fe opov mou petadpepetol ouvoOedeueVoC UE
NV tpavdepplvn, elval o povadlkoc BLoAoyika
dlaBgopoc Fe otov avBpwro.

O Fe tnc dpeppttivne dev eival Bloloyka
SlaBgopoc .



[MoLo elval To BLoAoyiko kepdoc TNC
olbnpormeviag otnv AXN?

Oécia / XpOvia vOOOC ONMAVTLKA YLOL TNV
emBlwon tou avBpwmnovu Ntav ot AOLHWEELC.

AAN\EC atiec xpoviac vooou (veomAaole,
KOAAOLYOVWOELC KA) NTOV arAd armodeKTEC
QNTWAELEC.

KaBe kutTOpo o paon moAAamAacLaopuou
xpeLaletat Fe yia va cuvBeosl DNA.

O Fe eival amapoaitnto cuvev{uUo TNC
pLBovoukAeoTidIKNC pedoukTAonc, TTOU
uetatpemnel pLfovoukAeotidblao og 6€0lu-
pLpovoukAeoTidla.




Mn €tOKN apuvo Kato UkpoBiwv

e Ta pkpoBLa dSuthaoialovtatl kaBe 20-30 Aemtad
KoL €xouv Ko avaykn Fe yia ouvBetouv DNA.

e H owdnpomevia nov eykablotatal EVtog wpwv
Ao TNV evapén Aoitpwénc, elval onUOVTLKOC,
QUEOOC KOlL N €LOLKOC TPOTIOC LELWONC TOU
pUOLOU MOAAATIAQCLACOU TWV HLKPOPLwv.

e MapaAAnAa, n mapaywyn CRP, obnyet otnv
o wvornoinon/dayokuttapwon HKpoiwv.

e O aobBevnec emiBlwvel pexpL tTnv epdavion
£L0LKWV avTlIowpaTwy (eLdbkn avooia)



Aevkokuttapwaon/ ovdetepodia

e Xpoviec Aotpwéelc( oxt pe Gram™ Baktnpla)
e Xopnynon koptikoeldbwyv, otpec, 0.Cushing

e NeomnAaoiec (mvevpovocg, eVviEpoU KA) Ttou
ekpivouv ovoiec pe Spaotnprotnta G-CSF, GM-
CSF.Zuvnbwc otpodn mpoc Ta apLoTEPA.

e MMaAALOTEPO, UTTEPKELMEVA KOALEPYELWV OTTO
KOPKLVLKEC KUTTOPLKEC OELPEC TTOU TTOpAyayaV
G/GM-CSF ypnotyomotouvtay yLo thv
KAAAELEPYELA LUEAOU O€ NULOTEPEA BPETITIKA
VALK (peAetn CFU-GM armotkiwv).



Aepdokuttapwon (>4.000/ky)

loyevelc AoLLWEELC (KUpLWC O& veEaPEC NALKLEC)

OxL otnVv ypadlkotnta vo. Paxvouue yLa
Aoluwdn povomupnvwon € ATOUA AVW TWV
50 etwv.!!!

dupaTiwon
Hrtatitoec
YriepBupeoeldblopoc



Movokuttapwon (>800/ky)

Qupuatiwon, BpoukeAAwaon ,AloTEPLWON
oUPLAn, urntoela Baktnplokn evOokapdiTLC.
NeomAaolec

ayelitidec, pevpatosldne apbpitida
2apkoeildbwaon

Lipid storage disease.



Aevkokuttapwon/ nwowvodia

Mapacttikec AOLUWEELC, KUPLWC HE EAMLVOEC.

MuknTlooKEC AotpwéeLc (AAEPYLKN
BpoyXOTVEVULOVLKN aOoTtEPYIAWON,
KOoKKolbopuKkwon)

NeomAaolec

AOEVOKAPKIVWUOTOL

MAokwoN KOPKIVWHOTA

Kopkivol IVEUOVWY ATIO HEYAAQ KUTTAPOL
EvOOKpLVIKEC SLatapoXEC
YoaASOOTEPOVIOUOC



Aevkokuttapwon/ nwowvodia

AVOOCOAOYLKAL

Primary Immunodeficiency Diseases (HyperlgE
syndrome, Omenn's syndrome)

AN\EpVYLEC
Atortia, pappaka



Diseases with Organ-restricted involvement
and marked peripheral eosinophilia

Skin and subcutaneous diseases
Episodic angioedema with eosinophilia
Eosinophilic cellulitis (Well's syndrome)
Eosinophilic panniculitis

Angiolymphoid Hyperplasia with Eosinophilia
(and Kimura's Disease)

Eosinophilic Pustular Dermatitis
Cutaneous Necrotizing Eosinophilic Vasculitis



Diseases with Organ-restricted involvement
and marked peripheral eosinophilia

Pulmonary diseases

Drug- and toxin-induced eosinophilic lung
diseases

Helminth associated (Loeffler's syndrome;
tropical pulmonary eosinophilia)

Chronic eosinophilic pneumonia
Acute eosinophilic pneumonia
Churg-Strauss syndrome

Other vasculitis



AEVKOTIEVLIQ

Kippwon

2EN

HIV Aolpwén

DappokeuTIKNC AtTLoAoyLag
|6lomtaOnc ovbdetepomnevia

2e Aolpwén amo Gram- pkpopLa
Lipid storage disease.

2 ouvdpopo alpodpayokuTTAPWONC.



Aeukorevia: Olakomn GapUAKwWY?

e Otav ta oudetepodlla eivol otaBepa >1000/pl,
e 0oov OV UTIAPYXOUV TIOLOTLKEC OLATAPAXEC
TOUC N AAAN aLtiot avoooKATAOTOANC , Elval
QPKETA YLOL TNV QLUVA KATA TWwV UKpoBilwy,

e Aev SLOKOTITETOL KAMMLA PAPUAKEUTLKN aywyn N
ormola lvat amapoaitntn yio tov aacBevn pe Baon
TOV XA NAO OALKO aplOuo AEUKWV TIoPA LOVO UE
Baon twv anoAuto aplBuo Twv ovdetepodpilwv.



OpopuBokuttapwon

Ertl owbnpormeviacg

Xpoviec Aolpweéelc (oxL pe Gram- Baktnpla).
NeomAaotec ( otav dev urmtapyet DIC).
AyyeLitidec, KOANAYOVWOELC.



Opopupomevia

2e duayutn evdayyerakn ntiRén ( DIC) Aoyw:

Nolpwénc, ouvNBwc pe gram- BaktnpLa, aAld
Kol ue Gram+, HUKNTEC, LoUC KA.

veornAaoiac(mvelpwv,oTopaXL/TIAYKPEAC KA)
Anypo ddov/ eykopata/puollko Tpau L.
OeppomnAnéia/peyala xelpoupyeia/ayyeLitidec
Amtoppupn pooxelpLaTocC.

ErtumAokéc otov toketo/ ekAoppio/ HELLP



Opopupomevia

>e kKaBe elbouc Kippwon

2EN, KOAOYOVWOELC

2€ VOOO OLVOOOGCUMUITAEYLATWV
Lipid storage disease.

Ertl atpodpayokuttapwonc
HIV



JUMTTEPACATO

e OL EMUTTWOELC OTLC OLLLLATOAOYLKEC LETPNOELC
o€ oAAA voonpuata eivat cuvnBeLc.

e Aev givol Tuxalo otL og kaBe acBevn
£VOOVOOOKOMLOKA YLVETOL V.OLLLOTOC TIOU
BonBa dtayvwoTtika otnv aéloAoylon moKIAwWY
KALVLKWV TtPOoBANUATWV.

e H oupBouleutikn atpotoloyia elval eva
LEYOAO KOUUATL TNC 6pacTNPLOTNTOC EVOC
QLLLLOTOAOYOU
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