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e Avipog 40 etov tpocepyetal 6to TEIL Adyw
EMIOELVOVLEVOL OOT|LLOITOG KAT® AKP®V OO UNVOV.




ATOMIKO ANAMNHLTIKO

e XpPNoN EICTVEOUEVOV VOPKOTIKOV OLGLOV a0 20€Tiog

e [ToAlamAég voonieiec AOY® AOIUMEEMV KOTMOTEPOV
OVOTTVELCTIKOV Otd TNV TOOTKN NALKia
(6 ToVAdYIoTOV CVTO TO £T0C)

e Xpovia HCV d&vev Bepamncioc (yvoot and 6gtiag),
AVOPEPOLLEVN «KIPPMOT» NTTOTOC

e Hratoueyario, eEEoNUAGUEVT) GTTANVOLEY QAL

e ADO avopePOUEVO. ETEIGOOLN OVTIOPAOTC KOTA TN
OLAPKELN LETAYYIONC TTAPUYDY®V OLLOTOC

e Etepoluymmc B-0oiacoouiog

e QA: Tavor




KRINIKH E=ETALNH

AIT: 100/50mmHg, SpO2: 98% (FI102 21%), 70bpm, amvpetoc
S1S2: tovol pvOkoi, GLGTOAIKO PUGT UL

AY: opdtipo, Pvo1oA0YIKO, Y®PIC TPOGHETOVC MYOVC

Kot owatetapévn, emkpovotikn auprotmra AP amd to
VTTOYOVOPLO EMC VITOOUPAMKA, ECECTUACUEVT GTTANVOUEYOALN
VITOGKANPNC LONS

Aev ynAoodvTal TEPLPEPTKOL AEUPUOEVEC

Aldtoon 6Qayitiomv, GoPapo oidnuo KAT® AKPOV LE EVIVTMU
AUP®, TANKTPOOUKTVALN, TAATOTVOLN

HKI': LBBB, nmo napataon QT







EpYUOTNPUIKOS EAEYXOC

e [lavkvTTapomevia
WBC 1080, NEU 450, HCT 20.8, MCV 67.1, MCH 19.7
PLT 59000, Ferritin 6,9ng/ml, VitB12 1800pg/ml, Folic 2ng/ml
Kpvoooaipiveg (-), Coombs ap./ep. (-)
e Bioynuiké: cofapn vroyoupacearpiverpio (1.0g/dl)
Le euoloAoyikn Asvkouotivn (4g/dl)
* 1INcn: ko
e HAektpopopnon Aevkmudtwy opov:
TOAD YoUNAN T YORRo-c@aipvay (1.6%)
1gG 122mg/dl, IgA <23.3mg/dl, IgM <18.6mg/dl, IgE <4.8mg/dlI
1gG1 84mg/dl, 1gG2 13mg/dl, 1gG3 4.6mg/dl, 1gG4 0.5mg/dl
PCR yio HCV-RNA (+) pe 9.81x10000 copies, yovotomog 3a




ANSIKOVIOTIKOC EASYXOC

o Triplex pAefav katmv dKpwV: KE

e ECHO xapoidc:

Ap. KOIATOL OPLOKOV OLOIGTAGEWMV LLE NTTLO, ETNPEAGUEVT
cvotoMkn Asttovpyio (LEVEF>50%) yopic tunuotikec
OLOTOPOYES KIVITIKOTNTOC, OE. KOIAOTNTEC KO, NI
AVETAPKELN LTPOELOOVC, EAAYLIOTN AVETAPKELL TPTYADYIVOS
KO QLOPTIKNG.




o CT-Thorax: ITapovcio TOALATAGY UIKPNG OLUUETPOV AERPAIEVEOV

uecofmpaxiov kot AE mOANG pe cuvooovg Bpoyyomvevpovikeg
goTieg dvm LoPov d€. kot kKAt AoBov ap. ATpodia €. TAAY10V
OPaKIKOD TOLYMOUOTOG

CT-Abdomen: IToA0 peydin d16yk®mon TOV 6TANVOS, TAPOVGIa
TOAAATAMV UIKPNG OTOUETPOV TOPOUAOPTIKDOV AERPAOEVOV KOl
010 T0.061C omAnvoTvAaiov déova. ITopoerlavoelong yoAndoyog
KUGTI, OLATOGT) EVOONTTOTIKMOV PAEPDV

& TOAMOTTAOVC VITEPNYOVE KotAlog ko triplex omhnvomviaiov
dEova:otaTeTapuévn Toiaio @AERa >2.5CM Kot o1 KOPLot KAGOoL
aVTNG, owateTouévn otAnviky eAEPa, ayyela fata ,
TUAULOGVOTIUIKES OVUGTOUMGELS (O1AVOIEN OPETOAVOELOOVS
GUVOEGLLOV, OLATOCT) OP. YOOTPIKNG QAERAC, OTANVOVEQPIKES
avaotoumocelg). ECeonuacpévn erinvoueyoiioa~25cm, ue vroyio,
TOPOVGIAC OLACTOTMV OAAOIMGEMV LEYEOOVC OALYDV YIALOGTMOV










e EloocTtoypa@io mTatoc:
BaOudc nrotikne axopyiog 7,5 kPa

e I'ootTpookonnon:
AgVKOTEC TAAKES 01GOPAYOV, OEV TOPATNPOVVIAL KIPGO1i

e Mvueldypoppa: AvTiopacTikOg LLEADC, Ywpic omMbnon amd EEvo 16TO 1
AELPOVTEPTAACTIKT] VOGO.
OMB: pétpra VTEPTAAGTIKOS LVEAOC, Y®PIC 1010iTEP
TofoAoYIKA EvpruoTa.
AVOGOQUIVOTVTTOS TTEPLPEPIKOV GO TOS:
Meydin eAdttmon tov amdAvtov apluov TV T-AEpUPOKLTTAP®V Kol
TV vromAnbvounv Toue Kabwe kot twv B kot NK Aspupokvttdpmv
YOPIC OLOTOPAYES TV TOCOGTMOV TOVS. Y TEPTEPOVV KATA TOAD TOL
uvnuovikd tov tapfiévav CD4+ T Asppokvttdpmv




R L

T oo nie, YTOYORPROAGOOLOIVOLI
EAOGTOYPAPIN, OTOVGIN KIPGMVY Kot

00KITOV,VTOYOULLOCPOLPTVOLLLIO,
+ HCV, mvAaia vréptaon

Auayvoouxd npoBhnnata




Elagpd dratapayn g apyIteKTOVIKNG AOY® EVOALAYDV TEPLOYDV NTOTOSOKIO®MV LE 10T PN o
KOATIOE0MV KOl NTTATIKOD TOPEYYVUATOC, LLE Oy YELOTOINGT] TV KOATOEWMV Kol LE ONUIopYyia,
EIKOVOG avaYEVVITIKOV OL®V. ZOUTTLEN TOV OIKTVOTOV VOV LE ONUIOVPYia EIKOVAS apYOLEVNS
tvoonc. Alt)pnon 1oV TuAci®V SIGTNUATOV.

Hmotiko map€yyvpo Le 0vOGOLOPPOAOYIKA YOPOKTIPIOTIKA KOl IGTOYNUIKE evpnpaTo GuUPatd pe

T0. TOPATNPOVUEVA GE 0LMON CVAYEVVITIKI] VTEPTANGIA 1)TOTOC,







Kot IIIIIKI’III ogounvenupkeu

(common variable immunodeficiency-CVID)

e E1epoyevnc opaoo oTavimv VOGT|LAT®V
OVOGOOVETAPKELNG TOV YopaKTnpilovton omo
VTTOYOULLOGQOLPIVOLLIN OYVOGTOV OUTIOAOYIOG, LLE
emaKOAOVON aovVVOUiC TOPAYDYNS AVTICOUATOV.

e DoVOTVLTIKEC KOl AELTOVPYIKEC OVOUOALEG TV

GUGTNUAT®V TOGO TNC EXIKTNTNG OGO KO TNG PUGIKNG
avVOG1ioG.

e Ala@opomoinon otov aptdud Kot TNV As1tovpyio TV
CD4+ ka1 CD8+ T-Aeppoxvttapmv
(ktvnromoinon/amoénTmoN, KuTappPoKiveg), B-kuttdpwv
(TLRs-,IFN-a-signaling) kot towv devopitikamv
KUTTOPWV

e T'evetikn mpodidbeon (TACI ka), ypovio pAEYLOVOING
KOTAGTAON/0vOGOAOYIKN amdvinon (LkpoPimua;)




Primary and secondary causes of hypogammaglobulinemia to be distinguished from common vanable immunodeficiency

Cause Diagnosis (examples)

Primary immunodeficiencies
Agammaglobulinemias 3-chromosomal agammaglobulinemia (BTK), rare AR forms
Class switch recombination deficiencies X-chromosomal form: CD40L

Autosomal recessive forms: CD40, ATD, UNG

X-chromosome Iymphoproliferative SAP XIAP deficiency
syndrome
Combined immunodeficiency Hypomerphic variants of severe combined immuncdeficiencies

Other forms of combined immunodeficiency (ORAI STIM, DOCKS a.0.)
Other defined primary immunodeficiencies WHIM (warts, hypogammaglobulinernia, infections, myelokathexis) syndrome DiGeorge syndrome
Chromoseomal instability syndromes Ataxia telangiectasia (ATM)
Nijmegen breakage syndrome (NBS1)
ICF (immunodeficiency, chromosomal instability, facial abnormalities) syndrome (DNMT3B)
Secondary cause
Malignancy Chronic lymphatic leukemia
Immunodeficiency and thymoma (Good syndrome)
Malignant lymphoma
Protein loss Loss of immunoglobulins (for example, renal or gastrointestinal protein loss, severe burns, lymphangiectasis)
Hyperkatabolism of immunoglobulins (for example, myotonic dystrophy types 1 and 2)
Drug induced Anticonvulsants (carbamazepine, valproic acid, phenytoine)
Sulfasalazine
Gold salts
Glucocorticoids
Azathioprine
D-Penicillamine
Antimalarial agents (very rare)
Methotrexate (very rare)

Alkylating agents (cvclophosphamid, chlorambucil)

Imatinib
Infectious Congenital cvtomegalovirus, rubella or Toxoplasma gondii infection. neonatal HIWV infection

Ebstein-Barr virus infection



Table 4  Intermational Consensus Document (ICON) criteria for CVID (2015) [21]

A. Must meet all major criteria

* Hypogammaglobulinemia: serum IgG below 5 g/L for adults

No other causes of pnmary immunode ficiency

* Age at diagnosis >4 years

B. Clinical manifestations indicative of immunodeficiency (one or more criteria)

= Recurrent, severe or unusual infections

* Poor response to antibiotics
* Breakthrough bactenal infections in spite of prophylactic antibiotics
* Infections in spite of immunization with the appropriate vaccine

= Bronchiectasis and/or chronic sinus disease

* Inflammatory disorders or autoimmunity
C. Supportive laboratory evidence (three or more criteria)
* Concomitant deficiency or reduction of serum IgA (<0.8 g/L) and/or IgM (<04 g/L)

» Presence of B cells but reduced memory B cell subsets and/or increased CD21'™ subsets by flow cytometry
* 1g(G3 deficiency (<02 g/L)

*Impaired vaccine responses compared to age-matched controls

* Transient responses to vacanes compared to age-matched controls
* Absent isohemagglutinins (if not blood group AB)
+ Serological support for autoimmunity in section B
* Sequence varations of genes predisposing to CVID
D. Presence of any one of relatively specific histological markers of CVID (not required for diagnosis but presence increases diagnostic certainty)
* Lymphoid mterstitial pneumonitis
* Granuloma

* Nodular recenerative hyperplasia (NEH) of the liver

* Nodular lymphoid hyperplasia of the gut
* Absence of plasma cells on gut biopsy




Koun moukiAn uvooouvemipkewn
(common variable iImmunodeficiency-CVID)

o AowomEers: avamvevotiko (Strep. pneumoniae, H.influenzae, Staph.
aureus, M. catharralis) , mentiko (Giardia lamblia, Salmonella,
Campylobacter, H. pylori), H. zoster, apbpnoeig (MukdémAacua)

e KokKiopat®ong vocog: mvevLovas, AEUPAOEVES, GTTANVOGC, NTTOP,
Oépua, poedog, I'EX, KNX, veppoi

e Avtoavooio: OpouPomevia, ALOAVTIKY avalio, OVOETEPOTEVIQ,
cvuvopouo Evans, I'EX, nrap, PBC,atpo@ikn yaotpitioo/kakondng
avauio, PA, ZEA,Bvpeocidonddelec, yopioon, aAlomekiao, anti-1gA,
antiphospholipid, anticardiolipin, MS...

* AEUQPOEIONG VITEPTAUGLN: AELPOELONG OLAUEST] TVELLOVITION, OLMONC
Aepupoetonc vrepmiacia AE, omAnvag, olmong avayevvnTIKN
VILEPTAOGLN, AELPOOEVOTADELN

e Neomlaoiec: AEpQoua, Aevyoaiuio, Ca-ocToUAY OV




Koun moukiAn uvooouvemipkewn
(common variable iImmunodeficiency-CVID)

o AowomEers: avoamvevotiko (Strep. pneumoniae, H.influenzae, Staph.
aureus, M. catharralis) , mertiko (Glardia lamblia, Salmonella,
Campylobacter, H. pylori), H. zoster, apbpmoceic (MukomTiaciio,)

o Kokkiopat®ong vécog: mvedpovoc, Aeppadéves, GTTANVOS, NTap,
OEpua, , 'EX, KN, veppot

* Avtoavocia
I'EX, nmap, PBC,atpo@ikn
yaotpitioa/kakondng avoruio, PA, ZEA,Bvpeocioonddeiec, yopiaon,
aAromexia, anti-IgA, antiphospholipid, anticardiolipin, MS...
o Agn@osionc vaePpmiacio: AEPPOELONS OLIUECT] TVEVUOVITLOO,
ol®onc Aeposiong vaegpriooio AE, ominvag, 0Cmong

OVAYEVVITIKI] VITEPTAUGLA, AELPadEVOTADELL
|

e Neomlooiec: Asp@opo, Aevyaiuio, Ca-cTOUAY OV




Kown orkiAn avocoaveTapKELD
2ANVOREYAAL

IHavkvTTopomevia
Ivloia vrEpToon

Olmong avayevvnTikn
VIENTAOCLY MITOTOC




CVID Kt fmup

e OCmOMNC avayeVVNTIKY LVITEPTAOGIAL,
LN KIPPOTIKT] TUAOLO VTEPTAGT)

e Avtodvoon nratitioo cvceyetiCopevn ue CVID
e KOKKI®OUOTMONG VOGOC NTTOTOC

e [IpmTOom0ONC GKANPLVTIKY YOAQYYELITION

e Kippmon, NTaTikn aveTapKeELNL




NAOYG) 0(O0US VIYESVUNTIKILS
unepnAucine RMuTos

e Evoonmatikn mpoKOATOEIOIKT) TVANi0 VITEPTOOT),
amoLGio Kipp®ONG

* Tvoon/ctévoon/0poufoon Tov WKpOTEP®Y TLACI®V EAERIKOV
OLOUKACODGEDV

e 2KANpPLVGT TLAOLAC PAEROC Ko TvAaio ayyElwUdTOON,
TEPIKOATOELOIKT] tVOON, O1ATOGT) KOATOELOMV
(OCmonc avayevvnTikn vrepTAcio, LEPIKT 0LMONG LETATPOT,
NTOTOTLACIN CKA|PUVOT,ATEANC OLOPPOYLATIOLOKT) Kippmon=
OTOPPOKTIKN TVAaia preforadera)

e 2voyétion ne PAAPN evooOnAiov koAToEW®OV AOY®
PAEYLOVDOO®V TTopayOovImv kot Opoufo@iiiknc tpootddeonc,
YEVETIKOL TOPAYOVTEC




IABLE 1 Differences in Presentation Between Cirrhotic and Noncirrhotic Portal Hypertension.

Cirthatic Portal Hypertension

NCPH

Age al Presentation

Diagnostic Features
Splenomegaly
Fancytopenia

Liver enzymes
synthetic markers
HVPG

Clinical Presentation
Gastroesophageal bleeding
Ascites

Encephalopathy

Liver failure

Adulls

.|.

.|.

Usually elevated

Gradual worsening with disease progression
Ustally high

Late presentation of disease
Comman in late stages
Comman in late stages
Common in late stages

Children and adults

++4
44

Normal/mildly elevated

Normal in most until end-sage disease in some
Usually normal or slightly elevated, can be high

Comman first presentation of disease
Uncomman
Uncommaon
Uncommon, appears in certain forms




Pre-hepatic

FHVP nomal, RAP normal, WHVP normal, HVPG normal, PVP high, ISP high

Extrahepatic portal vein obstruction (EHPVO)

Poral vein thrombosis

Splenic vein thrombosis
Splanchnic arterovenous fistula
Massiva splenomeagaly

Infitrative diseasas-Lymphoma, myeloproliferative disorders

Storage diseases-Gaucher's disease

Hepatic

FHVP normal, RAP normal, WHWVP high, HVPG normal ar high, PVP high, ISP high*

Pre-sinusoidal

Sinusoidal

Post-sinusoidal

Developmental abnormalities
Adult polycystic diseasa
Hereditary hemorrhagic diseasea
Arnteriovenous fistulas
Congenital hepatic fibrosis
Biliary diseases
Frimary biliary cirrhosis
Sclerosing cholangitis
Autoimmune cholangiopathy
Toxic-Vinyl chloride
Meoplastic occlusion of portal vein
Lymphoma
Epithelicid hemangicendothalioma
Epithelial malignancies
Chronic lymphocytic leukamia
Granulomatous lesions
Schistosomiasis
Minaral ol granuloma
Sarcoidosis
Hepatoportal sclerosis
Paliosis hapatitis
Partial nodular transformation
Moncirrhotic portal fibrosis (NMCPFEW
Idiopathic portal hypartansion (IPH)

Sinusoidal fibrosis
Alcoholic hepatitis
Drugs (meathotrexate, amiodarona)
Toxins (vinyl chloride, copper)
Metabolic (MASH, Gaucher's diseasa)
Inflammatory (viral hepatitis, Q fever,
healed cytomegalovirus, secondary
syphilis)
Sinusoidal collapse
Acute necro-inflammatory diseases
Sinusaidal defenestration
Adcoholic liver disease (early phase)
Sinusoidal infiltration
Masiocytosis
Agnogenic myeloid metaplasia
Gaucher's diseasze
Amyloidosis
Sinusoldal compression

By enlarged HKupfler calls ({Gaucher’'s
diseasa, visceral Leishmaniasis)

By enlargad fat-laden hepatocytes
{Alcoholic hepatitis, AFLP)

Venoococlusive discase
Hepatic irradiaticn
Toxins-Pyrrolizidine alkalokds
Drugs-Gemtuzumab, ozogamicin,
actinomycin D, dacarbazine, cytosine
arabinoside, mithramycin, 8-thioguanine,
arathioprine, busulfan plus
cyclophosphamide

Phlebosclerosis of hapatic veins
Alcoholic liver disease
Chronic radiation injury
Hypervitaminosis A
E-ferol injury

Primary vascular malignancies
Epithelicid hemangicandothetlioma
Angiosarcoma

Granulomatous phiebitis
Sarcoldosis
Mycobacterium species
Lipogranulomas
Mineral oll granuloma

Hepatic vein outfiow tract abstruction
(HWVOTO, Budd-Chiari syndrome j-Idiopathic,
prothrombotic states

Fost-hepatic

FHVP high, RAP normal or high, WHVP high, HVPG normal or high, PVP high, ISP high*

Inferior vena cava obstruction-web, thrombosis, tumour, enfarged caudate lobe

Constrictive pericarditis
Tricuspid regungitation

Severe right-sided heart failure
Restrictive cardiomyopathy




1) Clinical signs of portal hypertension
(any one of the following™™)

Splenomegaly/hypersplenism
Esophageal varices
Ascites (non-malignant)
Minimally increased hepatic venous pressure gradient
Portovenous collaterals
2) Exclusion of cirrhosis on liver biopsy

3) Exclusion of chronic liver disease causing cirrhosis or non-
cirrhotic portal hypertension’

< Chronic viral hepatitis E?: —>
Mon-alcoholic steatohepatitis/alcoholic steatohepatitis
Avtoimmune hepatitis
Hereditary hemochromatosis
Wilson's disease
Frimary biliary cirrhosis
4) Exclusion of conditions causing non-cirrhobic portal
hypertension
Congenital liver fibrosis
Sarcoidosis
Schistosomiasis

9) Patent portal and hepatic veins (doppler ultrasound or
computed tomography scanning)




HCV vs NCPH

NRH kor NCPH cuyva oe acBeveic ue CVID
EAoctoypagio apvntikn, froyio
Exceonuoacuevn orAnvoueyaiio

[I0avn cuvépyela




NCPH KokKIi®patmong voeog
Agupoirepriuci

1

YAAIA YIIEPTAYXH SITAHNOMEITAAIA
(JAvEnuévn maporyoyn (AvEnon moraiog

O ko ET-1, d1dtaon — QAEPIKNG ETAVOPOPEC
OTANVIK®OV oy YEI®mV _ [TvAaio véptoon)

OTANVOUEYOAI)










BSpUnmEuTIKI) TPOCEYYLON

e GCS-F, eupforacuog
o Xopnynon IV IG ympic 1 pue mepropiouévn mocotnta IgA

e [IpoypauUaTIGUOC GTTANVEKTOUNG
e TIPPS? ZrAnvoveppikn avactopmon?
e AlacOvoeon ue nratoloyiko wtpeio tpoc Oepameic HCV

e Y€ aVAYKTN UETAYYIONG: LOVO TEMAVUEVO GKEVAGLLOTO
yopic tpoouetn IgA, tithonoinon ADAMTS13 pv
YOPNYNGOT OUUOTETOAM®V

e [lepartépm o1EpELVNON TVELUOVOTTAOELOC




Take home messages..

e H xown mowiAn avocoavendpKela ival 1) TO GLYV
TPOTOTOONG CLUTTOUATIKT] (VOCOOVETAPKELD, KO UTOPEL VL
EYEL TTOAD OLOUPOPETIKEC EKONADGCELS

e Y& acOevélc Le Kovn mOKiAN VOGOUVETAPKELN KOl EVOEIEELS
moAoioc VITEPTACTC Y®PIC GaPN ouTioAoYia, Tdvto va Tibetal N
VITOYIOL U1 KIPPWOTIKTNC TUAOLOC VTEPTAUGTC.

 H un xippotikn moiaio vaEPTacm GLVOEETOL LE TTOAVAPIOUES

aKOUN TaONGEIC Kol amoTeEAEL Eva KATA TOAD VITOOIOLYVIOGUEVO
aiTio TVAciaG VITEPTOOTG.

o “If you hear hoofbeats, think horses, not zebras.”




No, you don't have to vaccinate
your kids. If an epidemic breaks
out, we'll simply burn a witch!

EUXuplotm
ylamy
MPOOOoXI) ouc

Finally, Nadine had found a doctor who understands her.
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