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[epiTTTROON

AYOpPI 7 €TV TTApATTEUTTETAI OTNV KAIVIKA JAC VIO
SlepeLVNON NWOIVOPIAIQG.

H Tapovoa vooog apxidel armo 10NUEPOL JE
EMTTOPETO KAl CLVOSEC CLXVEC SIAPPOIKES KEVOEIG
UE KOIAIaAyia.

/ NUEPES WETA TNV EVAPEN TNS CLUTTITWUATOAOYIAC
eyive E/E kal avevpeBnke coBaprn NWoIvVOPIAIQ
(WBC: 55210/pl, Eos: 42850/ul).

[100 UNVOC EUPAVIOE TTAPOPOIO ETTEICOSIO
YAOTEEVTEQITIOAC SIAPKEIAC 6 NUEPWV

(WBCs: 11000/uL, Eos: 800/ul).

ANNEQYIKN PIVITIOO

YOXVHA XPNON CAAROLTAPOANG KAl -

PpAOLTIKALOVNG




KAwvikn E€étaon

[EVIKN KOTAOTAON: KAAN YEVIKN KOTAOTAON

Bapoc cwpuartocg: 27 kg, Yywocg: 136 cm

AVATIVELOTIKO: AKpoaon MNMVELPOVWV: OUOTIUO, KATA
pLon, €nEoc Pnxag, NapicBuia: kKatd pvon, QTa: KATA
PpLON AUPW

KOpéIGYY'EICII'(C')Z S,S, ELKPIVEIG, PLOWIKOI, UNPICIES
YNAQPNTEG APPW

[ETTTIKO: EVTEPIKOI NXOI TTAPOVTEC, KOINIG UAAAKN, ELTTIECTN,
avwduvn, ATap +2cm, omAnvag +2cm
AEUPIKO-AIPOTTOINTIKO: YNAAPNTOI TPAXNAIKOI,
HaoxaAiaiol Kal BovPwVikoi Aeppadéveg, Sev
WNAQPOVTAI IYVOAKOI

AlcONTAPIa OpYyava-6£pua: apalo HIKPOKNAISWSEES pUn
algopPaAyIKo e€avenua
AOITTA KATA pLON



EpyaoTnplakog EAeyX0C

WBC-AEYKA AIMOLIDAIPIA 3,8-10,5 K/uL 52,65 '

FALKOLN 70-110 mg/dl 80
Neut #-OubetepOPINa # 1,6-6,5 K/uL 2,8 ,

Ouvpia 10 - 50 mg/dl 10
Lymph #-AegupokoTtapa # 1,5-3,6 K/uL 3,76 e —_—. 0.50-120 mg/d 0.35
Mono #- MovokuTttapa # 0.2-1,0 K/pl 0,88 OLEIKS OED 24-70 mg/d 17
‘Eos #- Hoovopina # 0007 KL 4515 | seoriash - " 8
RBC-EPYGPA AIMOIDAIPIA 4,20- 6,30 M/uL5,10 y-GT 8- 461 U/l 1
‘HGb - Alyooaipivn 14,0-18,0 g/dL 10,1 L.D.H. 120-300 U/l 339
HCT - Aipatokpitng 40,0-520 % 298 NaTpio (Na) 135-145  mmol/l 138
MCV - MEGOC bYKOC epLBPGY 80,0 -99.0 f 58,4 AcptoTio (Ca) 82-106 mg/dl 9.5

, AELKWUATA OAIKA 6,6 -8,7 gr/dl 7.67

MCH - M¢on miepiek.Hb/epu® 27,0 -32,0 pg 19,8

AANRoLIVN 3,5-48 ar/dl 4,22
MCHC - Méon mokvotng Hb 32,0 - 35,0 g/dl 33,9

YPAIPIVEG 2,2-40 gr/dl 3.45
PLT - AlgotreTaAI 150 - 450 K/uL 250




EpyaoTnplakog EAEyXOC

Anti-dsDNA <1:10  Tithoc APNHTIKA
IgA 48-207 mg/dl 154 EMA APNHTIKA
AvTio®UATa _
|gM 33-202 mg/dl 352 s CE T <=5 U/ml 2,652 (APNHT|KA)
p-ANCA <5 U/mL 1,890 (APNHTIKA)
IgE 1.03-161,3  IU/ml 3500 C-ANCA) <8 U/mL 2,100 (APNHTIKA)
AVTIO. EvavTl .
C.R.P. 0,0-0,8 mg/dl 2,250 : GPL 9,610 (<10 ApvnTiKO)
:;0(5’5'0)"”'“@ <10 Ul (APNHTIKA)
TKE 0-20 :
i e PUILET, SYE) MPL 8810 (<5 ApvnTikd)
KapéloAmmivng <5 U/ml (OETIKA)
PT EZETAXTEOY 10,0-13,5 sec 17,00 IgM
8.130 (<10 ApvNnTIKO)
ENA Screen <10 U/mL
INR 0,85-1,15 INR 1,38 )
/EAEIETTTAZTEOY o 35 . 46,80 Ka)\)\l.::pyslag aipyarog Kai
= KOTIPAV®V: APVNTIKES
Ivesoyovo 200-450 mg/dl 3150 loAOYIKOG EAEYXOG Kal EAEYXOG YIA
O-DIMER - ol 809.0 mapacitaoélg: Echinococcus IgG

Widal anti- OETIKO 1 Eﬁé
Widal anti- OETIKH




AKTIVOAOVYIKEC ECETAOCEIC

e AKTIVOYPQ®PIa BOAKOG o YTTEPNXOYPAPNUC KOIAIAC

o 'Hmap pe avénuevo peyebog Kal
OUOIOYEVH LPN

o XTTANVAG SIOYKWUEVOCS UE
opoloyevn vepn (14,3 cm)

o AEUPAEEVEC OTNV TTOAN TOL
NTTATOC KAl TIOOTTAYKQEATIKA
SIAUETPOL £C 2,5 Ccm

o AOITTA KATA pLON

« KapS&IoAOYIKOC EAEYXOC
o XWPEIC OCLUUETOXN ATTO TO
KAPSIaYYEIOKO




NOITTEC ECETACEIG

*« AVOOOQPAIVOTLUTTOC
HLEAIKOL

AVAPPOPNUATOC:

O

[MapaTnEEITal NWOIVOPIAIQ.
AvayvwpilovTal Tpodpoua

KOTTOPA TNG B AeupIKNG oe1pAg

o€ S1IaPpOPETIKA oTAdIA
WPIMAavoNng.

¢« XPWUOOWUATIKN
AVAALON PLEAIKOV
AVAPPOPNUATOC:

O

DLCIOAOYIKOG KAPLOTLTTOG
APPEVOC. ATTOLCIA
TTABOAOYIKOU KAGVOUL.

MOPICKOG EAEYXOC KATA pLON

« OoTeOpLEAIKN PBrowia:
o YTTEPTTAQCIA TNG KOKKISOULG

OeIPAG JE EVTOVN NWOIVOPIAIQ.
ApIBUNTIKA EAQTTWON TNG
£0LOPAG KAl TNG
HMEYAKAQLOKLTTAPIKAG CEIPAC
UE NTTIEC SLOTTAACTIKEG
AANOIDTEIG.

lliac crest .




MepitTrTLLOON

HwoivopiAia peta atmo AoIuwéN hE CAAUOVEAD
MoedbviCoAovn

KepTpiagovn
KAapiBpopukivn
B3evCalOAn, aAPevéaloAn

e

= 40000 -

==
@
9

70000

60000 -

50000 -

30000 -+

20000 -

10000 -

0 |

ill L

1234567 8 91011121231415161718192021
Days

B WBCs

W Eosinophils




[MepioTATIKO

2 UNVEC PETA TNV TTOWTN VOO NAEIQ OE TIOOYQAUUATIOUEVO ETTAVEAEYXO
SIATTIOTWVETAI K VEOL NWOIVOPIAIa (WBCs: 41130/ulL, Eos: 29520/ul).

YTTEQNXOYPAPNUA KOINIAG:

o EAaTT@ON TOL pEYEBOLS TOL NTTATOG (12,5 ¢cm ato 15 cm) kal ToL oTTANVOG (11,8 cm aTo 14,3 cm).
Napapovn Aegpadevwy oTnV TIEPIOXN TNS TTOANG TOL NTTATOG.
«  Kap8IoAOYIKOG EAEYXOG:
o ATPAKTOEISEC LTTEPNXOYEVEG HOPPWUA 6=1,2%0,8Cm OTO TTAVW PEPOC TNG OTTICBIAG YAWXIVAG TNG
UITOOEISOLG (CLOCWEELON NWTIVOPIAWY;)

*  AVOOOQ@AIVOTLUTTOC ULEAIKOL AVAPPOPNUATOS KAl OCTEOMLEAIKN Rlowia (ATTOCTEAAETAI
oto EWOG):

o XWPEIC OTOIXEIQ AIMATOAOYIKNG KOKONBEIAC 1 HLEAOSLOTIAQCTIKOV/MLEAOLTTEQTTAACTIKOL VOO UATOG

o ATTOKAEIOPOGC KAWVIKNG NwolvopiAiag: PDGRFA, PDGRFB, FGFR1 avaéiataéeic apvnTikes, JAK2,
BCR/ABL, KIT-mutated apvnTika

« [AOTPOOKOTINON-KOAOVOOKOTINON: avevpeon 18-20 NwOIVOpIAWY
o Hwoivogihikn KoAitida (azathioprine x12 ynveg: vpeon!)



I'evika Yo Ta n@cwvoQiia 1

© UNIVERSITY OF MINNESOTA
®
Hematography“Plus

- Ta n@o1voeiAa avKovv 6ToL AEVKA GLUOGPUiIPL

KOl TOPAYOVTOL GTOV RVEAD TMV 0GTMOV.

- O1 @LGI0AOYIKEC TIUEG TOVG 6TO oipa eivon <0.5x109/L
(<5% TV AEVKOV ILHOGEULIPLOV).

-H opipovon toug vmokeTal 6ToV EAEYYO KUTTOPOKIVAOV

(IL-3, GM-CSF, IL-5)

v Mveldog: 3-5% nwotvo@ila

DvoroloyiKn) nuePN oL

OLOKV paven: v'O XQ0V0G HETAPAOTG OTO TEQLYPEQLKO Al lval TeQLTOV 3-6
AVENUEVEC TILES TIC TPMIVEC nuéQec.
® pEC. v AldQkela NULTELAG TTAQAOVT]G OTO TEQLPEQLKO ailua : 30 Aemta
Ta enineoa

) , »Emfilwon ogtovg 1otovg yia 2-5 nueQes
TOV EVOOYEVAOV GTEPOELOWDV

10 TpWi Ppickovial

OTO YOUUNAOTEPO EMITEIA.
® »H IL-3, n IL-5 kit 0 GM-CSF eumodiCovv tnv anontwor) Twv _
NWovo@IiAwv yia tovAaxitotov 10 — 15 nuépeg

»>Kataotgogr] (anontwon/payokvttagwon 1] anokokkiwor) /
EK@PUVALOT))




I evika 0 ta nwoewopiio Il
NWOIVOPIAQ < NWaivn+ QIAW

NWaivn < g (auyn) + -ivn (Abyw Tou XpwHaToS TS) Sl i

Karnyopia Twv ASUKWYV aIlJooc@aIpiwyV.

[TapaTtnpnonkav yia TpwTtn gopa atro Tov Wharton Jones 10
1846, £yivav yvwaoTa Kal Tripav 1o ovoud toucg atro tov Paul Erlich
10 1879, AOyw TNC 1010TNTOC TWV KOKKIiWV TOUC va BAgovTtal JE TN
XPWOTIKN NWaivn.

- 'Exouv diAof3o TTupnva

- MeyaAuTtepa atro 1a oudeTePOPIAA (DIAMETPOC Yum OTO aiua Kal
€WG 14um 010 OUVOETIKO 10TO)

- AvayvwpilovTal a1ro Ta HEYAAQ ETTIMNKUMEVA EIO0IKA KOKKIO

- 2TTavia TpiAof3og TTupnvac.



I evika 0 ta nwoewopiia I

IAIOTHTEX

Ta nowowvoeiia opovv og:
A) poyoxvtropo

B) exkpitixa kotropo pe OuvoTOTNTO OTOKOKKIMGNC TOV
TEPIEYOUEVOV TOVG ME ATTOTEAECHA TTPOKANCN

VEKPWONG TOU KUTTAPOU

') avoooppvBuiotika kotrapa, pe 0pdomn dmAn TO00

0LVOGOEVICYLTIKT] 000 KOl 0VOGOKOTOGTOATIKN



XNUEWOTUKTIKOL TAPAYOVTES NOGLVOPLAQ®Y

Ta noowoeiia petavacstedovy

Macaphage OTNV TEPLOYT| TNG PAEYHOVIG
BONE MARROW ? .oAmmn uéG(D M{(XQ SK)\.SKTIKI,]Q
TISSUE netogopag “selective

transport” pe
OLLUECOAAPNGT Y UEIOTOKTIKWV
TOLOYOVIWV.
O1 nwoivoiAikoi XNUEIOTAKTIKOI TdPAYOVTEC

- eosinophil chemotactic factor of
anaphylaxis (ECF-A) (mast cells)

- N-formyl peptides (f-Met-Leu-Phe)
(bacteria)
- CH5a (complement activation)

- ecalectin (T cell) :
- eotaxin (lung and skin stromal cells)
- MIP-1, RANTES, MCP-3
(monocells,T cells, platelets,basophils)
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Table 2 | French-American-British (FAB) classification of AML NAACP are the major causes of Eosinophilia

FAB subtype Description Comments ::m‘;ﬁ (;:*: Hodghins lymphoma)
MO Undifrerentiated Myeloperoxidase negative; myeloid markers positive A= Asthma

€« Churg Strauss / Connective tissue disorders
M1 Myeloblastic without maturation Some evidence of granulocytic differentiation P = Parasite infections

M2 Myeloblastic with maturation Maturation at or beyond the promyelocytic stage of
differentiation; can be divided into those with t(8;21)
AML1-ETO fusion and those without

M3 Promyelocytic APL; most cases have t(15;17) PML-RARc or another
translocation involving RAR«

M4 Myelomonocytic

M4 Myelomonocytic with bone-marrow  Characterized by inversion of chomosome 16 involving
eosinophilia CBFp, which normally forms a heterodimer with AMLA1

M5 Monocytic
M6 Enythroleukaemia
M7 Megakaryoblastic GATA1 mutations in those associated with Down's syndrome

AMLA, acute myakeid laukasmia 1; APL, acute promyslocytic leukaemia; PML, promyelocytic kukasmia; RARa, retinoic-acid receptor-a.
Modified from REE.65.

are from ||  C=Connective tissue diseases

NCH I N An r:mn;:;mmﬂom

N = Neoplasia (CML, Hodgkins)
A = Allergies




HQZINO®IAIA

A0ENon aplOpol nwotvoéPwy > 500/mm?

. Ama: 500-1500/mm3

. pétpla: 1500 - 5000/mms3 PSS E S

. ooBapry > 5000/mm?

210 HLUEAO Ta NwovoAa avépxovtal oe 1-6% PuoloAoyka Belokovtal
0TO OTAN VA, Agpadeves, OVUO KaL TO YOTQEVTEQLKO PAEVVOYOVO

Lt VTOAOLTTAX OQYAVA PUOLOAOYIKA OEV VTIAQXOLVV NwOLVOPAa Kat dev
AVLXVEVOVTAL WO LVOPIALKES TIQWTELVEG

7% TWV YEVIKWV alUATOS KATAdeKVVOLY NWoLVo@IAia

USA: 0.036/100.000 (age adjusted incidence)

O apOuog Twv nwovopiAwv
TOV 0QYQVIOLOV TIOV
evamotifevtal oTovg LoTovg
EVAL EKATOVTATIAAOLOC ATIO TOV
aplOuo TV NWoLvo@iAwv tov
atlpatog (avaioyia 100:1)

Blanchard C & Rothenberg ME. Biology of the eosinophil. Adv
Immunology 2009, 101: 81 —121.

Tefferi A, Patnaik MM, Pardanani A: Eosinophilia: secondary,
clonal and idiopathic. Br ] Haematol 2006, 133: 468 —492.



HwolivopiAia

AT
(500-1500/mm)

- AAAEQYIKT] QLVITION . TAQAOITIKES

. aoOpua ’

. éxlepa AopwéeLg

. VTTEQELALOON T PAQLLOKA

. TIAQAOLTIKES AOLUWEELS + NWovophnc)

. VeOTAdoHaTa Agvxaipio

. XOOVIAX ALHOOLXAVOT) . LTEONWOIVOOLALKS
. aktvoOepaTeln et

. ATTOEEWT) LOOX EVUATOG
. AVOOOQVETIAQKELEG

Nordic MDP Study Group, Guidelines for the diagnosis and treatment of eosinophilia.
2" version, September 2012




KAIVIKEG EKONAWOEIC

Nékpwon Tou Puokapbdiov (efSouadeg), TPooROAN TV PAARibwy, BpouRwaon (UNveg) kal
iveoon (TeAlko oT1adio — evbokapsiTiba Loeffler) ekbnAwvovTtal wg cupPopnTIKA KaPSIakn
QAVETTAPKEIQ, LTTEPTPOPIA, SIATACNH, APPELOWIEG KAl TIAELPITIKI) TLAAOY.

OPOUPWDTEIG OTOV EYKEPAANO — KLPIWSG APTNPICKES, TTAPOSIKN I0XAIUia, EUPOAC N
TOTTIIKOG OXNUATIOPOG OpOuPROoL. EykepaloTTaBelq, TTEQIPEQIKN VELPOTTABEIQ.

)

' / 4F/> Kviéwon, ayyelooibnua, kvnopog, PAaTib6wéeIc 1 olwbdelg PAARES, BPAevodepuaTika
L) ek,

> ° -~

p

{
X? XpOVIOG, Un rropoycoyn(og BAXAG. YTTEQavTISQAOTIKOTNTA TWV PPOYXWV.
Ak YOUTITPATA ATTO TO AVATTIVELOTIKO AOYW KAPSIAKNG SLOAEITOLEYIAG.

’) Aigppoia, SiIaAeitovoa n emmipgovn. MoIKIAN COPTTTWUATOAOYIA AVAAOYA UE TNV EVTOTTION
«f OTOV YOOTPEVTEQIKO OWANVA.

ApBpalyia (emnpealovTal KLPIWGS Ol PEYAAEG aPBPWOaEIG), apBpiTida Kal yuaAyia.. Pavouevo
eIl Raynoud. ADTOAVOOEG EKONAWOEIG EUPAVICOVTAI KOPIWG O PELUATOAOYIKEG TTABNOEIG JE
& NWOIVOPIAIQ.




Tadtvounon

. MPpWTOTTaONG / KAWVIK NWOIVO@IAia
II. AgutepoTTaOnG / AVTIOPACTIKN NWOIVOQPIAia

I1l. 1810TTaB£G UTTEPNWOIVOPIAIKO oUvdpopuo (HES,

.::. NORDIC MPD
*+*“STUDY GROUP

Guidelines for the diagnosis and treatment of eosinophilia.
2" version, September 2012

Nordic MDP Study Group, Guidelines for the diagnosis and treatment of eosinophilia.

2" version, September 2012



HwowogiAia

Eosinophilia
>15x10%/1

primary

intrinsic eosinophilic disorders

cytogenetics

Pluripotent hemato- Multipotent hemato-
poietic stem cell origin poietic stem cell origin

AML CML
CEL CEL
PDGFRA-MPN PDGFRB-MPN
FGFR1-MPN iHES (?)
PVera & other MPN
MDS

Avtovoun kAwvikr nagaywyn EOS (kaxor0n
voonuata pe avadiataserg PDGFEFR, FGFR1, CEL)

secondary

extrinsic eosinophilic disorders

cytokines
| I
T-cell Tumor cell
driven driven
allergy Hodgkin's disease
infection carcinomas
autoimmunity ALL
Graft vs Host histiocytosis
Clonal T- Cutaneous T-
cell neoplasia cell iymphoma
drug reaction
EGID & EPD

Agvtegonaldr)c avénon EOS avtidpaotika ot
KaAon0eg 1] kakonOeg, alATOAOYIKO 1) un
voonua (CYTOKINE-DRIVEN EOSINOPHILIA)




MpwTOoTTaONG / KAWVIKA NWOIVOPIAIQ

1. Oéetax MvueAoyevr)g Asvxaipia

2. Xpovieg Mvuedovyeveig Atatagaxeg
a. Molecularly defined
* BCR/ABL+ chronic myeloid leukaemia
* PDGFRA-rearranged eosinophilic disorder
* PDGFRB-rearranged eosinophilic disorder
o KIT-mutated systemic mastocytosis
*8pl1 syndrome (FGFR1 rearrangements)

b. Clinicopathologically assigned
* Chronic myeloproliferative neoplasms (including chronic
eosinophilic leukaemia not otherwise specified (NOS) and
mastocytosis)
* Myelodysplastic syndromes
* Myelodysplastic/myeloproliferative syndromes



AegvTteQoTabNS NWOLVOPIALX

AOIUWEEIC « Kakon®eieg
o [MMapdoita (piIAapiacn, ackapiaon, o AeypruaTa
Tookapiaon, Tpixiveon) o IupTIayEig Oykol (166G
o  XpOVIEC NOINWEEIC WUETAOTACEIG)
o HIV

« EvbokpIviKO aiTia
o NoOoog Addison
« AN\EC QITiEC
O

MaBbnoeiGc ToL CLVEETIKOL IOTOV

o Avappwaon amo PAkTnEIakn Aoipwén

ANEQYIA

o Bpoyxikd aocBua, aAepyikn PIviTISa, ATOTTIKO
eklepa, kvidwon

o TPO®PIKEC AANEPYiES o IOPKOEdwoN
\ o Xpovia TTaykpeaTitidéa
dAapuaka o Toéiveg

o AVTIBIOTIKA, COLAPOVAMISES, AVTIPELUATIKA,
QAVTIETTIANTITIKA, AAAOTTOLPIVOAN, COVEPOUO
DRESS

[TVELUIOVIKN VOO OG
o Nooog Loeffler
o Xbuvépopo Churg-Strauss
o AoTepyiAwOonN

[QOTPEVTEQIKN VOO OG OXETICOUEVN
UE NWOIVOPIAIC
o HwoivopiAkn oicogayiniéa

o TaoTpevTepiTida, KOINIOKAKN
o KoAimbéa, IDNA




Table 2. Causes of reactive eosinophilia.

o®
°se NORDIC MPD

STUDY GROUP

1.

Infections

a. parasites, especially tissue invasive parasites, like filariasis, ascariasis,
strongyloidiasis, trichinosis, toxocarisis, schistosomiasis, hookworm (Achylostoma,
Necator)
chrocic infections
HIV
recovery from a bacterial infection

b.
c.
d.
Allergy
a. atopic diseases: bronchial asthma, allergic rhinitis, atopic eczema, urticaria
b. food allergy
Drugs
any drug, but especially seen with antibiotics, sulphonamides, antirheumatics,
anticonvulsants and allopurinol, DRESS syndrome

Lung diseases
a. acute and chronic idiopathic eosinophilic pneumonia
g.oefﬂers diasese see page 15)
b. Churg-Strauss syndrome (tissue eosinophilia, vasculitis and granulomas,
see page 15)
c. allergic bronchopulmonary aspergillosis

Eosinophil-associated gastrointestinal disorders
a. primary or secondary eosinophilic esophagitis
b. primary or secondary gastroenteritis, including celiac disease
c. primary or secondary colitis, including inflammatory bowel disease

Other causes of autoimmune, inflammatory or toxic origin

connective tissue diseases (scleroderma, polyarteritis nodosa, LED etc.)
eosinophilic fasciitis

Kimura disease (follicular hyperplasia, eosinophilic infiltrates, proliferation of
venules)

sarcoidosis

chronic pancreatitis
eosinophilia-myalgia syndrome
toxic oil syndrome

©mpa PO

Malignant diseases
a. ?mphormliferative diseases where eosinophils are not part of the malignant clone
Hodgkin lymphoma, non-Hodgkin lymphomas especially T-cell lymphomas)
b. carcinomas (especially metastatic diseases)

Clonal expansion of immunophenotypically aberrant T cells without overt
lymphoproliferative disease (T-cell hypereosinophilic syndrome i.e. T-HES)

Endocrine hypofunctions (i.e. Addison disease)

Guidelines for the diagnosis and treatment of eosinophilia.

2"’ version, September 2012




AOIMQZ=EIX

Aokapidiaon (AeBiBa, TTaidIKr) nAIKia)
Tocokapiaon (eTragr] M€ OKUAOUG, YATEQ)
Tpixivwan (wuo XoIpivo)

2 XIoTOOWWIaon

Exivokokkiaon (png¢n KUoTng)
AyKUuAooTopiaon

daoloAiaon

2ToyyuAoegidiaon (TPOTTIKA KAipaTa)
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KHALLIXVA VI

« RSV, EBV, CMV, HIV

* BpoukéAa, MmraptovéAda, XAauudia

* OoTtpakid, MukoBakTtnpidio Puuartiwong
* ANEPYIKN TTVEUMOVIKIN AoTTEPYIAAWON
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Atomntia / AAAeovikég Noool
(80% avtidpaoTIKNG NTLAC NWOLWVOPWNOC)

A. AToTTia

o

% ATOTTIKN AgppaTiTION

% ANAEPYIKNA PIVITIOA

¥ BpoyXiké aoua

% OupTIKAPIO

B. TpO@IKEG AAAEPYIEG



Daguaka

« AVTIBLOTIKA (TETQAKVKALVES, B-AaKTapiks)

« XOUVA@OVauLdeg
« Avtoevpatika (MXAD)

S
&

« AVTLETUANTTTIKA
« AAAOTIOUELVOAN
« MTtAeopvkivn

« Poovitidivn

« LUUTIATQWHATX
- DRESS Syndrome (e£avOnua, mueetdg, nwowvogidia,

aAVALULA, AEVKOKUTTAQWOT), TOAVOAULVAOKLHLX)



[Tvevpovika Hoowogidika LZovdogoua

- Hwowo@iAikn mvevpovia

.« XUvdgopo Churg-Strauss (eosinophilia, vasculitis, granulomas)
- Howowo@iAkr) Booyxitida

. Xuvdgopuo Loeffler’s

« ATTO(PEAKTIKT] BQOYXLOALTION

. IdomaOng mvevpovikr) ivwon

« AAAgQYIKN] POOYXOTIVEVUOVIKT AOTIEQYIAAWON

I'EX HwowogiAika Xovogoua

« Hwowo@iAikn otco@ayttida, yaotevteoltida, KoAlTIda

- KotAtokaxn
- IONE




Classification of eosinophilic gastrointestinal disorder (EGID).

Primary EGIDs Secondary Gut Eosinophilias

Primary eosinophilic esophagitis Gastrointestinal infections:
helminthes, fungi

Primary eosinophilic gastroenteritis Hypereosinophilic syndrome (HES)

Primary eosinophilic colitis Systemic disease (e.g. connective
tissue disease, vasculitis,

celiac disease, inflammatory bowel
disease)

Allergic proctocolitis of infancy Drugs (e.g. naproxen, clozapine,
ritampicin, gold)

Alfadda AA, Storr MA, Shaffer EA. Eosinophilic colitis: epidemiology, clinical features,
and current management. Therap Adv Gastroenterol. 2011;4(5):301-309.
doi:10.1177/1756283X10392443



Hoocivopidio otnv mouoikn nAkia - Tactvounon

Al NMNpwTtotra®Nnc

‘ » lNveupovia Loffler / Zuvdpouo Loffler I

> ANNEPYIKN BpoyXoTTveupoVIKr aoTrepyiAAwon (ABPA)

» YTTEPNWOIVOPIAIKA aUVOpOua

[MpwTtocg o Loffler To 1932 trepi€ypawe T vOOO TTOU PEPEI TO OVOUA TOU.
[MpokeiTal yia otravia 1810TTadnR vooo, Kahoribn Kai autotreplopIOUEVN.
Xapakrnpilsral amo:

- OIATTAPTEC TTAPOBIKES TTVEULIOVIKEC BINBROEIC, TTOU TTOIKIAOUV AKTIVOAOYIKG 0 IEyEOOC
(ouxvorepa diaueoou TuTToU 0INBRHAEIS)

- nwaivo@iAia oto aiua uéxpr kar 70%

Aimia:

- NMNapaoITWOEI§ KUPIWGS

= EAMIVOEC (toxocara canis, toxocara cati, ascaris lubricoides)
" £XIVOKOKKO

- AAAepYIKEG TTABROEIG

- Qdpuaka (aoTTIpivn, TTEVIKIANIVEG, COUAQOVAUIOES, IMITTPAUIVN) i




Aitia oxetilfopeva He aUTOAVOOLQ,
(PAEYUOVT] KAL TOSIKOTNTAX

o« Ayyeutda Wegener
« 2X2UVOQOUO NWOVOPIALAG - HLAAYLAG
« Neavikn [domtaO1)6 apOottida

« AeQUaTOHLOOLTION

- XEA

. 0. Sjogren

« XaQKoeldwon

« Avtoavoon QueoeldiTdn

. Wiskott Aldrich
/ « YrepIgE
AvoooavemagQkeLleg 4 . YﬂnggM

- EAAeudn IgA
.« GVHD
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[dLomta0ég vTEENWOIVOPIALKO OUVOQOUO
(HES)
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AleQevvnomn aveinNynTneG KaL EMLUOVTG

NWOLWVO@IALaG

FevIKN AigaTog KAl OPPOAOYIa KOTTAPWV

OAikn IgE

EAeyxog via mapaciteoelg (KOTToava, OPOAOYIKEG
£CETAOEIC, KAMNEQYEIEC, K.Q.)

OoTeOULEAIKN Bloyia kal yueAoypaupa (BAaoTeg >20%,
5-19%, CD52, tryptase)

KApLOTLTTOC HLEAIKOL AVAPEOPAUATOC

MOPIaKN avOALON TTEQIPEPIKOL AIUATOC YIA avadiaTa&eig
TV PDGFRA, PDGFRB, FGFR1

ToLTTITACN OPOVL, EpLBPOTTOINTIVN 0PV, Vit B12, avaAuon
UETAANOEEY TOL JAKZ

MEAETN TV T-AEPPOKLTTAP WV

ATmreikovioTIKOG £Aeyxog (CT, LTTEPNXOG) KOINIAG Kal
BwOEAKA — eEAEYXOG YIO AEUPWUA N AAAN N AIUATOAOYIKN
Kakonoeia

Tpotrovivn 0poL Kal KAPSIOAOYIKOG EAEYXOG

'EAEYXOG TTVELUOVIKNC AEITOLPYIAC

IL-5 opoL
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Table 3. Diagnosis of chronic eosinophilic leukaemia (CEL) and idiopathic
hypereosinophilic syndrome (HES), modified from WHO-criteria (2008)

Required: Persistent eosinophilia > 1.5 x 10E9/L in blood, increased numbers of bone
marrow eosinophilia, and myeloblasts < 20% in blood or marrow.

1. Exclude all causes of reactive eosinophilia secondary to:

Allergy

Parasitic disease

Infectious disease

Pulmonary diseases (hypersensitivity pneumonitis, Loeffler’s etc.)
Collagen vascular disease

Pao oD

2. Exclude all neoplastic disorders with secondary, reactive eosinophilia:
a. T cell ymphomas, including mycosis fungoides, Sezary syndrome
b. Hodgkin lymphoma
c. Acute lymphoblastic leukaemia/lymphoma

3. Exclude other neoplastic disorders in which eosinophils are part of the neoplastic clone:

a. Chronic myelogenous leukaemia (Ph chromosome or BCR/ABL fusion gene
positive) and other myeloproliferative neoplasms or
myelodysplastic/myeloproliferative neoplasms
Neoplasms with t(5;12)(q31-35;p13) or other rearrangements of PDGFRB
Neoplasms with FIP1L1-PDGFRA fusion gene or other rearrangements of PDGFRA
Neoplasms with rearrangements of FGFR1
Acute myeloid leukaemia, including those with inv(16)(p13g22), t(16;16)(p13,922)

eQo0yU

4. Exclude T cell population with aberrant phenotype and abnormal cytokine production

5. If there is a clonal cytogenetic or molecular genetic abnormality, or blast cells are more
than 2% in the peripheral blood (>2%) or more than 5% in the bone marrow, diagnose
chronic eosinophilic leukaemia, not otherwise specified (CEL, NOS).*

6. If there is no demonstrable disease that could cause eosinophilia, no abnormal T-cell
population, and no evidence of a clonal myeloid disorder, diagnose idiopathic hyper-
eosinophilic syndrome (when organ-involvement) or idiopathic hypereosinophilia (without
organ dysfunction)

* The ending NOS excludes clonal eosinophilas with recurrent gene rearrangements.

o®
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parasitic infection
roundworm, bilharzia etc

morbus Addison

paraneoplastic, i.e. morbus ~
Hodgkin, disseminated solid tumor

latrogenic / drugs
-i.e. antibiotics, anti-
epileptics, allopurinol

\ / collagenosis, i.e. polyarteritis nodosa, rheu-

matoid arthritis, Churg-Strauss, sclerodema
Eosinophilia > 1.5 x 10° /1

allergy
atopy

pulmonari or gastro-intestinal
eosinophilic syndromes

inflammatory bowel disease
chronic pancreatitis

in blood —_———, eosinophil fasciitis

If none of the differential-diagnosis above is demonstrated following clinical history, clinical examination and diagnostic
tests, e.g. microbiological, bloodsamples, tissue biopsies, imaging then measure s-tryptase and perform bone marrow

examination including morphology, FISH, RT-PCR, flow cytometry and / or karyotype for clonality and examine for

FIP1L1-PDGFRA 5q33
deletion translocation
PDGFRA PDGFRB
rearrangement rearrangement
myeloid neoplasi  myeloid neoplasi

with eosinophilia

} '

marrow fibrosis with mastcells

with eosinophilia

' ' ' '

8p11 TcR positive or Eosinophilia with Eosinophilia without
transiocation Th population other morphology other morphology
FGFR1 T-cell driven myelodysplasia, acute Blood blast > 2 % or
rearrangement eosinophilia leukemia, CML, PV, a.o. BMblast >5% or
myeloid neoplasi perhaps with typical clonality non-specific clonality
with eosinophilia lymphoma

v
1 | | =

v
myelodysplastic eczema, itch very variabel clinical l organ
high s-vitamin B,; and —tryptase, -myeloproliferative high S-IgE and  presentation, perhaps involvement
anaemia, splenomegaly, and risk  often associated with lung symptoms unexpected, often CEL
of heart (organ) dysfunction non-Hodgkin lymphoma (“lymphoid characteristic clonal (nps) l
("myeloid phenotype”) ("stemcell leukemia/ "phenotype”) markers, i.e. JAK2, Ph’ yes no
lymphoma syndrome”) v -
iHES iHE
| ' | | | v
P TKI TKI cytostatics in combination  prednisolone, CyA  TKI, IFN, cytostatics
e NORDIC MPD

STUDY GROUP

TKI, HU or IFNa (or none iHE)



Oeoameix NWOLVOPIALAG

KopTtikooTepoeidn (mpedvidovn)
o Mnxaviopuog §pAaoNnG: ATTOTITWON NWTIVOPIAWY, AVACTOAN XNUEIOTALIAG

o & xpovia Beparreia (>1 ynva) Tpog amopuLyrn 0OTEOTTOPWONG
ouyxopnyouvtal acReoTio kal Ritauivn D.

MOEAOKATAOTAATIKA PAPQUAKO
o Y§pofuoupia kal BIvkploTivn [MoooPOAN opyavou
AVOOCOPPLOUICTIKA PAPUAKA LU S DS
, , , NWOIVOPIAIC
o IFN-a, kbkAooTropivn (AvaoToAn TG Tapaywyng IL-5)

MOVOKA®VIKAO OVTIOWUATA

o Reslizumab, mepolizumab, alemtuzumab)

AVAOTOAEIC TNC TOPOOCIVIKNG KIVAONG

o Imatinib

METAUOOXELON PLEAOL TV OOTWV




Table 9. Present treatment options for eosinophilia due to a clonal haematological
disorder, or iHES and iHE.

Medication and
administration

Corticosteroids
oral, ori.v.

Hydroxyurea
oral

Cladribine & cytarabine
i.v.

Vincristine i.v.

IFN-a s.c.

Cyclosporine A oral

Anti-CDS52 antibody
therapy (anti-IL5 anti
body if approved,
awaits official data)

Imatinib mesylate
oral

Indications

First-line treatment
unless FIP1L1-
PDGFRA positive

Second-line treatment

Second-line treatment

‘ Consider for counts

>100,000/mm?,

Second-line therapy

Lymphocytic variant

Second line therapy,
incl clonal eosinophilia

‘ First-line treatment for

FIP1L1-PDGFRA
positive. Consider for
other refractory cases

Dose

Initial dose
=40 mg
prednisone
q.d.

1-3 g / day
2-CdA 12 mg
/m? & Ara-C

1g/m?/5d

1-2 mg i.v.

1-2muU/m?

q.d.

100 mg main-
tenance /d

Stepwise in-

crease (3 —
10 — 30 mg),
maintenance

100 - 400 mg
q.d.

Comments

Side effects at higher
dose or prolonged
therapy

Slow onset of action

Patient-population not
characterized by
clonality

For rapid reduction of
eosinophil count

Slow onset of action

Induction therapy
includes corticosteroids
and hydroxyurea

Immunosuppression
and risk of opportunistic
infections

Together with
corticosteroids if
cardiac involvement

Guidelines for the diagnosis and treatment of eosinophilia, 2012
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