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I'pamto Xupnooi1o HoatoAoyias
IHaOnoe1s tou ' Hmatos Mépos A’

Mewpylog N. NtaAékog

KaBnyntng MaBoAoyiag, AteuBuvtig MaBoAoyikng KAwvikng
latpikng xoAng MNaveniotnpiou OeooaAiag, ledpytog N. NtaAékog
Mpoedbpog Eupwnaiking Opoonovdiag Eocwtepikng MaBoAoyiag European

Federation of Internal Medicine EFIM

Ayarntés kal ayarntoi Xuvadepot,

avtodvoon nratiuda (AH) eival pia vOoos ayvaotou artoroyias mou mpooPaiiel Ku-

pims yuvaikes kar xapakmpidetai arnd mepirmuiaia nmatiuda, Uepyappaopaipivaia,

KUKAO(POPOUVIA QUTOAVTIOMPATA KAl e§aIpeUKA €UVOIKN avIarOKpion 0ty avooOKa-

taotoAn. Evtoutors, AOym tns 6UXvis urtoS1dy veons Kai UMToeKtipnons ts vooou n AH
€xe1 OUXVA KataotpoPpikn rtopeia kabms Siaytyvaoketal oe mpoxmpnpéva otddia je arotéAeopa
v oAU Kakn €kBaon.

't autous tous AOGYOUs e Tous ouvepydtes pou, péan AEIT s Iatpikis Xxoins tou [avemotnpiou
Oeooahias k. K. Zaxou kai N. Tatoé An, ouppetéxoupe oto I'parrtd Yupmnooio HiatoAoyias, 1o oroio
Snpootevetal oto Tiep1odiko «the hjm EAAnvikn Iatpiki EmbOe®pnony, oXeuk®ds pe us mpoogpartes
e€eAilels otnv katavonon ms aruonaboyEveias 1ou Voonpatos KaOms Kat tmv KAIVIK®OV, OPOAOYIKOV
KA1 10TOAOYIK®V eKSnAmoemv s AH, eve emmAgov avaiioape ta 81ayvoouKd KpItnpia Kat s
OTPATNYIKES AVUPETMITIONS TOU VOONPATOS.

Ye avtiDeon pe u motevdtav maraidtepa, n AH €xer pia maykOopia Katavopn, mpoofdiiovias
ornoiadArorte nAikia, Kat ta 800 puia kai 6ha ta €0vn. O1 KAIVIKES eKONADOELS EXOUV TOIKIAO €U-
pos, ard kaboAou oupmmopata €ms ogeia / ooPapn nmatiuda kai ondvia KepauvoBOio NMAUKN
avendpkeia. Eva xapaknpiouko epyaotnpiako evpnpa anoterel n Siaxutn (MOAUK AMVIKN) UTTEP-
yappaogapivaipia pe ek Aekukn at§non ms IgG avoooopaipivns, av Kat oto 15 — 25% twv aoOe-
vav -181aitepa 1taid1d, NAIKIOPEVOL KAl OSEIES TIEPITIMOELS- O1 TUPES TNS TIAPAPEVOUV (PUOIOAOYIKES.
'’ autd 1o A6yo n Sidyveon tns AH mapapéver pia Siayvaoukn mpoKAnon yia 1o paxopevo 1atpod
Kupims s [TpmtoPadpias Opovtidas Yyeias (ITaBordyo, Faotpeviepordyo n Ievikod 1atpd). Ta véa
amhoroinpéva Kprtipia yia m Sidyvoon ms AH fonBoiv mpos auth tv kateubuvon Mote va erii-
teux0ei pia éykaipn kai taxeia Siayvoon otnv kaOnpepivii KAIVIKA IPAKTUKA.

O1 1010h0Y1KES PAaPes tou NTIatos mepimuAiaia natiuda, ePTEPIIOAUON, OXNPATOHOS NTIATKMV
pOLeTIMV) KA1 N AVIXVEUON AUTOAVTUOMPATmYV, av Kai 6x1 TaOoy VPOVIKES, AroteA0UV aKpOoymviaio
A1Do yia pia éykaipn kai opOi Sidyvmon. Qs €K 1oUtou, 0 KAVIKOS 1atpos, 0 taboroyoavatopos nia-
TOS KQ1 TO TIPOOMIIKO TmV €Ppyactnpimv xpe1ddetal va yivouv rmepioootepo OIKETO1 He Tis S1apOpeUKES
EKPAVOELS TNS VOOOU, TNV ppnveia s naukns Pofias kai tnv eppnveia tou Opoloy1KOU €AEYXOU
autoavtuompdtmv mote va odnynbouv éykaipa oe pia taxeia Sidyvoon AH uriép tou maoxovios
ouvavOporou pas.

© 2024 EAMnvikn latpikn EnBecdpnon 144: 153-154
Hellenic Journal of Medicine 144: 153154
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H avoookataotaruki aymyn eivar Oepehiddous onpaoias kabms av§dver oap®s v emPimon twv
aoOevav. Evioutois, cuotnpaukés avaoKomNoets Kal PEAETES Pakpoxpovias aviarnokpions otn Oe-
parrevukn aymyn €xouv Seiel Ou n kK Aaooikn Oepareia pe Kopukootepoidn pova i oe ouvuaopo
pe alaBeionpivn améxel TOAU amd mv 10avikin Oeparieia kai ms €k TOUTOU N aveipeon PAPPAKmV
TI0U OTOXEUOUV OTNV artonaboyEveia Tou VOONPATOS J1€ eUVOIKN 0X€on KIvOUVOoU — OPEAOUS (paive-
a1 eneiyovoa. To yeyovos autod evioxuel tnv droyn ou vées mpooridbetes mipénel va eouacoiv oe
Oepartevukd oxnpata mov 0Ttoxeouv 1ous rmaboyeveukous Spopous tns AH oe pia e§atopikeupévn
ayoyn avad acOevi.

Yuvoyidovtas, motevoupe Ou 1o I'partd Xupnodoio Hratohoyias 1o omoio apopd éva voonpa mou
eav Sev Siayvmotel €ykaipa €xel Kataotpogiki mopeia Oa arofei xpnoipn GTtous avayvaotes 10U
€ykpitou miep1oS1koU «the hjm EAAnvikn Iatpikin EmOempnony. Me tnv eukaipia pdiiota autn, oas
KaA® va vootnpi§ete Oeppd us mpootmddeies yia Yuvexi{opevn latpikn ExmaiSevon, s YXuviaku-
ks Entporis tou mep1odikou «the hjm EAAnvikni Iatpikn EmOemdpnon» kat va urtoPaAAete mpos
Snpooievon oto €ykpito eptodiko the hjm, pepovopéva apOpa avaokomnnons i oeipd ApOpmv und
m popen I'partov Xupmnooiou, ouvioviopéva ard Kabnyntn Iatpikns [avemotnpiakns BaOpidos,
o€ S1APpopeSs VOOOAOYIKES OVIOTNTES .

Fewpytog N. NtaAékog
KaBnyntng MaBoAoyiag latpikng ExoAng MNaveniotnpiou Oeooaliag
AteuBuvtng MaBoAoyikng KAvikng & Opvupou Epeuvntikol Epyaotnpiou
latpikng ZxoAng Maveniotnpiou OeooaAiag
Mpdedpog Eupwnaikng Opoonovdiag Eowtepikng MNMaboAoyiag
European Federation of Internal Medicine EFIM
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Avtoavoon noatiuda, pia vooos
PE€ MOAAQIIAES €KPAvoeLs: MEpPOs A~

Mewpylog N. NtaAékog

KaBnyntnig MaBoAoyiag, AleuBuvtig MaboAoyikng KAvikng

latpikng IxoAng Maveniotnpiou OsooaAiag,

Mpoedbpog Eupwnaiking Opoonovdiag Eocwtepikng MaBoAoyiag European
Federation of Internal Medicine EFIM

lecdpytog N. NtaAékog

NEPIAHWH

Ynopabpo: H autodvoon nratitida (AH) eival pla véoog ayvwoTou atttoAoyiag Tou pooBAAAEL Kupi-
w¢ yuvalkes kat xapaktnpidetat amod mepuuAaia nratitida, umepyaypacpalpvalpia, KUKAOPopoLVTA
AUTOAVTLOWLATA KAl EEALPETIKA ELVOLKH AVTATIOKPLON OTNV AVOCOKATAGTOAN.

TKOTOG: H avaokomnon mpdogatwy eEEAIEEWY OTNV KATAVONON TNG ALTLOTIABOYEVELAC TOU VOONHATOG
KABWE KAl TWV KAWVIKWY, OPOAOYIKWY KAl LOTOAOYIKWY EKONAWCEWY TNG AH.

M£60odoL: Xpnolomoldnkav ol TANPELC UEAETEC OXETIKEG e TNV AHToL dnuoctevBnkayv KupLd OTo
PubMed tnv teAeutaia 15etia.

ArnoteAéopata: H AH €xel pla maykoopLa Katavour, mpooBdAlovTag omotadnmote nAlkia, kat ta dvo
(UAQ Kal oAa Ta €8vn. Ot KAWVIKEG EKONAWOELG EXOLV TIOLKIAO £0POG, ATTO KABOAOU CUUTITWHATA £WGC
o&ela / ooBapr nmatitida Kat omavia KEpavvoBOAO NTATLKH aveTdpkeld. H avtodvoon eniBeon dlatwvi-
Zetal, Tubavd HECW PNXAVICHWY HOPLAKNG Uinong Kat euvoeital Adyw Tng dlatapayuevng Aettoupyiag
TWV T-pUBULOTIKWY KLTTAPWY. Eva XApaKTNPLOTIKO £pYA0TNPLAKO elpnUa artoTeAel n didyutn (TToAL-
KAWVLKN) LTtepyappacealpvatpia e ekKAeKTIKY avgnon tng lgGavocoopatpivng, av kat oto 15 = 25%
Twv acBevwy -1dlaitepa Tatdld, NALKLWUEVOL Kal 0Eeleq TIEPUTTWOELG- Ol TLUEG TNG TIAPAPEVOLY PUOL-
0AOYLKEG. [T auTd To AOyo N dlayvwon tng AH dev Tipemel va anokAeietat av n IgG elval UGLOAOYLKT).
Ol loToAoyLkes BAABEC Tou ATATog (eptmuAaia Nratitida, EUMEPTOAUCH, GXNUATIONOG NMATIKWY PO-
ZETTWV) KAl N avixveuon autoavTiowPATwy, av Kat oyt TaBoyVWHOVIKES, aroTeA0UV akpoywviaio AiBo
yla pLa eykatpn kat opbn dtayvwon.

Jupmepdopata: H AH mapapével pia dlayvwaoTikr TIPOKANoN.OKALVIKOG LaTpog, 0 TIaBoAoyoavaTouog
ATIATOG KAl TO TIPOOWTIKSG TWVY £pYAcTNPLwY XpELddeTal va Yivouy TIEPLOCOTEPO OLKELOL UE TLG SLapo-
PETIKEG EKPAVOELG TNG VOCOU, TNV EpUNVela TNG NMATIKNG Blowiag Kat Tnv epunvela Tou 0POAOYLKOU
EAEYXOL AUTOAVTIOWHATWY. MPAYPATL, N AviXVELON TWV ALTOAVTICWHATWVXPNOLLOTIOLWVTAG KATAAAN-
AEC ETUKALPOTIOINUEVEG CLVONKEG lval TIOAU EVIOXUTIKN plag Taxeiag dtayvwong AH, amouasia loyevoug,
LETABOALKNG, YEVETIKNG N TOEIKNG alTloAoyiag xpoviag r ogelag nmatonddelag.

NEEeLg evpeTnpiov: Autodvoon nratitida, Aadelompivn, AvToavoaoia ATATOS, AUTOAVTIOWUATA OXETL-
Zopeva Pe to Nrap, Mn opyavoeldikaauToavTiowuata, X0vOPouo ETKAALYNG.

Autoimmune hepatitis, one disease with many faces: Part I
George N. Dalekos, MD, PhD
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ABSTRACT

Background: Autoimmune hepatitis (AIH) is a disease of unknown aetiology that mainly affects women
and is characterized by interface hepatitis, hypergammaglobulinaemia, circulating autoantibodies and a
favourable response to immunosuppression.

Aim: To review recent advancements in understanding aetiopathogenesis, clinical, serological and histo-
logical features of AlH

Methods: Published studies on AlH extracted mainly from PubMed during the last 15 years.

Results: AIH haw a global distribution affecting any age, both sexes and all ethnic groups. Clinical mani-
festations are variable ranging from no symptoms to several / acute hepatitis and only seldom to fulmi-
nant hepatic failure. Autoimmune attack is perpetuated, possibly via molecular mimicry mechanisms, and
favoured by the impaired control of T-regulatory cells. A typical laboratory finding is hypergammaglobu-
linaemia with selective elevation of IgG, although in 15 — 25% of patients -particularly children, elderly and
acute cases- IgG levels are normal. Therefore, AlH diagnosis should never be ruled out only on the basis of
normal IgG. Liver histology (interface hepatitis, emperipolesis and hepatic rosette formation) and autoanti-
bodies detection although not pathognomonic, still remain the hallmark for a timely and correct diagnosis.
Conclusion: AIH remains a major diagnostic challenge. The clinician, the hepatologist and the laboratory
personnel need to become more familiar with different expressions of the disease, interpretation of liver
histology and autoimmune serology. Indeed, the detection of non-organ and liver-related autoantibodies
using appropriate conditions in expertise hands although not pathognomonic, is very supportive of prompt
diagnosis, in the absence of viral, metabolic, genetic and toxic aetiology of chronic or acute hepatitis.
Keywors: Autoimmune hepatitis, Azathioprine, Liver autoimmunity, Liver-related autoantibodies, Non-organ

specific autoantibodies, Overlap syndromes.

Introduction
Autoimmune hepatitis (AIH) is an unresolving progressive
chronic liver disease that affects preferentially the female sex
and is characterized by interface hepatitis, hypergammaglob-
ulinaemia even in the absence of cirrhosis, circulating autoan-
tibodies and a favourable response to immunosuppressive
treatment™.

To date the aetiology of AlIH is still unknown and all the
causes of chronic liver disease must be excluded in advance
before diagnosing AIH. Due to the absence of a specific mark-
er of the disease and the large heterogeneity of its clinical, lab-
oratory and histological features, the diagnosis of AIH may be
potentially difficult. Therefore, a panel of experts namely the
International AIH Group (IAIHG), met for the first time some
twenty years ago and proposed a cumulative score* which
was subsequently revised® and simplified® in order to con-
form the diagnostic criteria between the different centres and
to give the opportunity to compare the different experience
mainly for research purposes.

AlH is considered a relatively rare disease, since its preva-

lence ranges from 10 to 17 per 100.000 in Europe and appears
to be similar to that of primary biliary cirrhosis (PBC)”'°. Inter-
estingly however, higher prevalence rates have been report-
ed in areas where epidemiological and prospective studies
can be done with good accuracy due to the stability of the
populations. In the context, prevalence rates of 42.9 cases
per 100.000 and 24.5 per 100.000 have been reported in Alas-
ka natives' and New Zealand' suggesting that the disease
might be underestimated or unrecognized in other areas. In
spite of its global distribution at any age of both sexes and
in all ethnic groups, AIH prevalence and clinical expression
appear to vary according to ethnicity. Indeed, black patients
seem to carry a more aggressive clinical course than non-
blacks™. Alaska natives have a high frequency of acute icteric
disease', patients of Hispanic origin are characterized by an
aggressive presentation both biochemically and histological-
ly with a very high prevalence of cirrhosis, whereas patients
of Asian background demonstrate a very poor survival out-
comes'. Immunogenetic factors are likely to influence the
development, critical source and response to therapy of AlH
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in ethnically different patients.

Aetiopathogenesis

The cause(s) of AlH is (are) still unknown, although over
the years remarkable advances in the understanding of the
pathogenesis of the disease have been made. The domi-
nant hypothesis postulates that AlH is a disease developing
in a genetically predisposed individual who is also exposed
to environmental factors (triggering factors). Thereafter, the
autoimmune attack against the liver is perpetuated possibly
via “molecular mimicry” mechanisms and is favoured by the
impaired control of regulatory cells.

Genetics of AIH

AlH is a “complex trait” disease which does not follow the
typical Mendelian pattern and the “susceptibility” genes, act-
ing alone or possibly in concert, interact with environmental
factors, whose identity is mostly unknown. The strongest as-
sociation is with genes located within the human leukocyte
antigen (HLA) region on the short arm of chromosome 6, par-
ticularly those encoding the HLA class Il DRB1 alleles. These
molecules, naturally exposed on the surface of antigen-pre-
senting cells are essential in the presentation of the peptide
antigens to CD4 T cells.

In Europe and North AmericaDRB1*0301 and DRB1*0401,
encoding for the HLA DR3 and HLA DR4 antigens, respective-
ly, confer susceptibility to AlH-type 1 (AIH-1)">'®, and their pos-
session increases the score of the revised diagnostic criteria
issued by the IAIHG®. DRB1*0405 and DRB1*0404 confer sus-
ceptibility to AIH in Japan, Argentina and Mexico', whereas
DRb1*1301 allele encoding for the HLA DR13, confers sus-
ceptibility in patients from Argentina''®. On the other hand,
susceptibility to AlH-type 2 (AIH-2) is conferred by the posses-
sion of DRB1*0701 (HLA DR7) and DRB1*0307 (HLA DR3)%.

Molecular mimicry in AIH

Molecular mimicry stems from the premise that self-antigens
may share sequence homologies with proteins of external
agents such as viruses and for this reason, after a first ex-
posure and sensitization to foreign antigens, the immunity
system would react against self-proteins perpetuating the
chronic damage.

In AlH, the best example of molecular mimicry is repre-
sented by the anti-liver/kidney microsomal antibody type 1
(anti-LKM1), which targets cytochrome P45011D6 (CYP2D6).
CYP2D6 shares sequence homologies with hepatitis C virus
(HCV), cytomegalovirus and herpes simplex virus type 1712,
infectious agents which could act as triggering factors and
initiate an autoimmune attack in genetic susceptible hosts.

In addition, the accessibility of CYR2D6 on the outer surface
of hepatocyte plasma membrane, where it is targeted by
LKM1 positive sera from AlH patients, suggests that autoan-
tibody-dependent cytotoxicity could be operative in perpetuat-
ing the autoimmune attack directed against the hepatocyte?.

Impairment of T regulatory cells in AlH

The mechanisms underlying the breaking of immune tol-
erance in AlH have not yet been completely clarified. A po-
tential role is attributed to malfunction of regulatory Tcells,
particularly CD4+CD25+FOXP3+T cells. CD4+CD25+ regu-
latory T cells suppress auto-reactive clones through cell/cell
contact and realizing cytokines with regulatory activity such
as interleukin-10 (IL-10) and transforming growth factor-beta
(TGF-beta)?. In contrast with healthy subjects, CD4+CD25+
regulatory T cells are numerically reduced and functionally
impaired in AlH, particularly at the time of diagnosis, whereas
during the drug-induced remission a partial repopulation of
regulatory T cells ensues??’. Using a different methodology
and experimental approach Peiseler et al found contrasting
results and described normally functioning regulatory T cells
in AlH patients?. Therefore, a univocally accepted set of mark-
ers for identifying regulatory T cells is absolutely necessary
for future studies in this intriguing field.

A potential pathogenetic contribution to the insufficient
control of the pro-inflammatory milieu and consequently to
liver damage in AlH patients could also derive from the inter-
action between the receptor of IL-4 (CD124) and circulating
autoantibodies against it, recently described in AIH patients?.
These autoantibodies inhibit STAT6 phosporylation induced
by IL-4 binding to CD124, with a cumulative neutralizing effect
on IL-4 activity, thus favouring protracted and uncontrolled in-
flammatory reactions.

Animal models of AIH

In the past, most murine models of AIH were developed after
a rather complex disease induction protocol and the presenta-
tion of hepatitis was often only transient, not reflecting fun-
damental features of AlH such as the generation of specific
autoantibodies and/or T cells and liver fibrosis®®*®. In recent
years new animal models have provided fresh information
on the pathogenetic mechanisms of the disease®*. In addi-
tion, the knowledge of the target autoantigens of anti-LKM1
antibodies and antibodies against liver cytosol type Tantigen
(anti-LC1) in AIH-2, namely CYP2D6 and formiminotransfera-
secyclodeaminase (FTCD), respectively, allowed the develop-
ment of a CYP2D6%* and a CYP2D6 plus FTCD animal model“.
The immunized mice had a peak serum aminotransferase ab-
normalities 4 — 7 months after the injection, developed per-
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iportal, portal and lobular inflammatory infiltrates, produced
anti-LKM1 and anti-LC1 antibodies, and had liver-infiltrating
CD4+, CD8+ and B lymphocytes, including cytotoxic-specific
T cells. The genetic background is an important aspect in this
animal model of AlH, as mouse strains with different genes
within and outside the major histocompatibility complex
(MHC) exhibited different susceptibilities for the disease®’.
Peripheral tolerance and development of regulatory T cells,
but not sexual hormone nor central tolerance, seems to play
a pivotal role in the susceptibility to AlH in females*. Most im-
portantly, in support of the role of impaired regulatory T cells
in the pathogenesis of the disease, the adoptive transfer of
ex vivo expanded T regulatory cells in mice with AlH restored
peripheral tolerance to FTCD, the inciting autoantigen, and re-
mission of liver inflammation is achieved*.

Regarding the CYP2D6 animal model it was the strategy to
use an adenovirus vector expressing the human CYP2D6 as
a triggering molecule to break tolerance since the viral infec-
tion provides an appropriate substrate for autoimmunity by
inducing strong inflammatory responses within the liver. Sub-
sequently, aggressive lymphocytes reach the liver, molecular
mimicry develops between viral antigens and self-antigens,
and a chronic liver disease becomes apparent as a conse-
quence of antigen-sensitised, promiscuous T cells infiltrating
the liver*#5_Chronic hepatitis is triggered only by adenovirus
expressing CYP2D6, and is characterized by histological fea-
tures of AlH, high titres of anti-LKM1 antibodies recognizing
the immunodominant epitope WDPAQPPRD of CYP2D6, he-
patic infiltration with CD4+ lymphocytes and extensive hepat-
ic fibrosis*4¢,

Another animal model of AIH has been developed inducing
the loss of regulatory mechanisms such as naturally arising
regulatory T cells and programmed cell death 1 (PD-1)-me-
diated signaling. Mice unable to produce natural regulatory
T cells after neonatal thymectomy and genetically devoid of
the PD-1-mediated signaling produce antinuclear antibodies
(ANA) and develop fatal hepatitis with florid CD4+ and CD8+
T-cell infiltration of the liver and massive lobular necrosis®’.

It should be stated however, that apart from this latter
model most of the recent animal models provide significant
progress in the understanding of AIH-2 pathogenesis but not
for the development of AIH-1 which is by far the most frequent
type of AIH (approximately 75 — 80% of patients with AlH).
Therefore, we believe that more evidence should be generated
to pinpoint the immunopathogenesis of AlH including stud-
ies on autoantibodies, autoaggressive T cells and effects of
cytokines, in order to understand definitely how the chronic
inflammation of the liver is induced and maintained in AlH.

Towards clinical and serological
phenotypes of the disease

Presentation
The clinical course of AlH is usually characterized by fluctu-
ated periods of decreased or increased activity and therefore,
the spectrum of its clinical manifestations is variable ranging
from no symptoms to severe acute hepatitis and even ful-
minant hepatic failure (Table 1'%, Indeed, approximately 11
— 25% of patients present with an acute onset of AIH which
does not differ from acute hepatitis cases of other causes™**%.
However, acute presentation of AIH actually may contain
two different clinical entities. One is the acute exacerbation
of chronic AIH (acute exacerbation form of undiagnosed or
misdiagnosed AlH cases) and the other is the true acute AlH
without chronic histological changes (acute form of AlH)*
5. 0Of note, in some patients with acute presentation of AIH
immunoglobulin G (IgG) levels are normal and ANA are not
detected and thus, the physician may not consider AIH. In ad-
dition, some of these acute cases of AIH may rarely progress
to acute liver failure and this should be keep in mind since the
identification of AIH as the aetiology of acute presentation of
AlH and/or acute liver failure is very important because it be-
came clear that delay of the diagnosis and initiation of therapy
result in poor prognosis of AIH whereas, administering corti-
costeroids might avoid the need for liver transplantation®52,
The disease was originally described in peripubertal fe-
males, but it is now well-known that AIH can occur global-
ly at any age, in both sexes and in all ethnic groups'®14495356,
An overall bimodal age pattern has usually been reported at
presentation in most studies with one peak during childhood
and teens and another in middle age between the fourth and
sixth decades of life (especially for women after menopause)
although recent studies have shown that an increasing num-
ber of AlH patients are diagnosed also in older ages (above
60 - 65 years)*%. Commonly, the clinical presentation is not
peculiar and is characterized by one or more of the following
non specific symptoms of varying severity such as fatigue,
general ill health, mind pain in the right upper quadrant, leth-
argy, malaise, anorexia, weight loss, nausea, pruritus, jaundice
and arthralgia involving the small joints, sometimes dating
back years (Table 1)110144%535 Amenorrhoea is also common
whereas, maculopapular skin rash and unexplained fever are
rare features. Physical examination may be normal but it may
also reveal hepatomegaly, splenomegaly and when frank cir-
rhosis has developed, signs and symptoms of chronic liver
disease like palmar erythema and spider nevi. In advanced
stages, the clinical picture of portal hypertension dominates
including ascites, esophageal varices and portal gastropathy,
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cytopenia due to hypersplenism and hepatic encephalopathy.

A considerable amount of patients at diagnosis (range: 12
- 35%) are asymptomatic and the final diagnosis is usually
established during investigation for unexplained increase of
aminotransferases performed for other reasons (e.g. annual
check-up for insurance, investigation for other pathological
entities etc)'0%61%3 However, almost one third of all patients
at diagnosis have already developed advanced disease with
the presence of cirrhosis which is associated with lower over-
all survival irrespective of the presence of symptoms or not
and may indicate a delay in diagnosis'105354616284 The [atter
finding along with the presence of histological evidence of
chronic disease on liver biopsy in a proportion of patients with
acute presentation of AIH imply that they probably have had
subclinical disease for a long time'#8%052 Actually, this is the
diagnostic challenge since subclinical disease often precedes
the onset of the disease symptoms, whereas long periods of
subclinical disease may also occur after presentation. There-
fore, the objective is to spread knowledge of the AIH diagno-
sis and to adopt a more liberal attitude towards testing for
antibodies in patients with elevated liver function tests since
effective treatment is available.

Table 1. Characteristics of autoimmune hepatitis
(AIH)

Variable

Geoepidemiology Worldwide in any race

4-6:1

Female : Male ratio

Age at presentation Any age (bimodal distribution usual
with peaks around puberty and between
4th and 6th decades although a
considerable amount of patients are

even older)

Clinical presentation Broad range from asymptomatic (“en
passant” diagnosis) to acute severe or
even fulminant hepatic failure

Most common clinical phenotype
(almost two thirds of patients) is
characterized by one or more of
non-specific symptoms like fatigue,
mild pain in the right upper quadrant,
lethargy, malaise, anorexia, nausea,
pruritus, jaundice and arthralgia
involving the small joints

Acute presentation of AIH contains
two different clinical entities (the acute
exacerbation of chronic AlH and the true
acute AIH without histological findings
of chronic disease)

One third of patients at diagnosis
have developed cirrhosis irrespective
of the presence of symptoms or not
suggesting a delay in diagnosis due to
unfamiliar doctors and labs

Physical examination Depends on the clinical stage of the
disease ranging from completely normal
to signs and symptoms of chronic liver
disease and/or portal hypertension
(hepatomegaly, splenomegaly, ascites,
varices or hepatic encephalopathy)

Presentation

in special conditions During pregnancy or in the early
postpartum period

After liver transplantation for other
diseases (de novo AlH)

After administration of drugs or herbals
(drug-induced AlH, nitrofurantoin and
minocycline implicated in 90% of cases)

Specific features Frequent presence of a wide variety of
other autoimmune or immune-mediated
diseases (most common: autoimmune
thyroiditis, vitiligo, alopecia, rheumatoid
arthritis, diabetes mellitus type-1,
ulcerative colitis and celiac disease)

Complications HCC development in AlH although is
less common than other liver diseases,
does exists and is associated with
cirrhosis suggesting surveillance in all

cirrhotic AlH patients

*HCC : Hepatocellular carcinoma

Presentation of AIH in special conditions

The disease may be first diagnosed during pregnancy or in the
early postpartum period (Table 1). Actually, postpartum exac-
erbations may occur in patients whose condition improved
during pregnancy (presumably due to a change from Th1 to
Th2 response during pregnancy)'57°. Therefore, this possibility
should be actively considered in the differential diagnosis if liver
dysfunction particularly accompanied by hypergammaglobuli-
naemia is observed during pregnancy or more frequently after
delivery.

AlH may also develop after the administration of several
drugs in susceptible individuals (Table 1). Reactive metabo-
lites created through hepatic metabolism of these drugs have
been shown to hind to cellular proteins such as components
of cytochrome P450 (CYP). These can then be recognized by
the immune system as neoantigens although the underlying
mechanisms have been elucidated for some drugs able to in-
duce AIH but not currently in use, such as dihydralazine and
tienilic acid?®’"72. Among drugs still widely used, drug-induced
AIH has been well documented for nitrofurantoin, which is a
widely prescribed for urinary tract infections, and minocycline,
a treatment for acne3’27. Of interest, these two agents are im-
plicated in 90% of cases of drug-induced AIH worldwide’>”*.
Furthermore, a recent study showed after comparing patients
with drug-induced AlH to those with AIH that the two groups
had quite similar clinical and histological patterns although the
former had lower histological activity and do not seem to re-
quire long-term immunosuppressive therapy’#’®. Other drugs
and herbal agents such as oxyphenisatin, ornidazole, methyldo-
pa, diclofenac, interferon, atorvastatin, highly active anti-retrovi-
ral treatment for human immunodeficiency virus and biologic
agents including infliximab, natalizumab and adalimumab have
also been reported occasionally to induce AIH™7276:80,
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The onset of AlH has been recorded in susceptible individu-
als after viral infections like hepatitis A virus, Epstein-Barr virus
(EBV), human herpes virus 6 and measles'®?#8_Specifically
for EBV, Vento et al®’have reported the onset of AIH-1 in two out
of seven susceptible adults after EBV infection whereas recent-
ly Cabibi D®, Nakajima et al®* and Zellos et al®® reported three
more cases (2 with AIH-1 and 1 with AIH-2). Additionally, the
development of AIH-2 has been reported in some patients with
HCV after treatment with interferon-alpha but also rarely after
acute HCV infection even after viral clearance. From the clinical
point of view these observations indicate that AIH should be
considered as an alternate “emerging” diagnosis in cases with
previous viral infections followed by unexplained and prolonged
hepatitis. In such conditions, liver biopsy seems mandatory in
an attempt to achieve a correct and timely diagnosis of a poten-
tially catastrophic liver disease as AlH.

AlH has been reported after liver transplantation for other liv-
er diseases in adults and children (de novo AlH after liver trans-
plantation)®# However, it has been suggested that alternative
nomenclature such as “post-transplant immune hepatitis” or
“graft dysfunction mimicking AIH" or “post-transplant plasma
cell hepatitis” may be more appropriate88. Nevertheless, the
timely recognition of this entity appears to be crucial for avoid-
ing graft rejection and the need of another transplantation and
improving long-term survival®’.

A specific feature of AlH is the presence of a wide variety of
other autoimmune or immune-mediated diseases in the patient
or first degree relatives, commonly autoimmune thyroiditis, vit-
iligo, rheumatoid arthritis, diabetes mellitus type-1, ulcerative
colitis and celiac disease (Table 1)10546289% Rarely AIH can
concur with other frequent non-autoimmune liver disorders
like chronic viral hepatitis B, C or D, non-alcoholic fatty liver dis-
ease and alcoholic liver disease although in such cases early
and correct diagnosis is very difficult®® ™. Taken together, the
above associations of AIH with autoimmune diseases as well
as non-autoimmune liver diseases may further explain the de-
lay of a prompt and accurate diagnosis since the first doctor
managing the AIH patient (e.g. rheumatologist, endocrinolo-
gist etc) could be unfamiliar with the peculiar heterogeneity of
the clinical presentation of AlH.

Complications

The complications of the disease are the same as in any oth-
er chronic progressive liver disease. As stated above almost
one third of patients have already develop cirrhosis at the time
of diagnosis. For this reason, a timely and correct diagnosis
can stop the progression of chronic hepatitis to cirrhosis
including decompensated disease and the development of
portal hypertension and, ultimately, hepatocellular carcinoma

(HCC). HCC is a known consequence of AlH-related cirrhosis
although its occurrence in association with AlH is significantly
less frequent compared to other causes of liver cirrhosis such
as chronic viral hepatitis, alcohol or hemochromatosis™21%3,
However, a recent population-based study showed that the
risk of hepatic and extrahepatic malignancy was significantly
increased in AlH patients™ whereas, studies from UK, USA
and Japan identified the presence of cirrhosis in AlH as the
sine qua non for HCC development, which subsequently oc-
curs at a rate of 1.1% per year affecting men and women in
equal proportions'®1951% Thus, although the incidence of
HCC is less common than in other chronic liver diseases the
risk remains sufficient to implicate surveillance in all AIH pa-
tients with cirrhosis.

Laboratory findings

The typical serum biochemical profile shows a predominantly
hepatic pattern, but bilirubin concentrations and aminotrans-
ferases may range from just above the upper normal limits to
mare than 50 times these levels, with usually normal or only
moderately elevated cholestatic enzymes'#3. However, it should
be noted that these findings do not reliably reflect severity of
the disease at the histological level. Of interest, recent studies
have shown that along with the elevations of aminotransferas-
es, y-glutamyl-transpeptidase (y-GT) levels but not alkaline
phosphatase (ALP) can also be increased invariably in AIN and
furthermore, might be used as independent predictor of treat-
ment outcomeb54,62. In keeping with the fluctuating nature of
disease, the aminotransferases and y-GT may even sponta-
neously normalize (spontaneous biochemical remission) de-
spite histological evidence of continuing activity. The latter is
another critical issue that sometimes may result in delay and/
or underestimation of diagnosis since the subsequent hit can
be obvious after several months or years and may be com-
pletely asymptomatic explaining at least partially the presence
of established cirrhosis in almost one third of patients at the
time of diagnosis. In most patients but not all, the characteris-
tic laboratory feature of AlH is a polyclonal hypergammaglob-
ulinaemia with selective elevation of serum IgG#65659109111 |t
should be emphasized that in every day clinical practice this
determination is usually missing in the laboratory assessment
of an index patient with unexplained acute or chronic elevation
of aminotransferases leading to further underestimation of the
disease accompanied by significant delay in prompt diagno-
sis. Elevation of serum IgA suggests steatohepatitis (alcoholic
or non-alcoholic) or drug induced liver injury rather than AlH,
whereas an increase in IgM levels is more characteristic of
autoimmune cholestatic liver diseases either PBC or primary
sclerosing cholangitis (PSC). IgA deficiency is not uncommon
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in children with AIH. However, it should be keep in mind that
almost 15 — 25% of patients particularly in childhood or in the
elderly and also more frequently in the severe/acute cases may
have normal IgG levels at presentation®®6219111 Therefore, a di-
agnosis of AlHshould never be ruled out only for the presence
of normal IgG levels. In addition, the responsible physician
should be aware that low aminotransferases, bilirubin, or IgG
values do not necessarily equate to mild or inactive disease nor
exclude a diagnosis of AIH45,

Another parameter that may be of value and contribute to
the diagnosis of AIH particularly in patients who present with-
out the conventional antibodies is the serum concentration of
complement component C4 which is persistently low in AlH
patients™ 45112,

Classification and detection of
autoantibodies

The detection of non-organ and liver-related autoantibodies
although not pathognomonic, still remains the hallmark for
the diagnosis of the disease in the absence of viral, metabolic,
genetic and toxic aetiology of chronic or acute hepatitis?®”'.
According to the pattern of autoantibodies detected in AIH
patients a subclassification of the disease into two major
types —AIH-1 nad AIH-2- has been proposed. The clinical and
serologic phenotypes of the disease associated with AlH-1
and AIH-2 are shown on the Table 2. This distinction was ini-
tially based on circulating autoantibodies alone but thereafter
other differences have become apparebt that the helpful to
clinicians (Table 2).

Table 2. Clinical and serologic phenotypes of
autoimmune hepatitis (AIH)

Feature AlH-1 AlH-2
Autoantibodies ANA, SMA, anti-F-actin, Anti-LKM1, anti-LC1,
anti-alpha-actinin, rarely anti-LKM3
anti-SLA/LP
Age of presentation Any age Usually in children and

young adulthood

Genetic susceptibility

HLA DR3, DR4 and DR13

HLA DR3 and DR7

Clinical severity

Variable

Usually acute/severe

Histopathological feature
at presentation

Mild disease to cirrhosis

Commonly advanced

maintenance therapy

Failure of treatment Rare Frequent
Relapse after drug Variable Frequent
withdrawal

Need for long-term Variable Very common

AIH-T = Autoimmune hepatitis type-1, AIH-2 = Autoimmune
hepatitis type-2, ANA = Antinuclear antibodies, SMA = Smooth
muscle antibodies, anti-SLA/LP = Antibodies against soluble

liver antigen/liver pancreas, anti-LKM1 = Antibodies against liv-
er kidney microsomal type 1, anti-LKM3 = Antibodies against
liver kidney microsomal type 3, anti-LCT = Antibodies against
liver cytosol type 1, HLA = Human leucocyte antigen.

3e.1. AlH-1

AlH-T is characterized by the presence of ANA and/or smooth
muscle autoantibodies (SMA) which may associate in 60 —
90% of patients with perinuclear anti-neutrophil cytoplasmic
antibodies (p-ANCA), more appropriately termed peripheral
anti-neutrophil nuclear antibodies (p-ANNA), because the
target antigens appear to be located in the periphery of nu-
clei rather than in the cytoplasm?#®71110118 A|H-1 accounts for
about 75 - 80% of all cases with AIH and in most instanc-
es the staining pattern of ANA by indirect immunofluorence
(IIF) on tissue sections or isolated cells show a homogenous
diffuse pattern, but speckled patterns are not infrequent, and
investigation for different staining patterns appears to have
no practical clinical implications?6/11114 SMA are detected
by IIF on rodent liver and kidney, due to staining of vessel
walls, and stomach due to staining of the muscle layer and
directed against structures of the cytoskeleton such as fila-
mentous actin (F-actin), troponin, tubulin, vimentin and tropo-
myosinZ6/1112114115 1 In A|H-1, SMA are predominantly directed
against F-actin1” but reliance on anti-actin specificity of
SMA or AIH diagnosis may result in missed diagnosis of AlH
in about 20% of patients since F-actin is a likely, but not the
only, target of AlH-specific SMA reactivity'#1"€.

Titres of at least = 1 : 40 in adults and = 1 : 20 in children
are generally accepted as positive®6'9114 However, ANA and/
or SMA —usually in low titres- may occur in patients with
chronic viral hepatitis B or C, but in most of these cases SMA
lack F-actin specificity?371119120 " During immunosuppressive
treatment, disappearance of ANA and/or SMA is observed in
the majority of patients with AIH-1"2". However, autoantibody
status is unable to predict immediate outcome after cessa-
tion of corticosteroid administration. Additionally, neither au-
toantibody titres at first diagnosis nor autoantibody behavior
in the time course of the disease are prognostic markers for
AIH-1%371121 Furthermore, pre transplant ANA and SMA levels
do not appear to impact recurrence rates of outcome follow-
ing liver transplantation for AIH'?2. These findings indicate that
ANA and SMA are not involved in the pathogenesis of AlH-
1 and furthermore, their determination is more of diagnostic
than prognostic value?37".121,

In addition, 15 — 30% of AIH-1 patients have detectable an-
tibodies to soluble liver antigen (SLA) or liver pancreas (LP)
which are now known as one and the same autoantibody des-
ignated as anti-SLA/LP'3124 This autoantibody is associated
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with a more severe course of the disease, represents the more
specific autoantibody identified in AIH-12#12° and occurs at
similar frequencies in AlH patients from different geographi-
cal regions and ethnic groups'™®. Therefore, from the clinical
point of view anti-SLA/LP seems to be first, a useful surro-
gate marker for the diagnosis of AIH-1 whereas secondly, may
also result in a reduction of cases of cryptogenic hepatitis or
autoantibody-negative AIH™' particularly when conventional
autoantibodies are negative. Anti-SLA/LP antibodies target a
synthase (S) converting O-phosphoseryl-tRNA (Sep) to sele-
nocysteinytRNA (Sec), thus its terminologically correct label
is SepSecS™21%, As a result, molecular based assays like ELI-
SAs, immunoblot and radioligand assays have been devel-
oped for the detection of these antibodies'>'*. The reason of
anti-SLA/LP association with severe liver inflammation, pro-
tracted treatment and relapse after corticosteroid withdrawal
in AIH patients is unknown but we were the first to report that
antibodies to ribonucleoprotein/Sjogren's syndrome A anti-
gen (anti-Ro/SSa) and particularly against Ro52 antigen (an-
ti-R052) were present in 98% of AlH patients with anti-SLA/LP
reactivity'**. The dual presence of anti-SLA/LP and anti-Ro52
as not due to cross reactivity and was later reported in 77%
of European and 96% of North American patients wit AIH and
anti-SLA/LP antibodies™5™®. Of interest, anti-Ro52 antibodies
alone or in conjuction with anti-SLA/LP are associated with
an adverse outcome in AlH as defined by higher frequencies
of progression to cirrhosis and hepatic death or need of liver
transplantation™®. These findings suggest that the prognostic
associations ascribed previously to anti-SLA/LP may reflect
their almost invariable concurrence with anti-Ro52 antibodies.

3e.2. AlH-2

AIH-2 is characterized by the detection of specific anti-LKM1
or infrequently anti-LKM type 3 (anti-LKM3) antibodigs?®2371.10%
11418713 gnd/or antibodies against liver cytosol type 1 antigen
(anti-LC1)2371114139 - A]H-2 accounts for less than 10 — 15%
of all cases in Europe and North America although it is com-
moner in southern Europe®%6:5862140141 - Jsing the IIF method
on fresh sections of rodent liver. Kidney and stomach tissues
the characteristic features of anti-LKM1 autoantibodies are the
diffuse staining of cytoplasm of the entire liver lobule and the
exclusive staining of the P3 portion of the proximal renal tu-
bules?32271114157 Dye to this staining pattern of kidney sections
anti-LKM1 can be easily distinguished from antimitochondri-
al antibodies (AMA), which stain the proximal and distal renal
tubules?32271114137 - Anti-L KM1 autoantibodies target mainly
severe epitopes of drug metabolizing enzymes of phase 1,
namely CYP2D6 (molecular weight of 50 kDa)?*?3142145_ Of note,
depending on the geographic origin, 0 = 10% of patients with

chronic hepatitis C —irrespective of the HCV genotype- devel-
op anti-LKM1 autoantibodies?#/11141201461%0 which are directed
mainly against the same target-autoantigen recognized by an-
ti-LKM1 in AIH-2 suggesting cross reactivity leading to hepatic
autoimmunity by molecular mimicry?3222368143146151152 though
the autoantibody response to immunodominant epitopes dif-
ferg?223141145147148152155 - A genetic predisposition such as HLA
DR7 positivity appears to account for the development of an-
ti-LKM1 in Italian patients with chronic hepatitis C156. From
the clinical point of view, screening for anti-LKM autoantibodies
is recommended by the IAIHC before the initiation of interfer-
on-alpha-based therapies in HCV patients and if found positive
a careful monitoring appears reasonable because occasionally
interferon-alpha may unmask or provoke autoimmune hepatic
reactions and even “true” AIH5696114154157159 Rarely, AIH-2 may
be induced by acute HCV infection and persisted even after vi-
ral clearance’®.

Anti-LKM3 autoantibodies alone or in combination wit an-
ti-LKM1 are also detected in about 5 — 10% of patients with
AlH-2138155161 - Contrary to anti-LKM1 autoantibodies, which on
[IF stain liver and kidney tissues only, with anti-LKM3 additional
fluorescence signals may be present with tissue from the pan-
creas, adrenal gland, thyroid and stomach. These autoantibod-
ies were first described in about 13% of patients with chronic
hepatitis D273, but only occasionally in patients with chronic
hepatitis C'4816415 Family 1 of UDP-glycuronosyltransferases
(UGTT1) is the main target autoantigen of anti-LKM3 (molecular
weight of 55 kDa) either in AIH-2 or chronic hepatitis D1%%161.162,

Anti-LC1 autoantibodies are detected in about 30% of pa-
tients with AIH-22371114139166 gnd in approximately 50% of all
anti-LKM1-positive cases' % This autoantibody is organ
specific but not species specific and is characterized by a
cytoplasmic staining of the periportal hepatocytes when the
[IF assay is used for their detection. The hepatocellular layer
around the central veins is not stained™*™. It is noteworthy
that anti-LC1 proved to be the sole autoantibody in 10% of pa-
tients with AIH™™ [t recognizes FTCD, a liver-specific meta-
bolic enzyme involved in folate metabolism (molecular weight
of 58 — 62 kDa)'®*. Multiple regions of FTCD trigger the LC1
autoimmune response and LCT reactivity is mainly directed to
conformational epitopes located in the FT region of FTCD170.
The detection of anti-LC1 by IIF is usually obscured due to the
anti-LKM1 pattern that frequently found in most of the anti-LC1
positive sera. For these reasons additional techniques such as
the ouchterlony double diffusion, ELISA, immunoblot or coun-
ter-immunoelectrophoresis are usually required for their detec-
tion39166167188171 " For hoth anti-LKM ant anti-LC1 autoantibod-
ies titres by lIF of at least > 1:40in adultsand > 1: 10 in children
are considered positive®610%114
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3e.3 Problems in antibody testing

The IAIHG has published detailed guidelines on how to test on
autoantibodies relevant to AlH including the preparation of the
substrates (especially on how to orient and cut the kidney), ap-
plication of serum samples, optimal dilution, Fluorochrome-la-
beled revealing agents, selection of controls and diagnostically
relevant staining patterns’. IIF on fresh frozen sections (of 4
- 8 weeks store) of a multi-organ substrate (liver, kidney and
stomach) from rodents especially rats is ideally the preferred
first-line screening for ANA, SMA, LKM1, LKM3, LCT and AMA
antibodies?®111* The use of immobilized HEp2 cells only for
ANA, SMA and AMA detection should be avoided owing to an
increase in frequency of false-positive results.

Unfortunately, in real life the development of locally validat-
ed sections for IIF not seem to be very feasible. In addition,
equivalent sections of commercial origin are of variable quality
because, to lengthen shelf-life, they are treated with fixatives,
which result in enhanced background staining leading poten-
tially to several difficulties in the interpretation of fluorescence
patterns'®4 Therefore, some centres especially in US, use for
antibody testing assays based on recombinant or purified an-
tigens like ELISAs or immunoblot particularly for the detection
of ANA, SMA, (F-actin) and anti-LKM1, anti-LC1, AMA and an-
ti-SLA/LP antibodies™.

Regarding the levels of autoantibodies titres it should be
noted that they may vary during the course of the disease and
therefore, it is now clear that low autoantibody titres do not ex-
clude the diagnosis of AlH, nor do high titres (in the absence of
other supportive findings) establish the diagnosis?371110.114172,
Furthermore, seronegativity on a single testing cannot exclude
AlH, repeated tests may be necessary to allow autoantibody
detection and a correct diagnosis. A clinically significant lev-
el of positivity would start at the arbitrary dilution of 1/40. In
contrast, for subjects up to 18 years, any level of autoantibody
reactivity in serum is infrequent, so that positivity at dilutions
of 1/20 for ANA and SMA and even 1/10 for anti-LKM and
anti-LC1 is clinically relevant®1%1014 Hence, the laboratory
should report any level of positivity from 1/10, with the result
interpreted within the clinical context and the age of the patient.
Of interest, several laboratories ignore these IIF cut-off points
that are recommended by the IAIHC and by using their own cut-
offs (1/80 or even 1/160) expands the number of ‘negatives”
resulting in further underestimation of the disease and delay of
the diagnosis.

Since the detection of autoantibodies plays a pivotal role in
the diagnosis of AlH both the laboratory personnel and the cli-
nician need to become more familiar with the disease expres-
sions and the interpretation of the liver autoimmune serology
to derive maximum benefit for the patient in this context, the

end-user, the clinician, must order tests advisedly with good
clinical data and interpret these in the light of the clinical infor-
mation to make wise evidence-based decision in an attempt
to minimize the problem of underestimation of AIH diagnosis.

3e.4. Other autoantibodies in AIH

The detection of various autoantibodies with limited or obscure
clinical significance has been reported in AlH patients since its
first description in the 1950s. These include antibodies to single
and double-stranded DNA2,3,173, cardiolipin174, histones175,
cyclic citrullinated peptide176,177, asialoglycoprotein receptor
(anti-ASGRP)3110181178179 chromatin'®,centromere®'%1181 Rp5213+
136782 alpha-actinin'’3183185 Saccharomycescerevisiae'®'®, celi-
ac disease-related autoantibodies®'31 181188 AN ATS1189195 |acto-
ferrin™®, and p53 protein™1%,

From this repertoire of autoantibodies we shall discuss in
brief three namely, AMA, antibodies to alpha-actinin and an-
ti-ASGPR, since they appear to have some significance in pa-
tients with AIH. Although AMA remain the serologic hallmark
for PBC diagnosis®'®, they can occur in otherwise classical
AIH. The prevalence rate of AMA detection in AIH patients
varies from 3.6% to as high 34%19019119819419 with the latter
higher frequency reported in Japanese patients'. At present
most studies agree that AMA detection in AIH patients does
not identify a subgroup that requires different treatment or
that evolves quickly into a cholestatic syndrome':. In paral-
lel, a long-term study from Canada showed that patients with
overt AIH who tested positive for AMA and are treated with
corticosteroids had no clinical or histologic evidence of PBC
despite the continued detection of AMA over a follow-up of up
to 27 years194. In contrast, a recent small case-study reported
three AMA-positive patients with AIH in whom specific features
of PBC overlapped in time suggestimg the need of longer fol-
low-up to detect late development of PBC in this setting195.
Taking together the above mentioned data we believe that in or-
der to define whether onr not the presence of AMA in AlH is an
incidental finding due to collateral bile duct injury or conceals
subclinical autoimmune cholestatic liver disease and therefore,
can predict the future development of cholestatic pathology
and the clinical onset of PBC needs to be determined in future
multicentre prospective studies.

Alpha-actinin is a ubiquitous cytoskeletal protein, which
belongs to the superfamily of F-actin crosslinking proteins,
together with spectrin, dystrophin, and their homologues and
isoforms™“. This multifunctional and also fundamental cell
molecule has recently gained attention as a possible dominant
target-autoantigen in autoimmune diseases, especially sys-
temic lupus erythematosus (SLE) and AlH-1. Indeed, accumu-
lating volume of evidence indicate that anti-dsDNA antibodies
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may contribute to the pathogenesis of SLE-related glomerulo-
nephritis by cross-reacting with alpha-actinin in murine models
as well as in humans?20'. On the other hand, anti-alpha-actinin
antibodies have been detected in the sera of more than 40%
of patients with AIH-1, characterizing, in combination with an-
ti-F-actin antibodies, a subset of patients with clinically and his-
tologically severe form of the disease'”*'®. The finding of dou-
ble detection of anti-F-actin and anti-alpha-actinin antibodies
was not due to a cross-reaction phenomenon and it was highly
specific only for AIH-1 patients’”®'®, Furthermore, we showed
recently in a large cohort of AlH-1 patients that anti-alpha-ac-
tinin antibodiesat baseline could predict response to treatment
and therefore, they might be used for monitoring treatment out-
come of the disease'®. Of interest, anti-F-actin antibodies tar-
get an epitope corresponding the alpha-actininbinding domain
located at positions 350 — 375 of the C terminus of human F-ac-
tin'#+292 All these findings make the implication of alpha-actinin
in disease pathogenesis very attractive and point out the need
of considerable attention and further investigations'®42%¢,

Anti-ASGPR antibodies are common in AIH and they can
support the diagnosis in patients who are seronegative for con-
ventional antibodies™"178179204 However, they are also frequent-
ly detected in PBC™"2%, alcoholic cirrhosis?®, and patients with
chronic hepatitis B or C?7?%¢_This low disease specificity may
reflect problems regarding the serological assays for anti-ASG-
PR determination although the specificity of the assay has re-
cently been improved due to the characterization of the major
antigenic epitopes of ASGPR'787°. Anti-ASGPR detection may
also reflect the association of these antibodies with histolog-
ical activity which in turn may drive autoantibody production
regardless of the underline disease. Nevertheless, anti-ASGPR
antibodies can be found alone and in such cases would sup-
port further the clinical diagnosis of AlH in the index otherwise
seronegative patients. However, the routine determination of
these antibodies still awaits standardized and easily accessi-
ble and available assays.

3f. Histological findings

A diagnostic liver biopsy should be performed in all patients
with suspected AIH including those with acute liver fail-
ure’s648110111203 - Indeed, liver histology is mandatory for the
diagnosis of AlH as has been attested by both the revised
and simplified diagnostic criteria of the IAIHG®6%%° Certain
histologic changes are helpful diagnostically. However, truly
disease-specific, pathognomonic findings are still missing™>®.
Therefore, a different view of the importance of liver histology
in the diagnosis of AIH has recently been reported209. In this
report, the authors concluded that most patients with multiple
features of AIH based on biochemical analysis and autoim-

munity testing did not need a biopsy since the patients with
atypical (5%) or compatible (95%) liver histology were similar
with respect to biochemical features of the disease?. Never-
theless, further multicentre studies are needed to validate these
recent findings since liver biopsy is not performed only for di-
agnostic purposes but also for defining the grade and stage of
the disease.

Atypical feature of AlH is the presence of interface hepatitis,
also called piecemeal necrosis (Fig. TA). In general, the portal
inflammation spares the bile ducts and consists of lympho-
cytes and abundant (“clustered”) plasma cells. The inflamma-
tion usually extends into the lobules (Fig. 1B). However, a small
subset of AlH patients may also show histological small duct
injury but they lack clinical, serological and immunological fea-
tures of PBC, and they respond as well to corticosteroid therapy
as patients with classical AIH>0.

The intencity of the plasmacytosis can be useful in dis-
criminating AIH from most cases of viral hepatitis AB and C.
Indeed, there are rare cases of HBV infection with comparable
portal plasmacytosis while intense plasmacytosis can also
be seen in hepatitis A. In addition, portal plasmacytosis might
have prognostic information since its presence while on immu-
nosuppressive therapy, is associated with relapse upon drug
withdrawal or cessation. However, approximately one-third of
patients with AIH have few or no portal plasma cells and there-
fore, the absence of portal track plasma cell infiltration does not
preclude diagnosis™?'12 Extensive emperipolesis and hepa-
tocellular rosette formation were also regarded as “typical” for
the diagnosis of AIH (Fig. 1C)°. The word “emperipolesis” has
been generated by two Greek words(en meaning inside and
peripolos meaning patrol) describing the close contact of lym-
phocytes and hepatocytes as well as the focal intracytoplas-
mic localization of lymphocytes within hepatocytes (Fig. 1C).
Of interest, eosinophils can be present in AIH (Fig. 1A) even in
the absence of drug-induced AIH making more problematic the
differential diagnosis between these entities. Parenchymal col-
lapse (multiacinar necrosis) in the appropriate clinical and se-
rological background could be helpful to support AlH diagnosis
(Fig. 2A)1'6'm'2”.

Fibrosis is present in all but the mildest or earliest forms of
AlH. In advanced, untreated disease, the fibrosis is extensive
with cirrhotic changes. Of note, the histological features of
necroinflammatory activity and severity of AIH are not in paral-
lel with the biochemical activity of the disease (Fig. 2B)'56110111,
For this reason, apart from diagnosis, liver biopsy also provides
information on prognosis since almost one-third of patients
have cirrhosis or bridging necrosis at presentation carrying a
poorer prognosis than those without'054%61,

The findings in patients with acute to fulminant onset of
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AIH differ somewhat from those with an insidious presenta-
tion?'3214 " In addition, recently the US NIH Acute Liver Failure
Study Group proposed diagnostic criteria for AIH presenting
as acute liver failure®. Liver biopsy played an essential role in
these criteria and should be performed transjugularly in coagu-
lopathic patients. In particular, the following features suggestive
of an autoimmune pathogenesis were found. Two distinctive
patterns of massive hepatic necrosis, one resembling a severe
form of the so-called centrilobular variant of AlH with panlob-
ular necrosis and another showing classic AlH with massive
hepatic necrosis with sometimes centrilobular involvement.
Additional features include the presence of portal lymphoid fol-
licles, a plasma cell-enriched inflammatory infiltrate and central
perivenulitis*®52215216,

3g. Overlap or variant syndromes of AIH

Some patients within the spectrum of AlH present with charac-
teristics of either PBC or primary sclerosing cholangitis (PSC).
Although we have long known the existence of these condi-
tions, there is no clear-cut consensus regarding their classifi-
cation and several terms have been used so far, like “overlap

» o

syndrome”, the hepatic form of PBC”, “autoimmune cholangi-
tis”, “autoimmune sclerosing clolangitis” or “combined hepatit-
ic/cholestatic syndrome” to describe patients with features of
both AIH and PBC or PSC?'7??°. However, since internationally
agreed criteria defining “overlaps” are lacking, their diagnosis
is usually difficult and problematic whereas, due to the lack of
standardization and variations in the populations of the studies,
the characteristics of these entities vary between studies.

Recently, on behalf of the IAIHG, an international working
party critically reviewed overlap syndromes and found a low
sensitivity of the scoring systems for AIH diagnosis in clini-
cally defined overlaps??'#?2, which is in keeping with results of
previous studies®®. However, their finding of low utility of the
simplified scoring for diagnosis of AlH in overlap contrasts with
the conclusion of another study??®. Indeed, by the application of
the simplified score to 368 PBC patients, the proportion clas-
sified as AIH-PBC overlaps was reduced from 12% by the re-
vised IAIHG criteria5 to 6% indicating by this way again how
the frequencies of “overlap conditions” are dependent upon the
definitions of disease entities.

On the basis of the current, very limited knowledge about
the aetiopathogenesis of AlH, PBC and PSC, definition or diag-
nostic criteria for “overlap conditions” can only be arbitrary and
therefore, the IAIHG position paper did not support the conten-
tion of “overlap syndromes” as distinct diagnostic entities???. A
recent study?** however, concluded that the criteria previously
suggested by Chazouilleres et al’*® could identify patients with
a clinical diagnosis of AIH-PBC “overlap syndrome” with high

sensitivity (92%) and specificity (97%) and that these criteria
performed better than the revised5 and the simplified6 IAIHG
scoring system in this regard. Still, these criteria do not repre-
sent international consensus.

From the serological standpoint, the concomitant seroposi-
tivity for AMA and anti-dsDNA appears to be strictly associated
with the clinical and histological diagnosis of AIH/PBC overlap
syndrome??. In addition, the presence of HLA-DR7 or immu-
nostaining of liver biopsies for IgG or IgM plasma cells have
also been proposed as surrogate markers in the diagnosis of
AIH-PBC overlap????. However, againno predictable staining
pattern for IgG or IgM plasmacytic infiltrates was found in AlH-
PBC “overlap cases”, and the IgG specificity of immunostaining
for AIH and the IgM sensitivity for PBC were low228 although
an IgG/IgM ratio of < 1 was observed only in PBC patients, and
all “overlap patients” had a ratio > 12%°.

In the emerging era of 1gG4-related diseases®", the role of
IgG4 response was also investigated in patients with autoim-
mune liver diseases and in particular with AIH#"23% This variant
of AIH seems to represent up to a third of patients with AlH
characterized by high serum levels of IgG4, more intense lym-
phoplasmacytic periportal infiltrate and marked response to
prednisolone therapy compared to IgG4-negative patients?+2%,
Of interest, IgG4 associated histological lesions were not ob-
served in other chronic viral or autoimmune liver diseases like
HCV or PBC. At present, IgG4 itself does not seem to be directly
responsible for the development of liver damage since this IgG
subtype does not cause cell-mediated lysis owing to poor bind-
ing activity to complement. It is possible that abnormal immu-
nological environments leading to enhanced IgG4 responses,
rather than 1gG4 itself, underlie the pathogenesis of the liver
damage seen in AIH?*235_ Nevertheless, it is obvious that we
need more data in order to confirm, extend and define more
precisely these findings along with their potential clinical sig-
nificance in AlH.

Conclusively, we think that the IAIHG has right by emphasiz-
ing that due to the low prevalence of such “overlap syndromes
or variants of AIH", patients with autoimmune liver diseases
should be categorized as AlH, PBC and PSC including its small
duct variant, respectively, based on the predominating disease
and that those with “overlapping features” should not be con-
sidered as being distinct diagnostic entities??. In addition, the
IAIHG scoring systems should not be used to establish such
groups of patients. On the other hand, specific therapeutic con-
siderations may be required in patients with PBC or PSC with
features of AIHZ®,

Concluding remarks
+ AlH s arelatively rare liver disease of unknown aetiology
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that preferentially affects females and is characterized
by interface hepatitis, hypergammaglobulinaemia,
circulating autoantibodies and a favourable response to
immunosuppression.

Due to a large heterogeneity of the genetic, clinical,
histological and serological features of the disease, AIH
might be underestimated or unrecognized. It should be
clear that the disease has global distribution affecting
any age, both sexes and all ethnic groups.

The dominant pathogenetic hypothesis postulates that
AlH is a disease developing in genetically predisposed
individuals who are also exposed to diverse triggering
factors. Thereafter, the autoimmune attack against the
liver is perpetuated, possibly via “molecular mimicry”
mechanisms, and is favoured by the impaired control of
T regulatory cells.

The spectrum of clinical manifestations is variable
ranging from no symptoms (up to one third of
patients) to severe acute hepatitis and even fulminant
hepatic failure, almost a third of patients have already
established cirrhosis at diagnosis perhaps due to the
indolent course of the disease and underestimation of
the clinician. Therefore, high clinical suspicion for AlH
diagnosis should be raised in any case of unexplained
acute or chronic hepatitis.

AIH may first be diagnosed during pregnancy or in the
early postpartum period, after viral infection or after the
administration of several drugs including biologic agents
as well as de novo after liver transplantation for other
reason, a specific clinical feature is the presence of a
wide variety of other autoimmune or immune-mediated
diseases in the index patient or in first-degree relatives.
Biochemical indices are not characteristic with bilirubin
concentrations and aminotransferases from just above
the upper normal limits to more than 50 times these
levels, with usually normal or only moderately elevated
cholestasis, these findings do not reliably reflect severity
of the disease at the histological level.

Biochemistry may even spontaneously normalize
(spontaneous  biochemical  remission)  despite
histological evidence of continuing activity, thisis a critical
issue which may result in delay and/or underestimation
of diagnosis since the subsequent hit can be obvious
after several months or years and may be completely
asymptomatic.

in the children or in the elderly, and also in the severe/
acute cases IgG levels at presentation may be normal
and therefore, a diagnosis of AlH should never be ruled
out only by the presence of normal IgG levels.

The detection of non-organ and liverrelated
autoantibodies although not pathognomonic, still
remains the hallmark of the diagnosis, in the absence of
viral, metabolic, genetic, and toxic aetiology of chronic
or acute hepatitis, the IAIHG has published detailed
guidelines on how to test for autoantibodies relevant to
AlHincluding the preparation of substrates, application of
serum samples, optimal dilution, fluorochrome-labeled
revealing agents, selection of controls and diagnostically
relevant staining patterns, both the laboratory personnel
and the clinician need to become more familiar with the
disease expressions and the interpretation of the liver
autoimmune serology to derive maximum benefit for
the patient.

Liver histology is mandatory for the diagnosis of AlH
although no findings are specific for AlH, typical findings
include the presence of interface hepatitis consisting of
lymphocytes and abundant plasma cells, however, one
third of patients with AlH have few or no portal or acinar
plasma cells and therefore, the absence of portal track
plasma cell infiltration does not preclude diagnosis.
Emperipolesis and hepatic rosette formation were
also regarded as typical for the diagnosis of AlH, the
histological features in patients with severe-acute to
fulminant AIH differs since the lesions predominate
in the centrilobular zone including distinctive patterns
of massive hepatic necrosis, presence of lymphoid
follicles, a plasma cell-enriched inflammatory infiltrate
and central zone necrosis/perivenulitis.

Because of the low prevalence of “overlap syndromes
or variants of AIH" and on the basis of the current, very
limited knowledge about the aetiopathogenesis of AlH,
PBC and PSC definition of diagnostic criteria for “overlap
conditions” can only be arbitrary and therefore, patients
with autoimmune liver diseases should be categorized
as AlH, PBC and PSC including its small duct variant,
respectively, based on the predominating disease and
that those with “overlapping features” should not be
considered as being distinct diagnostic entities.

Figure 1A: Portal inflammation consisting of lymphocytes,

In most patients the characteristic laboratory feature
of AlH is a polyclonal hypergammaglobulinaemia with
selective elevation of serum IgG, however, it should be
kept in mind that almost 15 — 25% of patients particularly

plasma cells and eosinophils. In addition, interface hepatitis is
noted in a case with autoimmune hepatitis-type 1.

Figure 1B: Prominent plasma cells in autoimmune hepatitis.
They tend to form clusters, better illustrated after CD138 immu-
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nostaining (lower panel).

Figure 1C: Emperipolesis in routine stain and after CD8+ im-
munostaining (lower right panel)

Figure 2A: Extensive periportal parenchymal collapse
from a non-cirrhotic soluble liver antigen/liver pancreas (SLA/
LP)-positive case with autoimmune hepatitis-type 1. In the col-
lapsed area there is microacinar transformation with regenera-
tive rosettes of variable diameter.

Figure 2B: No association of biochemical and histology ac-
tivity, note a portal area with inflammation and ongoing inter-
face necroinflammatory activity from a soluble liver antigen/
liver pancreas (SLA/LP)-positive female patient with borderline
high transaminases and IgG levels.
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Diet & Nutrtion

Alatapax€s perafoiiopou, YnepAumdapia,
Avohmdaipia, XoAnotepivn A0Y® KAKNAS
S1arpopns, KAnpovopikotntas.

Ot duoArudatuieg, Mov Katd Kavova apopovy aTny avgn-
on TNG XoANnoTePivng n/Kkal Twv TplyAukepldiwy, anote-
Aolv éva Baclkd TapayovTa Kapdlayyelakol Kivouvou,
emutayvvovtag tn dladikacia Tng abnpwudtwong. Ala-
Kpivovtal oe mpwTtonabeic duoAuudalpieg, omouv eAaT-
TWHATIKA yovidla 0dnyolv oe dlATAPAXES TOU PETABOAL-
opoL Twv Autdlwy, Kat og deutepomabeic Omov BAckO
POAO Ttaidouy emiKTNTOL TAPAYOVTES, OTIWGE N TTaXLoapKia
Kal 0 oakyapwdng dtaBntng. Tumikd Tapadelypa mpw-
Tomaboug umepAudaldiac elval kal n oloyevng LTep-
¥oAnoTepoAalpia. KAnpovope(tal ye Tov auTooWwUaATIKO
ETUKPATOUVTA XAPaKTHPA KAl N BapuTnTa Tng vOoou ToL-
KIAAEL avdoya pe To av TPOKELTAL yLa TNV opoduyn 1 Thv
eTePOLLYN Hop@r). Ta emtimeda NG OAKNG XOANOTEPOANG
o070 TMAdopa eival Wdlaitepa avgnueva og TIPOCWA JE Ol
KOYevr LTIEPXOANOTEPOAALULA, KAl TNV OpOLYN HOP®N
ouvnBwg vrtepPaivouy ta 600 mg/dl, evw propel va eBd-
oouv ewg Kat 1.000-1.500 mg/ dl. Ztnv etepoduyn popen
Ta emineda TNG OAKAG XOANOTEPOANG OTO TAdCUa eival
ouvvnBwGe Tavw amno 290 mg/dl. Autr) n avgnon TG XoAn-
oteplvng pnopel va mapatnpnBet akopn Kal agecwe JETA
TN YEvvnon Tou TatdLov.

H peydAn avénon tng xoAnotepivng amod tnv matdikn
NALkia odnyel og TPWLN EPEAVION ABNPWUATIKAG VOGOU
Kal Twv ETIMAOKWY TNG, OTwG elval Ta epepdaypata, Ta
AyYELAKA EYKEPAALKG, N TIEPLPEPLKT ATIOPPAKTIKN ayYEL-
OTIABELa KaL N OTEVWON TNG Q0PTIKNAG BaABidag. EvoelkTL-
Kq, propel va avapepBel, 0TL Ta Tipoowna pe eTepoluyn
OlKOYyevr LTepoANnoTEpPOAdLdia TIou dev Beparevovtal
Ba eppavicouy KAoLo Kapdlayyelakd EMELCOBL0 TPV TNV
NAia Twv 30 eTWy, 0 TIOGOOTO 5% 0L AvOPEC Kal 1% oL
yuvaikeg, Tplv TNV nAkia Twy 50 eTWwy, o€ T0cooTo 50%
oL avdpeg Kkal 20% ot yuvaikeg Kat Tpwy TNV NAKia Twv
60 £TWV, 0 TIOCOCTO 85% 0L AvopeC Kal 50% oL yuvaikeg.
2 TEVWOELG TWV KapwTidwyv dlarmotwvovtal oto 10% Twv
adLlwy Kat eernBwv Kat oto 46% Twv evnAikwy, evw OL-
aAeimovoa xwAOTNTa 0To 8-16% TwV evNAIKwY e €TE-
poduyn olkoyevr uTiepxoAnoTepoAaldia. Ao Ta peidova

pwLda kapdlayyelakd ovpBauata, mooooto 9% opeile-
TaL oTnV €TEPOLLYN HOPPN TNG OLKOYEVOUG LTIEPXOANCTE-
poAaluiag, evw og TPOCWTA NAKIAS PKpOTEPNG Twv 60
ETWY, TIOL eMEnoav Ao epPPayPa PLoKapdiou, TAoKeL
TO 3%-5%. ETumA€oy, av PJIANCOULE yLd TOUG TIACKOVTEG
aro TNV OpOCLYN HOP®N, TIOL ELTUXWG elval TIOAD omdvia,
Bampemel va avapepoupe OTL Xwplg Bepamneia ool dev
Ba emuBLwoouy Epa ano tn deutepn dekaeTia TS (wNg,
evw oxedov OAoL Ba ep@avicouvy KAWVIKA ekdnAn abnpw-
HATLKNA VOOO peXpL TNV NALKIa Twy 30 ETWV.

OAa Ta TMaPATdvw KAVOLY ETITAKTIKN TNV eykatpn oid-
YVWon TNG VOoOoU QUTHG, TIoL TNV OLOCUYN HOP®r TNG EU-
pavi¢etat oe 1 kaBe 600.000-1.000.000 yevvnoeLg, OJwG
oTnNV €TEPOLLYN HOPPN TNG £lval TIOAL CLXVH KAl EPPAV(-
Zetal oe 1 kdaBe 200-500 yevvroelg. Eva anod ta Kptrhpla
TNC VOOOUL €lval N TN TNG OAWKNG Kat LDL-xoAnotepivng:
oTnNV €TEPOCUYN HOPYPN TA eTMEDA TNG OALKNAG XOANCTE-
POANG OTO TAAOPA Elval OTOUC EVAAIKES OLVHBWS TTAVW
aro 290 mg/dl kat Tng LDL-xoAnotepivng mavw amno 190
mg/dl, evw ota matdld KATw Twv 16 eTWV Ta emtineda g
OALKNG XOANOTEPOANG OTO TAdCUa ival cuvrBwe TAvVW
aro 260 mg/dl. To 6e0TePO BACIKO SLAYVWOTIKO KPLTAPLO
elval To BETIKO KANPOVOULKO LOTOPLKO VLA TPWLHN aBnpw-
KAtk vooo, N copapr dSucAlrudatpia r n mapouvoia KAWL
KWV onueiwy og ouyyeveic mpwtou f deuTEPOL Babuov.
To TpiTo SlayvwoTIKO KPLTAPLO lval N TIapouoia KAWVIKWY
onuelwy, ta onola TeplypdeovTal TNV €MOUEVN TIAPd-
Ypa@o. TEAOG, TO TETAPTO KPLTHPLO, TIOL BETEL CAAWOTE
e BeBatotnTa TN dtdyvwon, ivat o yovidlakog eAeYX0Q
Kal N dlamioTwaon AELToLPYIKAG HETAANAENS oTa yovidla
LDLR, ApoB 1} PCSKO.

‘Eva Baotko KAWIKO onpeio, Tiou odnyel pe peydin Be-
BatotnTa otn dlAyvwaon TNG OLKOYEVOUC LTIEPXOANCTEPO-
Aawpiag, etvat n eppdvion Eavbwpdtwy, eite autd Bploko-
vTal otov {8lo Tov acBevn, eite o MAGXOVTEG OLYYEVEIQ
Tou. H mapouoia toug av€dvel Tov Kivouvo yla ePgavion
TPWLUNG Kapdlayyelaxkng vooou. Ot BAAREC AUTEC ATTOTE-
AoLvTal amo wdn CLVOETIKO LOTO KAl HAKPOPAYaA KUTTA-
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pa pe agBova otayovidla AlMoOug OTO KLTTAPOTIAQCUA
TOUG Kal eppaviZovTal cuxvoTePA OTOUG TEVOVTEG, EVW
ota adld ekdnAwvovTal cuxvoTePA oav 0lwon Eavew-
pata. Bepata, Ta EavBwpata Priopovy va egeavioToly o
OTIOLOONTIOTE ONUELD TOL CWUATOG KAl OE OTIOLOVONTIOTE
10To. Ta 0dwdn depuatikd favbwuata etvat avwduva Kat
eppavidovTal 0TouG ayKWVES, TA yOvaTa Kal TOUG YAOU-
TOUG, HEPOVWHEVA 1) WG TIOAAATAEG BAAREG. To peyebog
TOULG TIOWKIAAEL ATTO ALTO PLAG PAKNG PEXPL EVOG TTIOPTOKA-
Alov. Ta TevovTia EavBwpuata evromidovtal PeTagd Twv
WWV TWV TEVOVTWY KAl KvouvTal padl Je TouG TEVOVTES,
dev pAeypaivouv kat dev PeTABAAAOLY TO XPWHA TOUL
uTepkeiyevou deppaTog. Xynuatidovrat ocuvABwe oTov
axAAelo TevovTa, oTNV KVARN 0TV TIEPLOXT TNG TPOCPL-
ONG TOU ETILYOVATLIOU TEVOVTA KAl OTOUG EKTATIKOUG HUEG
Twv OAKTVAWY TwV Xeplwv. Ta EavBeAdopata eppavico-
vTal 0TO deppa Twy BAe@ApwV Kal dev elval taBoyvwpo-
VIKA yLa TN Slayvwon TNg OLKoyeVoUC UTIEPXOANCTEPOAAL-
plag, apov cuvduddovtal pe avtn povo oto 40% Twv
TIEPUTTWOEWY KAl OTLC LTIOAOLTIEG TIEPUTTWOELG TaA ETTTE-
da yoAnotepivng dev eival avgnueva. Eva dAAo Baotkd
KAWVIKO onpeio yia T dldyvwaon TnG olkoyevolg LTIEPXO-
AnotepoAaluiac elval To yepovtoToLo, £vag LTIOAELKOC
BaKTUALOG Ao E0TEPOTIOLNHEVN XOANOTEPOAN, TIOU EUPA-
videtal oTnv mepupepela TnG LpLdag, otov KEPATOELdN XL-
Twva Tov oPBaApoL. H tapousia TG oe MPOowNa PIKPO-
TEPA TWV 45 £TWV Kavel e€apeTikd ulavr) (>80%) TN
BLdyvwaon NG olkoyevoug LTePXoANoTEPOAQLUiag.

Tevovua SavOopata

Onwg avagepBbnke Kat 1o mavw, elval eEALPETIKAG on-
pactag n eykaipn dlayvwon Kal n anmoTEAEOUATIKA AVTLUE-
TWTILON TNG OLKOYEVOUC LTIEPXOANCTEPOAALUIAC Kal avTod
TIPETEL va ylveTal OIWOONTOTE 000 TILO VWPIG oTnV Tatdl-
KN NAKia. XTa madld ye BETIKO KANPOVOULKO LOTOPLKO
TIPWLMNG Kapdlayyelaknc vooou f coBapnc SLoALTIOALUL-
ag etvat Aoyko va eAeyxetal To AUUOAUIKO TIPOPIA aKO-

N Kat otnv NALKia Twv duo eTwv. AvtioTola, 6Tav og eva
mialdi exet dlaroTwbel pETpLa f coBapr) LTIEPXOANCTEPO-
Aawuia etvat Aoyiké va cuoTrvVETal 0 EAEYXOC TWV UTIOAOL-
TIWV HEAWV TNC OLKOYEVELAC TOUACKLOTOV PEXPL TO deUTE-
po PBaBud ouyyevelag. Xta madla xwpeic  dAloug
KapdLlayyeLaKkouc TapdyovTeS KIvOUVOU Kal Xwpig BETIKO
KANPOVOULKO LOTOPLKO, O EAEYXOC TOL AUTOALUIKOV TIRO-
(A ouoTrveTal va yivetat otnv nAkia Twv 9 pe 11 eTwv
Kal og kapia meplmtwon apydtepa anod tnv nAkia twy 17-
27 eTwv. Ta duo MPWTA XPOVLA TNG {WNG OL TIHES TNG XO-
ANCTEPOANG €ival TIOAD XQUNAEG, evw Kal Katd Tn dap-
Kela TNG eenBelag Ta emineda pelwvovial Kat ot
peTproelg dev eival TOOO AELOTIOTEG.

EavOerdopata

0é®ddn Seppauxa SavOdpata
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AOLYNTATOTPA®HLH
ANTIYNEPTALIKON OAPMAKON
LE HAIKIOMENOYL

H avgnon Tng apTnplakng mieong amoteAel Tov KOPLO
TPOTIOTIOLNOLUO TtapdyovTa Kapdlayyelakol Kvduvou
KAl €XEL ALENUEVO ETUTTIOAACHO PETAEL TWV NALKLWUE-
VWV i uTiepnAikwy acBevwy, oL omoiol cuvnBwg £xouv
ETUTPOCOETEG ouvvooNPOTNTEC. H umEpTaon umopsl
va QVTLHETWTILOTEL PE TN XPron avVTIUMEPTACKWY (pap-
HAKWY, TIOL PELWVOUV TOV K{vOLVO EYKEPAAIKWY ETEL-
006{WwV Kal KapdlaknG aveTdapKelag oe KABe nALKLaKN
opada. H GpappakeuTIKn aywyn, av Kal YeVIKA EKLVAEL
and PkpoTtepes nAlkieg, anoteAel ocuvodolmopo kdabe
NALKLWEEVOL OLVABWCS PEXPL TO TEAOC TNG {WNG TO.
Mapd Ta opeAn TNG AvVTWTIEPTACLKNG Beparmeiag, €xouvv
avayvwploTel onuavTikee Tapevepyeleg (umdtaon, ou-
YKOTI, 0€ela VEQPLKT QVETIAPKELQ, KAl NAEKTPOAVTIKEG
dlatapaxeg), mov ekdnAwvovtal avegdptnTta and Tnv
NALKia, aAAd €xouv TEPLOCOTEPO APVNTIKEG CUVETIELEG
OTOUG NAIKLWPEVOLG. AUTO oupBaivel Kuplwe ylati Ta
PAPPAKA TAPOUCLAoLY dLaPOPOTIONOELS 0T PapHa-
KOKLVNTLKA Kal (pappakoduvaplkn oe peyaAlTepn oe
oxeon Pe TN Pkpotepn nAia. Emiong, ot nAlklwpeévol
TILO cLYVA AapBAvouy PApHaKa yla ETUPOCOETEG OLV-
vOONPOTNTEG, Je amoTeAEOPa va KataypdgovTat akAn-
AeTUOPAOoELC PETAEL TWV AVTIUTIEPTACIKWY KAl AAAWYV
HN QVTWTEPTACIKWY PAPUAKWY. a To AOyo auTo, ol
KateubuvTtpleg odnyieg uvmootnpidouv OTL N avTlv-
TIEPTAOCLKN aywyn 0TOUC NALKLWUEVOUC KAl EVAAWTOLC
acbevelc Ba mpemel va e€atoulkeveTal. Xuxvd anoteAel
KALVIKO OIAANUa To edv Ba TpEmMeL pe KabBe TPOTo va
oToxelELG OTNV €TUNAKUVON TNG emuBiwong n va divelg
TPOTEPALOTNTA, LE BACN TA KALVIKA XAPAKTNPLOTIKA TOU

NALKLWEEVOL e€eTalopevou, oTn BeAtiwon TNg molotn-
Tag {wng Tou.

Mta peBodog yia va meTuxele BeATiwon TNG TOLOTNTAS
Zwne eival n amoKALUAKwWOoN TNG PAPUAKEVTIKAG ayw-
yNg (amoouvtayoypdgnon). H amocuvtayoypdenon ei-
vat Jla BepareuTikn TPOoEyYYLon TIOL apatpel, uTo TPo-
OEKTIKN ETUPRAEYN, Eva I TEPLOOOTEPA PAPHAKA TIOU
Bewpolvtal ano To BepAmovTa laTPo WUn KAWLIKA Xprot-
pan eruBAaBn kal exel oToOXo va Beparevoel TNV TIOAL-
pappaxia kal va BeATIWoEL TIG KAWVIKEG eKBdoelg. ETay,
AOLTIOV, OTO TAALCLO TWV AVTIUTIEPTACIKWY PAPHAKWY, O
LATPOG TIOL CKEPTETAL TNV ATIOOLVTAYOYPAPNON, OPEL-
A€l va BewpnosL av eva GAPUAKO PTopel va ekBeoeL Tov
NALKLWUEVO 0g peyaAlTEPO Kivduvo ouyKoTng, ofelag
VEPPLKNG QVETIAPKELAS, I amWAELd 0TAPLENS (Ue 1 XWw-
pic kaTayya). Emiong, o laTpog Ba TIPETIEL VA CUVEKTIUN-
OeL TO av 0 Taparndvw kivouvog eival peyaAlTePOg armod
™V POANYN KATIOLOU ETUKEIIEVOU EYKEPAALIKOV ETIEL-
00biou. Mla AAAN mepiotaon, otnv omnoia eva eapPako
KplveTtal pn weeAo yia tov acbevn, elvat oe aobevels
TeAlkoU otadiou, OToL TO OTIOLO KAPdLAYYELAKO OPEAOG
efval oAy pikpd (yla tov (dlo Tov acBevn)) kat olyou-
pPQ Ol TIAPEVEPYELEC PeyeBLVOVTAL PE TN CLVEXLON TOU
(papudakou. Mia eTumpocheTn TMANPOPOPLa, OE OXEDN HE
TIC TIAPEVEPYELEG QVTIUTIEPTACIKWY QAPUAKWY, elval
TO OTL oL aoBevelc oL AauBAvouY HEPOG OTLC KALVIKES
peAeTeg elval 1) uTtd TNV AypuTIVN TIAPAKOAOLBNON TWV
EPELVNTWY, KAL 2) 0 KAAUTEPN BLOAOYLKI) KATACTAON,
0€ OXe0on Pe Toug acBevelc oTo YeVIKO MANBUCUO ToU
elval TeplocoTEPO EVAAWTOL OTLG TIAPEVEPYELEG.
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H amoocuvtayoypd@non, yevikd, Tpaypatoroleitat
1) UETA amo TIAPEVEPYELEC OE EVAAWTOUC 1| PN AVTOEEL-
TINpeTOLPEVOULG aobevelc (TpdLoLg e oikoug evynpi-
ag), Kat 2) oe acBeveic oL elodyovTaAl OTA VOOOKOUELA
HETA amod anwAeLa oTPLENG KAl KATAYHA I NAEKTPOAL-
TIKeG dlatapayeg kal oela ve@pLkr) avemapKkela. 2tTnv
Teleutala mepinmtwon, 6pwg, N anoocuvtayoypdenon el
val Jovodpouog Kal JaAAov Bewpeltal kaBuoTtepnuevn,
€(O0OV N apevepyela exel NdN ekdnAwbel. AvTd 1oL
elval onuavtikotepo Ba ATav n ykalpn amocuvIayo-
ypdpnon, mplv dnAadn ekdnAwBei n tapevepyeta. Exou-
e amodekTd KALVIKA epyaAeia yia va To kavouue; Eti-
ong, 0E €vav ACUPTITWHATLKO acBEeVT), TIOU OKEPTOHAOTE
armoouLVTayoypaPnon yLa va aro@LYOUKE UL TTTWOoN OTOo
€0aPog, UNTWG Tov EKBECOUUE OE KIVOLVO EYKEPAALKOU
€MEL000(0L WS aMoTEAECUA ApPUBULOTNG LTIEPTAONG;

Yrapyouv evdel€elg, OTL n aroouvTayoypdenon 6a
umopel va Bewpeital oe vmepnAikeg (>80 eTwv): 1) Xw-
pic umokelpevn kapdlayyelakn vooo 2) pe evoeifelg
evolduecou 1 peyaAlTepou BabuolL €LAAWTOTNTA,
3) emnpeacpevn vonTikr Aettoupyia, 4) oe vnAS Kivou-
VO CUYKOTING I TITWONG 1 5) 6€ auTolg Pe PIKPO TIpocdo-
KlPo emBiwong, Adyw cuvVLTIAPEXOLCAS CNUAVTLKAG CGUV-
voonpotnTag. Bepata, To mpoBAnua edw sival To mwe
opiZetal o LYPNAGS Kivduvog CLYKOTING N ALPvidLag anw-
AELlag 0TNPLENG, TIOLOG elval O TEEPLOCOTEPO 1 ALlyOTEPO
€UVAAWTOC KAl TO TIOLOG 0LOGC VONTIKAC EKTITWONG lval
KALVIKA ONPavTIKOG. Mia eTupocBeTn opdada NAKLWUE-
VWV aoBevwy, 0TOLC OToloug Ba Tpemel va Bewpeital
N ArocuVTAyoypAPnan, elvat oL NALKLWHPEVOL UE XAUNAN
aptnplakn mteon mou dev opetAeTal oe ONUAVTIKI OLV-
voonpotnTa (L. Kapkivog r) teAkol otadiou kapdlakn
aveTdpkela). Av kat ol NAKLWPEVOL Je xaunAd emineda
apTNELaKAG Tileong TApAPEVOLY ETIL EYAANO XPOVIKO OL-
A0TNUA QCUUTITWUATLKOL, €XoLV augnuevo Kivduvo ou-
YKOTING T UTIOTAOLKWY eTEL00diWwV pe alpvidla anwAela
OTNPLENG. MeTAEL TWV NAIKIWUEVWY PE XAUNAd eTtime-
da apTNPLaKAG Ttieong, ol o eudAwTol (TLY. dlayévo-
VTEQ O€ 0IKOULC guyNnplag, YN AUTOEEUTINPETOVHEVOL) KAl
auTtol ov AauBavouy 2 f TEEPLOCOTEPA AVTILTIEPTAOIKA
pdappaka eaivetal va eival oe peyaluTepo Kivouvo Ta-
pevepyelwy. AvTIBETWG, N anoouvTayoypagnon dev ei-
vat eQLKTH, 0Tav n umeptaocn eival appuBuloTn Kat oe
acbevelc ou AapBdAvouy KaTnyopies avTlLTEPTACLIKWY
(PApUAKWY yla kapdlayyelakeg evoelfelg mepav Ing
umeptaong. MNa nmapddetypa, dev eivat KAWVIKA amodeKTO
va SlaKOWPOUPE TOUG B-ATIOKAELOTEG OE UTIEPTACLKOUG
e KapOLaKr) aVETIAPKELQ ) KOATILKI HapUApLyn.

A@poU exouPE aMoYaciosl anoouvTayoypaenon otov

KATAAANAO NAIKLWHEVO acBevn, £XOVTaAG TIPWTA ETPN-
Oel oLOTNUATIKA Ta emineda TNG APTNPLAKAS Tleong,
Ba TpeTEL va eTUAEEOUE TIOLO 1) TTola pdppaka Ba dia-
KOWYOULE, KAL e TL TPOTO Ba To Kdavoupe. Ot B-amoKAEL-
0TEG Ba Tpemel va dlakomTovTal oTadlakd Pe amoKAL-
Hakwaon tne doong. Kat yia ta dlovpnTika TNS aykKuAng,
eldlka otav AauBdavovtal o evOlAUEDEC I LEYAAEC
000elg, xpeladetal oTadlakr AmoKALUAKwWON TP TNV
OPLOTLKH SLaKOTT, T(POG ATIOPULYH ATIOTOKNG KATAKPATN-
0ongG vepouL Kat vatpiov. ATOKALIAKwWGN tTng 60ong TpLv
™n dlakorr etval emiong oKOTn, 0TAV 0 NALKLWUEVOS
AQUBAVEL KATIOLO (PAPUAKO OTN PEYLoTN nueprola oco-
Aovia. H amokAlgakwon Twy 000EwWY f N 0OPLOTIKA aTtd-
oLPON KABEVOS ATO TA PAPPAKA TIOL EXOUUE SLAAEEEL
va arocuvtayoypapnoovpe Ba mpemel va ylvetal kabe
4 eBdopadeg, HETPWVTAG TTAVTA TNV ApTNELaKH Teaon.
Evdexoueveg Tapevepyeleg NG ATOKALIAKWONG elval
N anoToun avgnon TN apTNELAKNAG Tiieong, To alobnua
TIOALWY, TA TEEPLPEPLKA oLdnpata r onaviwg Ta kapdt-
ayyelakd eMeLcoola.

Me dedopevo OTL eV UTIAPYOUV IKAVEG UEAETEC TIOU
va uTtooTNPLJouV TNV ACPAAELA TNG ATOCUVTAYOoYPAPn-
ong, TMPOC TO TAPOV €XEL evoelEn PYoOvo oe TeplmTwon
AVAKOTITOUOAG TIAPEVEPYELAG I PETA amd evnuePwon
TWY aoBevwy yla TBaveC apvnNTIKEG CUVETELES. XN-
HELWVW, OTL OL APVNTIKEG OULVETIELEG TNC ATIOOULVTAYO-
ypdpnong, We TPOG Ta KapdLayyeLaKA ETELOOdLA, EXOUV
¢pavel otn peAetn HYVET, av Kal ta anoteAeopata tng
peAetng HYVET Ba mpéemel va epunvelovTal Je KPLTIKNA
olabeon.



AvemOupntes Evépyeles PappaxkevtIK@V LKEUAOPATOV &
EpBoriov Kitpivn Kapta E.O0.®. Dappakosnayponvnon

1. H PRAC &ekivnoe tnv emave§€taon TG acpdAet-
4G TWV (PAPHAKWY TIOU TIEPLEXOLV PEUHOEPEDPivN

10 deBpouapiov 2023 | EMA/56626/2023

H emutpor) aogdielag tov EMA (PRAC) Eekivnoe tnv emna-
VEEETAON TWV PAPPAKWY TIOU TIEPLEXOLY YPeudoePedpivn
HETA amd avnouxieg OXETIKA pe Tov Kivduvo eppaviong
TOL CLVOPOLOL OTHOBLAG AVaCTPEPIUNG EYKEPAAOTIABELQS
(PRES) kal Tou cuvdpoéuoL avacTPEPLUNG EYKEPAAIKAG ay-
yeloovoraong (RCVS), dnAadr) mabroewv mou ennpedlouy
Ta alpopopa ayyeia Tou eyke@dlou. H peudoepedpivn Aap-
BdveTal amod TO oTOPA Kal ¥pnoldomote{tatl povn g 1 oe
ouvoLACHO e AAAQ PAPHAKA yla TN Beparmela TNG PVIKAG
OLHPOPNONG (BOUAWUEVN PUTN) TIOL OPEIAETAL OE KPUOAO-
ynHa, ypirn r aAAepyia.

To PRES kat to RCVS pmopel va pokaAeoouy JELWEVN
algdtwon (loxauia) oTtov eyKEPAAO Kal O OPLOUEVEG TIEPL-
TITWOELG PToPEl va TIPOKAAECOLY COBAPEG KAl ATEIANTIKES
yla T dwr) eTUMAOKEG. Ta cuvABN CLUTITWHATA TIOL OXET(Lo-
vTtal pe to PRES kat to RCVS meplAauBavouy TTIOVOKEPAAO,
vauTia Kal ETUANTITIKEC KPLoELG.

H entavegetaon akoAouBel vea dedopeva amnod eva pikpo
aplBuo meputtwoewy PRES kat RCVS og dtoua mouv xpnot-
porolovoav pApPaka Tou TEPLEXOLY weudoepedpivn, Ta
otota avagepBnkav oe BAcelg SeOOPEVWY PAPPAKOETIAYPL-
TvnongG KAt oTnv Latpikr BLpAoypapia.

Ta pdpuaka mou mepLexouy Yevdoeedpivn eivat yvwotod
OTL evEXOLY KIVOLVO KapOLaYYELOKWY KAl EYKEPAAOQYYEL-
KWV LOXALIKWY €TE00dIWY (TIAPEVEPYELEG TIOU APOPOLV
oxaia otnv kapdld Kal tov eykePaAo), cuumepAapBa-

VOUEVOL TOU £YKEPAALKOU ETIELCOS(0L Kal TNG KAPOLAKAG
TIPOOROANG (EHPPayYHQ). TG TANPOPOPIEG TIPOIOVTOG TWV
PAPUAKWY auTwyv TeptAauBavovtat ndn meploptopol Kat
TPOELOOTIONCELG YL TN HElWOon AuTWY TWV KIVOLVWV.

AapBavovtag vmown tn coBapotnta tou PRES kat tou
RCVS, 10 0LVOALKO TIPOPIA aopdAelag TNG Yeudoepedpivng
Kal TIG evoel€elg yia TIg omoleg exouv eykplBel Ta Qapua-
ka, N PRAC Ba enavefetdoel ta dlabeolpa otolxeia kat 6a
arnopacioel edv oL ASELEC KUKAOPOPLAG TWY PapUAKwWY TIOU
meplExovy Peudoepedpivn Ba mpeMeL va dlatnpndouy, va
TpoTtonolnBouly, va avacTaAovy f va avakAnBolv og OAOKAN-
pntnv EE.

IIep100OTEPES MANPOPOPIES Y1 TO PAPPAKO

H weudoepedpivn Opa dleyeipovTag TIG VEUPLKES ATOANEELS
woTe va arneAevBepwbel N xNULKn ovota vopadpevaAivn, n
orola TpoKaAel TN CLCTOAN (CTEVWON) TWV ALLOPOPWY ay-
yelwv. AUTO PelWVEL TNV TTOOOTNTA TOU LYPOU TIOL ATEAEL-
PepwveTal anod Ta ayyeia, pe amoteAeoua To TPAELLO Kal N
mapaywyn BAEvvag otn puTN va JelwvovTal.

Ta (pAppaka Tou mepLexouy Pevdoepedpivn elval eykekpL-
peva og dldpopa Kpdtn YeAn tTng EE pdva toug ) oe ouvdua-
OpO e pdppaka yla tn Bepameia Twy CUPTTTWHATWY TOU KPU-
OAOYNHATOC Kal TNG YPLTING, OTIWG O TIOVOKEPAAOG, O TIWPETOG
KaL 0 TOVOG, 1) TNG AAAEPYLKNG pviTIdag (PAeyPovr TwV pLvt-
KWV 510dWV) 0g ATOpA e PLVIKT) CLHIPOPNON.

Evtog Tng EE, Ta @dppaka mou meptexouy euvdoepedpivn
dlatiBevtal pe Slapopes EUTOPIKES OVOUAOLES, OLUTIEPIAOU-
Bavopevwy Twy Actifed, Aerinaze, Aspirin Complex, Clarinase,
Humex rhume kat Nurofen Cold and Flu.
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IIep1roodtepes IANPoOPoOpies yia tn S1adikaoia

H emave€etaon Twy QApUAKwyY TOU TEEPLEXOLY PeudoePe-
Oplvn Eekivnoe KATOTILV ALTAPATOC TOL MAAAIKOL 0pyavIoHoU
@apPakwy (ANSM) clugwva pe to ApBpo 31 tng Odnylag
2001/83/EC.

H emtavegetaon dlevepyeital anod tnv Erutporr) ASLoAOyN-
ong Kwvduvou dappakoemaypurvnong (PRAC), Tnv €MLTEOT
Tou elvat appodia yia T agLloAdynon Twv BePATWY ac@AAEL-
ag TWV QAPHAKWY yLa Tov AvBpwTto, n omola Ba dlatumwoet
oelpd cuotdoewy. Ot cuotdoelg g PRAC 6a dlapiBactouv
0Tn ouvexela otnv Emutporr) dapudkwy yia AvBpwrivn Xpr)-
on (CHMP), umtevBuvn yla BEpaTa IOV APOPOLY PAPHAKA Yid
avBpwrivn Xprion, N omoia Ba uloBeTAOEL pLa yvwun. To TeAl-
KO otadlo tng dladikaotag enavegetaong eivat n ekdoon arno
v Evpwrailkr Emtponn pag Vouika SeCPEVTIKAG amoga-
ong TIoL LoXLEL 0g OAQ Ta KPATN KUeAN NG EE.

2. 0 EMA smuBefatwvel JETpa yla TRV EAAXLOTO-
T0iNGHN TOU KLVHUVOL GOPBaPWVY TIAPEVEPYELWV HE
avaoToAeiq Kivaowv Janus yia Xpovieg pAeypHovw-
6e1g dlatapayég

27 January 2023 | EMA/27681/2023

2T1G 23 lavovapiou 2023, N ETUTPOTI PAPPAKWY avBpWIIVNG
xpnong (CHMP) tou EMA evekplve Ta JETPA TTIOL CLVECTNOE
n Emtponr| dapuakoemaypumvnong kat AgtoAoynong Kivdu-
vou (PRAC) yla tTnv eAaLOTOTIOINGN TOU KIVOLVOL CORApLIV
TIAPEVEPYELWV E TOUG QVAOCTOAEIQ Klvaowy Janus (JAK)
TIOL XPNOLHOTIOLOLVTAL Yid TN Beparmeia dLapdpwyV XpOVIWY
PAeyHOVWOWY dlatapaxwy. AUTEG Ol TIAPEVEPYELEG TIEPL-
AapBavouv kapdlayyelakeg madnoelg, BpopBoug alparog,
KapKivo kat coBapec AOHWEELC.

AuTd Ta QAppaka Ba TPETEL va XPNOLUOTIOLOLVTAL OTOUG
akoAovBoug aoBevelc povo edv dev LTIAPXOUV KATAAANAEG
EVAANGKTIKEC AVoELC Bepaneiag: dtopa nAlkiag 65 eTwy Kal
Avw, dtopa Pe avEnuevo Kivbuvo coBapwy Kapdlayyelakwy
TPORBANUATWY (OTWG KapdLaKr TIPOCROAN 1 eYKEPAALKO
EMEL00610), ATOPA TIOL KATVIZOUV 1) KATvIZay yLd JeYAAO Xpo-
VIKO SlA0TNUa 0To TIapeABoV Kal AToua Pe aUENUEVO Kivouvo
Kapkivou.

OtavaotoAeic JAK Ba ipemet va xpnoLoToLlovvTal e po-
ooXr 0e acBevelg pe TapdyovTes Kivduvou yla BpopBoug ai-
HATOC GTOUG TIVEVHOVEG KAL 0TI €V Tw BABel pAEREeS (PAeBL-
Kr) OpouBogpBOAN, DOE) ekTOC Ao auTOUE TTOL AvVAPEPOVTAL
napandvw. Mepattepw, oL 6OCELC Ba TPETEL va JelwvovTal

oe opadeg acBevwy Tou dlatpexouy Kivouvo DOE, Kapkivou
N peidovog onpactag kapdlayyelakwy mPoBANUATWY, OTou
elvat duvatov.

Ol OLOTACELG TIPOKUTITOLY PETA ATO AVAOKOTINON TWV Ot-
abeotpgwy dedopevwy, cuPTEPIAAUBAVOUEVWY TWV TEAIKWY
AMOTEAEOPATWY Plag KAWVIKNG Sokiung1 touv JAK avaotoAea
Xeljanz (To@aotTviumn) Kat TIPOKATAPKTIKWY EVPNHATWY aTtod
gla peAETN mapatnpnong mou meptAapBavet to Olumiant. H
avaokomnon mepleAdupave emione cuPBOLAEC amd opdda
EUTIELPOYVWHOVWY ATt PELPATOAGYOUC, SEPUATOAGYOUG, Ya-
OTPEVTEPOAOYOUG KAl EKTIPOCWTIOUE TWV A0BEVWV.

H avaokomnnon emBeBaiwoe otL 10 Xeljanz av€davel Tov
Kivbuvo coBapwyv Kapdlayyelakwy TPoRANUATWY, KapKivou,
®OE, coBapwyv AolpwEewy Kal Bavdtou amod ormoladnmnote
attia og cLYKPLON PE PApPaKa TIOL AVAKOLY OTnV Katnyopia
Twv avactoAewv TNF-aApa. O EMA kateAn&e Twpa oTo ou-
Pmepacpa OTL auTd Ta eupnPaTa acealeiag LoxLoLY yia OAEQ
TIC EYKEKPLUEVES XPNOELS TWV avacTolewv JAK og xpovieg
pAeypovwdelg dlatapayeg (pevpatoeldng apOpitida, Ywpt-
aotkn apBpitida, veavikn blomadnc apBpitida, afovikn ormov-
duAoapBpiTIda, eAkWdNG KOALTIOR, atorikn Seppatitida kat
yLPOELONG aAwTekia).

Ot MANPoYOopLeg TIPOLOVTOC yLa Toug avaotoAelg JAK Tou
XpnolJorolouvTal yla Tn Bepamela Xpoviwyv GAEYHOVWOWY
dlatapayxwy Ba emkalpotmonBoly e TIG VEEC CLOTACELG Kal
TPoELOOTIONOELG. ETUTTAEOV, TO EKTIALOEVTIKO LALKO yId TOUG
acBevelc kal Toug emayyeApatieg vyelac Ba avabewpndetl
AVOAOYWG.

IIAnpo@opies yia tous acOeveis

- O avactoAeic kvacwy Janus (JAK) Tou xpnoldoro-
ovuvTal yla Tn Beparmela xpoviwv PAeypovwowy ola-
Tapaxwy exel dlarmotwoel 6Tl avdvouy Tov Kivduvo
ooBapWY Kapdlayyelakwy TPoRANUATWY (OTWe Kap-
dlakr) TPocBOAN 1 eyKEPAAIKO €TELCOOL0), KapKivou,
BpOUBWY aluaTog 0TOUC TIVEVHOVEG KAL O £V TW BABEL
PAEBES, cORApWY AOLHWEEWY Kal BavdTou og CUYKPL-
on pe toug avaotohelg TNF aApa.
Autol ol avactoleic JAK (Xeljanz, Cibingo, Olumiant,
Rinvog kat Jyseleca) ypnotgototlouvTal yia Tn Oepa-
Tela plag f mepLocoTeEPWY Ao TLC AKOAOVBEC XPOVIES
(pAeypovwdElG dlatapaxeg: peupatoetdng apdpitida,
pwplackn apBpitida, veavikn dlomabne apbpitida,
afovikn omovouAoapBpiTida, eAKWONS KOALTIOq, ato-
Tk 6eppatitida kat yupoetdng ahwrekia.
Edv eloTte nAkiag 65 eTwv Kal Avw, €XeTE avEnuevo
Kivduvo elPAvIong coRapwy Kapdlayyelakwy TPoBAn-
HATWY 1 Kapkivou f edv kamvidete 1 kanvidate ya
HEYAAO XpOoVIKO dldoTnua oTo TapeABov, Ba TpEMeL va
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00G OLVTAYOYPAPOLVTAL AUTA TA PAPPAKA HOVO £AvV
deVv LTIAPXOULV KATAAANAEG EVAANAKTIKEC AUOELG Bepa-
melag ya eodg.

Edv €xeTe oplopevoug TIapdyovTeg KIvdUvou, 0 yLatpog
oag UTopet va petwaoel tn 60on Tou avactoAed JAK N
va aANAEeL Bepareia avéhoya pe tn eAeypovwon ola-
Tapayr oag Kal Tov avactoAea JAK ou AapBaveTe yia
Tn Beparneia tne.

Edv, oe omolodnmote 0Tddlo katd tn dldpkela tTng Be-
panelag oag, alcbavOeite moOvo ) opigLuo aTo 6TNBOG
(Tou prtopet va enektabel ota xepLa, To oayovy, To Adl-
PO Kal TNV TAATN), duotvola, KpLo WpwTa, ZAAn, Eap-
VKT ZAAn, aduvapia ota Xxepla Kat Ta modld r) CUYKEXU-
HEVN OUIALQ, ETUKOWWVNOTE QUEOWC HE TO YLATPO 0aG.
E€etdlete 1O O¢ppa 0ag TEPLOdIKA KAl EVNUEPWOTE
TO YLATPO 0AC €AV TIAPATNPIOETE VEEC AVATITUEELS OTO
depua.

Edv €xeTe omolecdnMOTE £PWTNOELC OXETIKA E T Be-
pareia oag, YIAACTE [E TO YLATPO 0ag.

IIAnpo@opies yia TOUs enayyeAparties vyeias
Mta avaokotnon tou EMA Slartiotwaoe OTL, 0 GUYKPLOoN
pe Toug avaotoAeic TNF-aAQa, ol avaoToAE(g Kivaowv
Janus (JAK) ou ypnotlgototlobvTal ya Tn Bepaneia
XPOVIWY  (PAEYHOVWOWY dlatapaxwy (peupaToeldng
apBpitda, Ypwplackn apbpitida, veavikr Wblomadng
apBpitda, agovikn omovduAoapbpitida, EAKWONS Ko-
AiT1da, atotikn depuatitida Kat yupostong aAwekia)
ouvdeovTal pe vyYPnAoTeEPO Kivouvo epgaviong pel-
ZovVWV aveTiiBuuNTwyY Kapdlayyelakwy cLUBaPdTwy
(MACE), pAeBiknc BpouBoeuBoAnG (POE), kakonbelag,
00BAPWY AOLHWEEWY Kal OALKNG BvNoLUOTNTAG.
H avaokoémnnon nepleAdupave ta TeAKA anoTeAeopa-
TA pLag avolkTrg KAWIKAG Sokipng (ORAL Surveillance
study)2 Tou avactohéa JAK Xeljanz (togacttivipmn) oe
aoBevelc ue pevpatosldr apdpitida Kal TapdyovTeg
Kapdlayyelakol Kvduvou, n omoia dlanioTwoe LPNAG-
TEPO KIVOLVO EPPAVIONG TWV €V AOYW CUPBAVTWY pE
TO Xeljanz amo o,Tt pe Toug avactoAelc TNF-aApa.
Ta TIPOKATAPKTIKA EUPNUATA ATIO JIa HEAETN TIAPATH-
pnong (B023) mou epthapBdvel £vav AN avacToAEd
JAK, To Olumiant (Baplottvipmn), urtodnAwvouy emiong
avénuevo kivouvo MACE kal ©OE oe acBeveic pe peu-
patoeldn apbpitida mou ehapav Bepareia pe Olumiant
o€ OLYKPLON e eKelvoug TIoL eAaBav Beparneia e ava-
otoAeic TNF-dAga.
O EMA KatéAn&e 0To cuumepacua OTL oL avayvwpLoUe-
vol Kivduvol Lox0ouv yla 6AoLG Toug avacToAeic JAK
IOV €X0LV eyKPLBEeL yla T Beparneia Xpoviwv PAeyHO-

VWOWY dlaTapawy.

Taev ANoyw pappaka (Xeljanz, Cibingo, Olumaint, Rinvogq
Kal Jyseleca) Ba TpEMEL va ¥pnoLPoToloLvVTaAl HOVO
OTOULC akOAOLBOULC aoBevelc edv dev LTIAPXOUV KATAA-
ANAEC EVOANOKTIKEC BEPATEVLTIKEC AUCELS: O0E aoBe-
velg nAlkiag 65 eTwyv kal dvw, oe 600LG elval vuv N
TIOAQLOTEPOL PAKPOYXPOVLOL KATIVIOTES, GE OCOUC EXOUV
LOTOPLIKO ABNPOCKANPWTIKNAG KapdlayyeLaKnG vOoou
N AAAoLC TapdyovTeg Kapdlayyelakol Kivduvou 1 og
O00UG €XOUV AAANOLG TIaPAYOVTEC KIVOLVOUL KaKonBel-
aG. ZuvIoTATal €TONG TIPOCEKTLKN XPron og aoBeveig
HE YVWOTOUC TtapdyovTeg KIvdLvou yia POE ekToC anod
auTOUG TIOL AVAPEPOVTAL TIAPATIAVW.

Edv anattovvtal avactoleic JAK og aoBevelc pe av-
TOUC TOUG TIAPAYOVTEG KIVOUVOU, UTTOPEL va cuvIoTATAL
XaunAOTePN 660N, AvAAoya PE TO PAPHAKO, TNV EVOEL-
€N KAl TOV CLYKEKPLUIEVO TIAPAYOVTA KVOLVOU.

OL emayyehyatieg vyeiag Ba mpemnel va cudnToly Pe
TOUG aoBevelc TOLC yla TOug KLVOLVOULG TIOL OXETILo-
VTaL Je Toug avaoTtoAeic JAK.

JuVIOTATal OTOLG emayyeApatiec vyeiag va olevep-
YOUV TIEPLOOIKES EEETACELG TOU OEPUATOC TWV acBe-
VWV TOUC Yla VA EAEYXOULV yla Kapkivo Tou dgpuatog,
16lwe yla Toug acBeveic mou dlatpexouv Kivduvo yla
KQPKIvO TOL SEPUATOG.

Oa anooTaAel ETLOTOAN 0g GAOLC TOUG EMAyyEAUATIES
uyelag oL AVaPEVETAL VA OLVTAYOYPAPOLY TA EV AOYW
(PAPHPAKA YL VA TOUG EVNUEPWOEL YLA TO ATIOTEAECHA
™n¢ enavegetaong. Ot TANPELC ouoTdcelg Beparmeiag
Ba oupmePANPBOLY OTNV ETUKALPOTIOINUEVN TIEPIANYN
TWVY XAPAKTNPLOTIKWY TOU TIPOLOVTOG KAl OTO EKTIAL-
OEVTIKO LAIKO yld Ta avTioTolXa polovTa.

IIep1oodtepa yia ta pappaxa

Ot avaoToAelg Kivaowv Janus Tou amoteAolv avTikelyevo
NG mapovoag enavegetaong elval ot Cibingo (aumpootti-
vipmn), Jyseleca (¢pu\yoTivipmn), Olumiant (umapiottivipmn),
Rinvoqg (oumtadaottivipmn) kat Xeljanz (togaottvipmn). Avtd
Ta (pApuaka xpnoldorolouvTal yia tn Beparneia dlagpopwy
XPOVIWV AeyHOVWOWY Slatapaywy (pevuatoeldng apdpitt-
6a, pwplactkr apdpitida, veavikr wblomabnc apdpitida, ago-
VIKA orovouloapBpitida, eAkwdng KoAiTda, atorukr) oep-
patitida kat yupoeldng ahwrekia). Ot SpacTIkEG ovoieg oe
auta Ta eappaka dpouvv avacteAhovtag Tn dpdon eviupwy
YVWOTWY We Kvdoeg Janus. Ta évupa avtd dtadpapaticovy
ONUAVTIKO pOAO oTn dladlkacia TG PAEYUOVAG TIOL EUPA-
vietal oe auteg TIC dlatapaxeq. Me Tov AMOKAEIOPO TNG
dpdaong Twv eviupwy, Ta eAappaka cupBAAAouy otn Peiwon
NG GAEYHOVAC KAl AAAWY CUPTITWHATWY ALTWY Twv dlata-
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PAXWV.

Optopévol avaotoAeic JAK (Jakavi kat Inrebic) xpnotuo-
TolouvTal yla Tn Beparneia YueAolmePMAAoTIKWY dlatapa-
XWV N avackorinon dev cupmepleAaBe autd Ta gpdpuaka. H
avaokomnon dev kdAuvye eniong T xprnon Tou Olumiant otn
Bpaxumpobeoun Beparneia Tov COVID-19, n omoia ATav umo
aglohdéynon amo tov EMA ekeivn tnv mieptodo.

Ilep1oodtepa yia tn S1adikacia

H emavegetaon Twv avactohewv JAK otn Bepaneia gpAey-
Hovwowy dlatapaxwy ekivnoe KATOTY AtTPATog tng Eu-
pwraikne Erutporng, pe Baon to dpbpo 20 Tou KavovioHoL
(EK) apB. 726/2004.

H enavegetaon Ole€nxon ano tnv Erutporr) ®dappakoemna-
ypumvnong kat AgloAoynong Kivdovou (PRAC), Tnv emLTpom)
Tou elval appoddla ya tTnv agloAoynon Bepdtwy acPAAelag
TWY apUAKWY yla Tov avBpwro, n omola datunwoe oelpd
ovoTdoewv oTIC 27 OkTwRplov 2022. Ot cuotdoelg Tng PRAC
areotaAnoav otnv Erutpornn dapudakwy yia AvBpwruivn Xpn-
on (CHMP), appodia yia epwTAPATa Tou agopoly (pApHaKa
yla avBpwrivn xprion, n omota evekpve tn yvwun tou Opya-
VIOpoL. KaToTy Mepaltepw eNaveEETaons tng ouoTaong tne
Tou OkTwRplov 2022, n PRAC e€£dwae emkalporoinon oTig
12 lavouapiov 2023 yla TNV MepATEPW €LOBLYPAPULON TWV
ouoTtacewv 6oooAoyiag yla Ta PAPPAKa Tov agopd n dLadt-
kaola. Ot avaBewpnueveg ocuotdoelg Tne PRAC amneotdAnoav
otnv CHMP n ormola evekpive tn yvwpn tou Opyaviopou. H
yvwun te CHMP 6a dlaBBaoctel Twpa otnv Evpwraikn Ert-
TpOTA, N omoia Ba ekdWaEL TEALKT VOUIKA SECUEVTIKN AMOPa-
on Tou Ba LoxLeL o OAa Ta KPATN PEAN TG EE.

1 Ytterberg SR, et al. Kapdtayyelakog kivouvog kat kivouvog
KapKivou Je TNV ToQactTviumn otn peupatoeldr apbpi-
T6a. New Engl J Med 2022;386(4):316-326. doi: 10.1056/
NEJM0a2109927

2 Ytterberg SR, et al. Kapdiayyelakog kivouvog kat kivouvog
KapKivou Pe TNV ToPacLTviumn otn peupatoetdn apbpi-
Tda. New Engl J Med 2022;386(4):316-326. doi: 10.1056/
NEJMo0a2109927
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AHMHTPHZ AOYKOMNMOYAOZ

O Anunteng AoukormouvAog ntav Kaenyntrg MadoAoyiag
Tou Maveruotnuiov ABnvwy Kat Xuvepyaloduevog Epeuvn-
¢ oto Epyaotnplo Awatoloyiag tou IIBEAA. TevvrBnke
otnv KaBaAa to 1935 kal arnogoitnoe amd tnv latpkn

2xoAn tou lMaverotnuiov ABnvwy amo omov Kat eAaBe To
ALBAKTOPLKO TOU.

‘EAaBe vmotpopieg amnd To 16pupa KpaTikwy YToTpo-
@Lwy, TN FaAAkn KuBepvnon, To EBVIkO IvotitouTto Yyelag
Twv HIMA (NIH), kat Tn Alebvh Erutporr) AToukng Evep-
yelag. Meteknaldetnke oto MNMaverotrnyio tou Maplolol
(Hopital Saint-Louis), oto Mavermotulo tng Utah, kat oto
Maveruotnuio Harvard.

Katd ta €tn 1993-2002 dletéAeoe Aleubuvtng tng A’
MaBoAoyikng KAWVIKNAG KAl TOL OPWVUHOoL Epyactnplou Tou
Maveruotnuiov ABnvwyv oto Adiko Noookopeio.

A6 T0 2002-2005 doknoe kaBrnkovTa ALolknTKoL Algu-
BuvTr Tou I6pupatog latpoBLloAoyikwy Epeuvwyv TnS Aka-
dnuiag ABnvwv (IIBEAA).

ATt 1o 2002 £w¢ TO TEAOG nyeito Tou Epyactnpiov At
patoAoyiac tou IIBEAA.

Aleteheoe Mpoedpog Kal evepyd PEAOG TNG EAANVIKAG
Awatoloyikng Etapeiag, Mehog tng Emutporrc Exnaideu-
ong otnv AlgatoAoyia kat Project Leader (uéow Mpoypdy-
patog Leonardo da Vinci) Tng ELpwMAlKAG AUATOAOYIKAG
Etaipeiag (European Haematology Association, EHA) yia tnv
avayvwplon (accreditation) Tng ekmaidevong otnv Aldatolo-
yla otnv Evpwrn (2002 péxpt 2007), kat pEAog TNG AteBvolg
Erutportrig (International Committee) TG Aueplkavikng Al-
patoAoylkng Etatpeiag (American Society of Hematology).

AleTéNeoe akopn Mpoedpoc f HEAOC TIOAAWY ALOIKNTL-
Kwv Ertponwy twyv Yroupyelwy Mawdelag kat Yyetag, kat
™G MEK (mpwnv IET), Kal ekmpoéowog Tng EANGdog oe
Emutponég BIOMED tng Evpwraikng Evwong.

AleTéNeoe avTImpoedpog TNG Alolkovuoag Ermtpomng
Tou Maverotnuiov Ytepedg EANGOOG Kkat Mpoedpog Tou
avtioTotxou Etdikou Aoyaplacpol KovouAiwy Epguvag.

Yp&e peNOG Tou AT kat AlevBuvtebwy (Tl €€AUNVO)
oto EAANVIKO IvoTitouTo Pasteur

Ol KUPLEC EPELVNTIKEC HPACTNELOTNTES TOU TEPLEAC-
Bavav Tnv peAetn g naboguololoyiag Twv Bakacoatut-
KWV OLVOPOPWY Kal TN POPLaKH TAUTOTIOINoN TWVY LUTIOKEL-
HEVWY YEVETIKWY BAABWV.

0O KaBnyntng Anunteng AOULKOTIOUAOC HE TNV EPELVN-
TIKM TOUL HpPaCTNELOTNTA CLVERAAE KABOPLOTIKA OTNV EU-
pela epappoyn TG TEXVOAOYLAg yla TNV TPOYevwNTIKH OL-
dyvwaon tTng Bahaocoaluiag Kat Twy alhoo@alplvoradelwy
(BloouvBeTIKd KATA Ta TPWTA 0TAdLA, KAL OTN CUVEXELD E
epappoyn Texvikwyv Moptakng Bloloyiag) pe tn dnutoup-
yla Ediknc Movddag ©aAacoatpiag, 6mou avamrtuxdnkav
KAl TIPOTUTIWONKAV OL VEOTEPEC TEXVOAOYIEG

H mpoomaBela autr eixe YeVIKNG avayvwplong Kat are-
TEAEOE TIPOTUTIO YLa TNV HETAPOPA TNG EPTELPLAC KaL TEXVO-
Aoyiag o TIOAAEG AAAEG XWPEG Kal avakouploe TNV EAAGDa
arnod Tov TEPACTLO AVTIKTUTIO AUTWY TWV YEVETIKWY VOOWV.

ErumA€oy, pe tnv €viagn Twv POPLaKWY TEXVIKWY OTO
LATPLKO €pYacTrPLo, AvolEe To BpOPO yia Tn OnUeEPLVA €L-
pela epappoyn TG poplakng Blohoyiag otnv AlgatoAoyia,
KABWE Kal TN HEAETN TWV ALPUATOAOYLKWY KAKONBELWY UE
EH(aon OTIG KAKONBELEG TNG HUEALIKNAG OELpdG HE OKOTIO
TNV KATavonon TwV LTIOKEIPJEVWY UNXAVIOUWY TtaBoyevel-
ag, TN YEVETIKN SlayVwOoTLIKH Kal TNV avadelgn mpoyvwoTL-
KWV OEIKTWY Yla QUTECG TIG KATAoTAoELG. To TEAEUTALO TOU
eyxelpnua ntav n “‘avadlopydvwon” Tng mpoAnwng ITng Ba-
Aaocoalpiag Kal Twv AOUTWY CLXVWY KANPOVOUIKWY vVoon-
HATWYV Pe TNV egappoyh vewv texvoloylwy (NGS). Opaua-
TIoTav Tnv dnuloupyia evog EBvikoy Alktuou MpoAnyng
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KAnpovoputkwv Noonudtwy pe oageic kat mpokabopLlope-
VECQ appodloTNTEG TWV ePMAEKOPEVWY Dopewyv avdloya
HE TNV €UTELPOYVWHOOLVN TOUG, TIOL Ba e€a0PAALlE TOCO
olkovopia KAlpakog 600 Kat Tnv emituxn avapdduion e
TEOANYNG LE TNV eloaywyn Kat tTnv otadlakn aglomoinon
TWV VEWV TEXVOAOYLWY YOVIOLWHATIKNAG avaAuong.

H epeuvntikr Tou dpactnplétnTa eixe emxopnyndel
ano EBvikoug kat Alebveic Opyaviopoug. Eixe meplooote-
peg anod 200 dnuoclevoelg o dHleBvn ETIOTNHOVIKA TIEPLO-
OIKA pe KpLTEC.

Eixe AdBet T1¢ dlakploelg:

Officier de I'Ordre National du Mérite, ané tn FaAAKn

KuBepvnon, (1987), kat

BpaBeio tng Akadnuiag twv ABnvwy (2001), ya tn

oULPBOAN Touv oTnv ekpidwon tne Bahacoaluiag otnv

EAANGOa

O AnunTpNng AOULKOTIOLAOC ATAV EVAC EPELVNTNG HE Opa-
Ha, lkavog kat aBepdmeuvta evBouolwdng, TTOAD Tapardvw
amnoé To €6vIko eminedo.

‘Htav évagc Adokalog TnG Alpatoloyiag mou oxL povo
eMNpPeace aAAd Kal SLapOpPWOoE Pla OAOKANPN vevid pa-
BnTwy, dlvovTag Toug clyXpova ETULOTNHOVIKA £QOOLA KAl
avolyovtag Toug opldovTeg. Anulolpynoe SLETIOTNHOVIKEG

opAdEC Pe LloXupoLES Beopolg Tou dlatnpnenkav Yeoa oto
TEEPAOUA TWV ETWV.

Eumpoonyopog, Aokvog, euyevng, puxpalpog, Baduta-
Ta KAAALEPYNUEVOG, CLUURBLRACTIKOG Kal OXL ETUOTNHOVIKA
EPLOTIKOG Kal aAalwy, KIvoUUEVOC e dveon oTo OleBVEQ
TepIBAAAov €dwoe eukalpieg oToug vedTEPOLG TOOO dla
TOUL TIPOCWTILKOL TOL TAPAdELYPATOG 60O Kal TNG EMAPAS
padt Tou, Toug peTEdwoe otolxela amd To OIKO Tou TPO-
TUTIO, TOU aKAdNUAIKOU OPAUATIOTH, LATPOU-EPELYVNTH OE
dledvec meplBAAAov Tou o KaBevag cuvdvaoce Pe Ta Sikd
TOu OTolXela WOTE va dLAUOPPUWOEL TNV TIPOOWTIKI TOU
ETOTNUOVIKT TALTOTNTA.

AlgBeTe aoTelpeuTn vedTnNTA YUXNG Kal TveLHPATOG,
TIAVTOTE £TOLUOG va LTIORAAAEL AANO Eva €PELVNTIKO TIPO-
ypapua, va emkalporolnosl eva BBAlo alpatoloyiag, va
OXAnoet Toug GIAOLC TOU avA TOV KOOUO WOTE va OTelAEL
€vav akopn veo yla d1baktoptko i getekmnaidbevon. Kat oAa
auTa pe npepia, xlovpop, aclodotia, cuykataBaTikoTnTa
Kal TEepLNyNTIKr SlaBeon oTov KOGHO.

YTnp&e pla epgBANPATIKY) TIPOCWTIKOTNTA TNG AlUato-
Aoyiag. To €pyo Tou, O TPOTIOG OKEWYNG TOL Kal TO opapd
TOU ATIOTEAEL TN MAPAKATABNKN TOUL OTIC EMEPYOPEVES YE-
VIEG AlUATOAOYWV.

NIKOAAOZ ZMYPOMOYAOZ

0 Kabnyntrc NIkOAQog XTupOTIoLAoC OLETEAEDE ETIL HAKPOV
Kabnyntic kat AtleuBuvtnig g KAWVIKAG AlayvVwoTIKAC Kal
AkTvoAoyiag 2topatog. O Kabnyntrc NikOAQog ZmupoTou-
AOG UTINPETNOE PE ayamn Kat agootwaon Tnv O0ovVTIATPLKN
kat dlaitepa T AlayvwoTiK Kat AKTIvoAoyia X TOpatog yla
TIOAANG Xpovia. H cupBoAr Tou otn dnutoupyia kat péodo
™G KAWVIKAG LTINPEE ONPAVTLKT KAl KABOPLOTLKN.

Htav vupgpeupevog pe tnv Kabnyntpla OpBodovTKNg,
TéWC BovAeuTn TG « Néag Anpokpatiac » Mepomnn 2mupo-

TtovAoL. O NIKOAQOC YTIUPOTIOVAOC AVAVEWOE TNV AKTLVO-
OlayVWOTIKN TwVY yvabwy, EVETIVELOE, OTNPLEE, TiPoWBNoe
edwoe KivnTpa oe XIALAOES POoLTNTES OTOUG OTOlOVLG PETA-
Aaumadevoe apxeg, agleg, epyactakn NOLKN Kal YevikoTepa
neog.

0 KaBnyntng 06ovtiatpikng NIKOAQog XTupOTIouAoG Ot
€TEAEOE JEAOC TNG ZUVTAKTIKAG ETULTPOTIAG TOL TtEPLOBIKOV
«EAANVIKN latpikn EmuBewpnon the hjm» et oelpd eTwv .
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MpoodLopidovTag TIG VYELOVOHLKEG KL OLKOVOULKEG CUVIOTWOEG
TOU aVTLypLTILKoL eUBoALacpoL otnv EE Twv 25 Kpatwv-peAwv

Ryan J, Zoellner Y, Gradl B, Palache B, Medema )
Vaccine; [Epub ahead of print]

Elcaywyn: To 2003, To XupBovALlo Ttou Maykoopiouv OpyaviopoL Yyeiag (World Health Assembly WHA) e€€dbwoe pr)-
(LOpa OXETIKA e TNV TIPOANWN Kal TOV EAEYXO TOOO PLAC HEAAOVTIKAG Ttavdnuiag yplmng 600 Kal Twv €TACLWY ETUL-
SnuLwy, cLHPWVA e TO OTtolo Ta KPATN KEAN TNG Eupwrdikng Evwong twyv 25 (EE-25) umoxpeolvtat: (a) va kable-
PWOOLV KAl VA £PAPPOCOLY OTPATNYLIKEG TTPOAYWYNG TOL AVTLYPUTIKOU EUBOALACHOU TWV OPAdWY ULYPNAOL KLVOUVOU,
TEPAQUBAVOVTAG TOLG NAKLWHEVOUG KAl TOUG XPOVIWG TIAOXOVTEG, HE OTOXO TNV ETUTELEN EUPOALACTIKAG KAALYNG
TOUL TIANBUOHOL TWV NAKLWHPEVWY TOUALYLOTOV 0TO 50% To 2006 Kal 6To 75% weTto 2010, Kat (B) va agloAoyrcouv Tnv
ETURAPLVON TWV ATOPWY AT TN VOO0, KABWE KAl TNV KOWVWVIKOOIKOVOUIKT] ETUITTWON TWVY £TNCLWY ETUONPLWY YpITNng,
TIOL B AMOTEAECEL BACN YA TO OXEDLACHO KAl TNV LAOTIOINCN TIOALTIKWY TIROANYNG HLag evoexopevng etudnuiag. Autn
N anoeacn erkupwOnke arnod tnv Eupwaikr Evwon (EE), 6Tou ta KpATn-HeAN CUP@UWVNOoaV va KAVoLV TpooBeTes
TIPOOTIABELEC WOTE va avgnBel TO TIOCOOTO TWV EYPROALACHWY, CULPWVALE TIG OUCTACELG, KAl Va eTUTEUXOEL 0 OTOXOG
Tou Maykooptov Opyaviopou Yyeiag (WHO) yia Tnv KAALYN Tou 75% Tou GUVOAOU TWVY ATOHWY TIOL VI KOLY 0€ OPAGEC
uPNAOL KvdLvou TIpLY To 2010. Eniong eTionuavinke 0TL N ETABOAT TOL dNPOYPAPIKOU TIPOPIA ToL TTANBUCHOL TNG
EE Ba 0dnyroel oe abgnon Tou aplBPoL TwVY NAKLWUEVWY, OL oTtoloL TEpIAQUBAVOVTAL OTIG OPAOEG-OTOXOUG.

I1ox0G: Na TpocdloploTel 0 aplBpog Twy ATOUWY TIOL ival KATAAANAOL yla avTlyputikd epBoAlacuo otny EE kat o
UTTIOAOYLOUOG TOU KOOTOUG KAl TWVY CUVETIELWY TOU [N EPROALACHIOU ALTOL TOL TTANBLGHOL Oe 5 KpdTn-PWeAN TNS Evpw-
Talkn g Evwong, FaAAia, Mepuavia, Italia, lomavia kat Hvwpévo BaotAelo.

M£0060g: Exel avartuxBel fdn €va pabnuatikd povteAo oto otoio Tta 6edopeva TNG KATAVOUNG TOU EUBOALACHOU
ouvouadovTal Je dnPoypaPIKA Kal OLKOVOULKA OTOoLXElq, WoTe vakaBopLloToLy Ol ETUITTWOELG plag erudnuiag ypimng
0Tn dnuocLa vyeia Kal oL TBAVES OTPATNYIKEG TTAPEURAONG. TO HOVTEAO EMEKTABNKE LE TN XProN OUYKEKPLUEVWY
SNUOYPAPIKWY OTOXEIWY TWV OPAdwY bnAoL Kvduvou otnv EE-25. MNa kabe xwpa, UTTOAOYIOTNKE KAl TO TIOCO0TO
TOL TTANBLCKOU TIoL BploKeTal EKTOG TWY cuoTdcewv Tou WHA. Erionudvenkav kat AGAAEG ouddeg-0TOXOL yLa eUBOAL-
OHO, EKTIHWVTAG TO TTOCOOTO TWVY TIACXOVTWY Ao VOOOUES TOU AVATIVELOTIKOU 1 KapdlayyelakoL cuaTruatog, dlaBnTn,
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AIDS, TwV aTOPwWY TIOL €X0LY LTTIORANBEL O PETAPOOYELON OPYAVWV,OTIWG ETIONG KAl TWV EMAYYEAUATIWY Lyelag.
TEAOG, UTIOAOYIOTNKE TO PEYEDBOG TOL TTANBUCHOL-OTOXOU KAl TO €VPOC KAALYNG OE UROALACHOLG oTNV Eupwraikn
‘Evwon twy 25 KpaTwv-peAwy, Jadl ye to Tubavo KOOTOG Kal TIG CUVETIELES yia TN dnuoola vyeia.

AmnoteAéopara: [a tnv EE-25 Bpednke 6Tl T0 49,1% Tou TANBLCHOL (1) 223,4 EKAT. ATOUA) AVAUEVETAL VA €XEL ELUPROAL-
aoTel KATd TNS YPING. AuTO TO TMOCOCTO KupaiveTal amo 41,6%ctnV Kitpo ewe 56,4% oto Hvwpeévo BaoiAelo. Kata
HEGO Opo dlavepndnkav 174 do6oelg epBoAiwy ava 1.000 dtoparmou cnuaivel eva peco 0po UBOALACHOD TwV OPAdWY
OTOXOU KATA 35,4% e€alTiag TOL EPLOPLOPOL TNV TTPoUnBelatwy epBoAiwy. Katd cuvemela, ewe kat 144,4 exat. dto-
pa Tou Ba propovoav va BewpnBoLy LPNAOL KivdLVOUL PTopel va pnv egBoAlacToly. H e@appoyn evog mpoypaupaTtog
gpBoAlacpoL touv 100% Twv aTOPWY LYPNAOL KIVOUVOUOAWY Twv ouddwv otnv EE-25 Ba odnyouce oe peiwon Twv
KPOUOHATWY ypImngG Katd 7,22 ekaT. dtopa, petwon Katd 1,96 ekaT. dtopd Tou aplBpol Twy ETUOKEWPEWY OE [ATPOUG-
pwToRABULag ppovTidag vyelag yla Bepareia Twv ETUMAOKWY TNG yPING, KABWe Kat 796.743 AyOTEPEG ELOAYWYEG
OTO VOOOKOWE(O Kal 68.537 AlydTEPOUG BAVATOUG OXETLLOMEVOUG HE YPLTIN OTO GUVOAOD TWV XWPWV NG EE-25. H epap-
Hoyn evog Tpoypduuatog epBoAlacpol tou 100% Twv opddwy bpnAoL Kivduvou otn MaAAig, Meppavia, ITalia, lomavia,
kat To Hvwpeévo BaoiAelo Ba anattovoe emumieov 1,52 d1o. evpw. AuTod Ba eixe we anoteleopa kepdog 39,45 ekat.
EUPW XApn 0TN Pelwon TNG XProng TwV UTINPECLWY TIPWTORABULAC PPOVTIDAG LYEIAC O AUTEG TIC XWPES, KAl TIPpOCOe-
To KEPOOC 1,59 d10. eLPW AOYW PELWONS TOU APLBPOL TWV ELCAYWYWY OTA VOCOKOWELa.

Jupmépaopa: YTdpxel XAoPa PETAED TNG ONUEPIVAC AVTLYPLTIKAC KAALUYNGS TOU TIANBUCHOL KAl TWY CUCTACEWY TOU
MOY. OLouvemeleg yla Tn dnuoota byeta mepthapBavouy abgnon TnNg voonpoTNTAG, TWVY EL0AYWYWY 0TA VOCOKOWELd Kal
NG BvnodTnTag. To HOVTEAO TIOL AVATTTUXONKE OTN PEAETN €ival XprioLo epyaAeio: (@) yia va uTtoBoNBNoEL TIC APXES
NG EE ou acyohouvtal ye Bepata dnudotag uyelag yia Tn dlatumwaon odnylwy (B) va oxnUATOTIOWCEL TNV AvAyKn yla
avgnueva eineda eyBoALAcHOL TOU TTANBUCHOL, WOTE va eTUTEUXBEL KAALTEPOC EAEYXOC TNG YPITING, Kat (V) va eTion-
HAVEL TIG OUVETIELEG TNG HIKPNG EPBOALACTIKAG KAALYPNG TOL TTANBLGHOL LPNAOL KLVOUVOU.

MPOCUUTITWHATLKOG EAEYXOG HE AKTIVOYpapia Owpakog
otnv ENAada

Kamposioras K, Casazza G, Mauri D, Lakiotis V, Cortinovis |, Xilomenos A, Peponi C, Golfinopoulos V,
Milousis A, Kakaridis D, Zacharias G, Karathanasi I, Ferentinos G, Proiskos A.

Panhellenic Association for Continual Medical Research (PACMeR) Sections of Public-Health
BMC Public Health; 6:113.

Etcaywyn: Ot apxeg Anpootag Yyelag dlebvwg anobappuvouy Tn xprion akTvoypapias Buwpakog we pedodou mpoou-
UTITWHATIKOU EAEYX0UL (screening), AOyw NG XaUNAAG BETIKAC TPOYVWOTIKNG a&iag Tne. H dladikaocia umopel akoépa va
aroBet e BAaBnG, empoptidovtag pe aywvia kat TpoBANUATIoNS Ta AToPa Pe Yeudwe BeTikd anoteAeopata. MNapd
TIC TIOWKIAEG HEAETEC TIOL EVIOXVOUV TNV TIAPATAvw B€on, ot latpot MpwTtoRddulag ®povtidag Yyeiag egakoAovBoly
va TIAPATIEPTIOLY TOUG A0BEVELG TOUG YL screening pe akTvoypagia Bwpakog. 2KomoG TNG HEAETNG elval va Kataypd-
PEL TN XPNoN TN aKTvoypapiag Bwpakog we HeBOdoL screening TOU LYLOVES TTANBUOUOU EVNAIKWV.

M£0060g: > e Oeiypa 5.499 vylwv evnAikwy, amod 26 TepLoXeS TNG EANADAC, HEAETHBNKAV Ol TIPAKTIKES TIPOCUUTITW-
HATIKOL EAEYYXOUL OTO TTAQLOLO EBVIKNG QVTIKAPKLIVIKAG EPELVAG. ZUYKEVTPWONKAV OTOLXELQ TIOL APOpOLCaV OTN XProN
NG akTwoypapiag Bwpakog wg pebddou screening. Emumpocbeta peAeTnOnKav n nAkia, To GUAO, TO KATVIOUA, TO
OLKOYEVELAKO LOTOPLKO YLa KAKONBELES KAl O ETAYYEAUATIKOC K{vOLVOC yia avartTugn TVEVHOVIKNG VOGOU.
AmnoteAéopata: To 20% (n=1.099) Twv aTéPwWY LTEERANBNCAY CE aKTIVoypapia BwWPAKOg 0TO TIAAICLO screening Tou-
Adylotov pia gpopd Ta mponyoupeva 3 xpovia. Avapeoa oe auTolg, 24% emavaAauBavouy Tov EAEYY0 Pe ocuxvoTnTa = 1
Popdg eTnotwg, kat 48% pe ocuxvotnta (on r peyalltepn TG piag popdg ota 3 xpovia. O eAeyxXog Pe akTvoypapia
Bwpakog NTav Tio cuyvog otoug avTped (OR 1,130 95% CI 0,988-1,292), Toug cuvta&louyoug (OR 1,319, Cl 1,093-1,593)
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Kal oTa ATopa e BETIKO OLKOYEVELAKO LOTOPLKO yia Kapkivo tvetpova (OR 1,251, Cl 0,988-1,583).

Tupnépaopa: Mapd TG ETIONUEG CLUOTACELS, N AKTLVOYPAPIA BUWPAKOG WG SCreening amoTeAel KO TIPAKTIKY oTnv EA-
AGda, av kat apploBnTeltal, kKabwg n BeTIKn TIPoyVWOoTIKA a&ia ylag aktvoypagpiag Bwpakog ivat xaunAn. H egappo-
Y1) KOG OXETIKA GTNVAC ATIELKOVIOTIKNG HEBOOOUL OE €BVIKN KAlUaKa eTLRAPVVEL CNUAVTIKA T OLKOVOULKA TNG LYELAG
KaL TO OPTO £PYACLAG TWV AKTIVOAOYIKWY EpYAOTNPLwV.

H gevaiobntomoinon Twv EAAVWYV LATPWV OXETIKA HE TOV T(POCU-
HTITWHATLKO EAEYXO YLA TOV KAPKIVO TOU TIAXEOG EVIEPOL

Xilomenos A, Mauri D, Kamposioras K, Gkinosati A, Zacharias G, Sidiropoulou V, Papadopoulos P,
Chatzimichalis G, Golfinopoulos V, Peponi C.

Panhellenic Association for Continual Medical Research (PACMeR).
BMC Gastroenterol; 6:18.

Ewcaywyn: H clLykpLon otolxelwv amod tig fdoetg dedopevwy SEER kat EUROCARE £6g1&e o011 n eTuRiwon anod kapkivo
TOUL TIAXEOG eVIEPOL OTIC HIMA elval peyaAbTepPN O OXEON UE TA EVPWTIAIKA KPATN. Aedopevou OTL KATA TN OTABuL0on
TWV OTOXElWV WE TIPOG TO OTASLO TNG VOCOU TN OTLyHr TNG Oldyvwong Pelwbnke agloonueiwta n dlapopd mou ma-
patnendnke otnv emBiwon, eylve n LMOBeON TNG EMIOPACNS OLAPOPETIKOU TIPOTUTIOU TIPOCUUTITWHATIKOU EAEYXOU
(screening). 2koTOG TNG PHEAETNG ATAV va Slepeuvhoel TNV evaloBnTomoinon Twy EAAAvVwY latpwy MpwtoRadulag
dpovtidag Yyelag (MPY) OXeTIKA YE TOV TIPOCUUTITWHATIKO EAEYXO YL TOV KAPKIVO TOU TIAXEOG EVIEPOU.

M£6060g: 211 tatpol MDY cuppeTelxav 0TNV £pELVA, CUPTANPWYOVTAG VA EPWTNHATOAOYLI0. MEAETHONKAV TOCO N
OTAON TWV LATPWY W TIPOG TOV TIPOCLUTITWHATIKO EAEYXO YL TOV KAPKIVO TOL TIAXEOS EVIENOU OCO Kal TO (00¢ Twv
TIAPATIOUTIWY YLa Screening KapKivou TIaXE0g EVIEPOL KATA TN dLAPKELA cLVHBWY ETILOKEPEWY aoBevwy yia check up.

ArnoteAéopata: Movo 50% Twv lATpwY BPEBNKE va CLVIOTOLY Screening yla KAapKivo Tou TIAXE0C eVIEPOU KATA TN
OLAPKELA TWV oLVABWV ETILOKEPEWV yla check up, kal povo 1o 25% umodeikvue oToug acBevelg Toug Yebodous Pe
KOAN Ox€on KOOTOUG-AMOTEAECUATIKOTNTAC. TO TTOCOOTO TWV LATPWYV TIOU CLVLICTOLCAY Mayer KOTIpAvwy Kat opBoaty-
HoeldooKomnon ftav 24% kat 4% avtiotowxa. Movo 48% kat 23% TwV LATPWV avayvwpeLoe TIwE £XEL dlayvwaoTikn agia
0 EPYACTNPLAKOC EAEYXOC YIa TNV avixveuon aipatog ota Kompava Kat n opBoctypoeldookomnon. Ol CUOTACELS yLla
screening TIAXEOC EVTEPOL ATAV OTATIOTIKA ALYOTEPES HETAEL TWV VEWV LATPWY, NAIKIAg KATw Twy 30 eTwy (p=0,012).
Ae Bpebnke dlagopd e€eTalovtag To delypa katd eUAo, BaBpida kal eldIKOTNTA, Qv KAl Ol ELOLKEVPEVOL YEVIKOL lATPOL
Bpebnke va elval teploodTePO evalobnTomolnuévol (p=0,054).

Tupnépaopa: Ot cUYXPOVES CUOTATELG TIOL APOPOUV GTOV TIPOCUUTITWHATIKSG EAEYXO VLA TOV KAPK(VO TOL TIAXEOG EVTE-
pou dev TNPoLvTAL 0TO TAaicLo TG MNOY. Antatteital eknaldeuon Kal MapakoAoLBNon TG TAKTIKNAG OV EQAPPOZETAL
WOTe va eTutevyBel onuavTikr cLPBOAN TwWV uTNPECLWY MpwToRAabulag ®povvtidag Yyelag otn peiwon tng Bvnto-
TNTAG Ao KAPK{VO TIAXEOG EVTEPOU.
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IIpooexn Iatpika Xuvedpia, Emotnpovikes Iarpikes
ExOnAmoels omnv EAAada ka1 10 E§mtepiko.
Avaxkoivooets Iatpik@v Eralpeiov

'4’\“- -
N NANART
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230 MaveAAnvio HatoAoyiko Zuvedplo, Etatpeia MeAétng Hratog,
14/05/2025 - 17-05-2025
—evodoyelakn Makedonia Palace, Oeooahovikn.

Awnpepida Khadov EmiAnygiag, EAAnvikn Nevpoloyt-
ki Etaipeia, 24/01/2025 - 25/01/2025, evodoxeio
Royal Olympic, ABrjva .

80 TMaveAAnvio Xuveédplo EAAnRvVikol Opyaviopouv
Eykepalikwv 2025, EANAnvikog Opyavicpog Eyke-
palikwy, 7/02/2025 - 09/02/2025, E&cvodoxeio
Mediterranean Palace, ©ecoalovikn .

Awnpepida EEeiferg otn Ogpaneia Hutkpaviag kat
aMwv Kewpahalytwv,EAAnvik Nevpoloyikn Etat-
peia,08/02/2025 - 09/02/2025, &evodoxeio Royal
Olympic, ABryva .

340 Etnolo Xuveédplo : Xuvexi{opevn Ekmaidevon
Nawdiarpou, MavenotApio lwavvivwy, ZxoAn Emotn-
Hwv Yyeiag, Tunpa latpkng, Topéag Yyeiag Maduoy,
14/02/2025 - 16/02/2025, Grand Serai Hotel, lwdvviva

- Awnpepida Mabnoeig Twv mepupeptkwv Nevpwy,

EAAnvikp Nevpoloyikny Etapeia, 8/03/2025 -
9/03/2025, cevodoxelo Royal Olympic, ABrjva .

Awpepida DBS otn voco Mdpkivoov - Evdeifelg,
TEXVIKEG TIPOYPAUUATIOHOD Kal VEOTEPEG eEeNi-
&e1g, EAAnvikn Nevpoloykn Etaipeia, 28/03/2025 -
29/03/2025, evodoxeio Royal Olympic, ABrva .
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MaveAAnvio Xuvédpro Pwvoloyiag - MAaoTtikng Xet-

poupytkng Mpoowmov, EAAnvikR Pwvoloyikn Etat-
peia MAaoctiking Xetpoupywkng Mpoowmov, 21/03/
2025 - 23/03/2025, Meyapo ABnvwyv Alebveg 2uve-
Oplako Kevtpo, Abryva .

230 MNaveAAnvio Alapntoloyiko Tuvedplo, EAANVIKN
AwaBntoloyikn Etawpeia, 26/03/2025 - 29/03/2025,
gevodoyeio Divani Caravel, ABrjva .

1st European Congress of Laboratory Medicine /
Medical Biopathology, UEMS Section of Laboratory
Medicine / Medical Biopathology, Hellenic Society
of Medical Biopathology / Laboratory Medicine,
Panhellenic Union of Medical Biopathology,
26/03/2025 - 29/03/2025, Athens Conservatoire,
Athens .

360 MaveAAnvio Xuvédpio Neupoloyiag, EAAnvIKNA
Nevpoloyikn Etaipeia, 29/05/2025 - 1/06/2025, te-
vobdoyeto THE MET, ©ecoalovikn.

510 Etrjowo MaveAAnvio latpikd Xuveédpro, latpikn
Etapeia ABnvwy, 22/05/2025 - 24/05/2025, Meyapo
ABnvwyv Alebveg Yuvedplakod Kevtpo ABnvwy, ABrva .

27th ESCV European Society for Clinical Virology,
European Society for Clinical Virology, 17/09/2025 -
20/09/2025, Thessaloniki Conference Hall, Thessaloniki
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0 Mpoedpog tng Etarpiag «<VEGA ECM LTD»
Ko¢ Anpntplog . FkpiAAag, Ek60TNG TOL TIEPLOOIKOD
«the hjm ENAnvikn latpwkn EmBswpnon»
Kat ) Zuvtaktikn Emtporr) tou meplodikov «the hjm»,
oag evyovtat Kaha Xpiotovyevva Kat Eutuyiopévo
1o N€0'ETog 2025. Xpovia MoAAa !
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SYNTOMH MEPIAHWH TON XAPAKTHPISTIKON TOY MPOIONTOS INCRUSE Ellipta

N

'V To pdppiako auto TeNei umo ouy patikr mapakohouBnon. Autd ba srrnpswslro vpnvopo TIPOGSI0PIORO VEWV TANPOPOPIV

ao@ahetac. Znteitat amd Toug emayyehy uyeiag va avagép \mote mo: YOUp: OpNTeq evépyetec. BN,

Tapdypago 4.8 yia Tov TpOTIo avapopac AVEMBUKNTWY EVEPYELV.

1. ONOMAZIA TOY OAPMAKEYTIKOY MPOIONTOX: Incruse Ellipta 55 pikpoypappdpia, Kovi yia elomvor) o€ S00eIC.

2. MOIOTIKH KAl I1020TIKH LYNOEZH: H mapeyopevn doon kabe stpanu{ slum/onc (n §oon mou e€épyetat amo To EMOTOpI0)

€ivat 55 pikpoypappdg ek (nou duvapovy pe 65 pikpoypappdpta Bpwy Nidwiov). Auto avtiotoryei o€

Bopiopiévn boon 62,5 oupekMGIviou Tou 16oduvapolV pe 74,2 oupekhidviov.

KBoxo ue ywotéc Spdoeic: Kabe mapexopevn doon mepiéet mepimou 12,5 mg Aaktodng povoudpiki. la tov mjpn Katdhoyo Twv

€kdoywv, BX. mapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H: Kovic yia eiomvor), o€ §00¢1¢ (KOVIG yia e107vor}). AEUKT] KOVIC G€ GUGKEUT] EIGTIVOWV XPWHATO YKPL

(Ellipta), pe KdAuppa EMOTOiO PGHATOC AVOIKTOU TPATIVOU Kat S00ETPNTH.

4. KNINIKEZ NAHPOOOPIEX:

4.1 Oepameutikég evdeitenc: To Incruse Ellipta evbeikvutat we Bpoyxodiaotaktikn Oepameia 6uvTripnong yla Ty avakovQlon Twv

OUUITTWHATWY 0€ EVIAIKEC A0BEVEIC e Xpovia amo@paKkTiki veupovondBeta (XAM).

4.2 Docoloyia Kat TpOmoG YopRYNoNG

QDoooloyia: H ouvietwpevn doon eivat pia eionvor dmag nuepnoiw. Mpémet va yopnyeital kaBe npépa my idla wpa e nuépag

Tipokelpévou va Statnpndei n Bpoyxodiactohy. H péyiotn 600n eivat pia ewomvon amag npepnoiwg. Eav mapakngBei pa doon, n

enopevn 60on Ba mpémel va elomvEéETaL TN oLVNBIOEVN WA TNV ENOMEVN Npépa.

Erdikoi minBuopoi: HAikiwyévor. Aev amarteital mposappoyr g §6ong oe aoBeveic nhikiag dvw Twv 65 eTav (BAéne mapaypago

5.2). Negpixrj duoAerroupyia: Aev anarteitat mpooappoyr) Tng 60ong oe aobeveig pe veppikii Suohertoupyia (BAéme mapdypago 5.2).

Hratikij Suoleroupyia: Aev amarteital mpoaappoyn e §0ong o€ aoBeveic pe fma 1y pétpia nmatikr Suohertoupyia. To oupekhidivio

dev éxel pehenOei oe aoBeveig pe ooPapn nmatikr Suoerroupyia kat Ba mpémel va ypnotponoteitat pe mpogoyr (BAéme mapaypagpo

5.2). Matdiatpixds mAnBuapde: Aev umdpyel oxeTIKN Xprion Tou oupekAdiviou otov maidtatpikd mnBuapo (nAikiag katw Twv 18 €Tev)

yiamy évder§n e XAM.

Tpdmog yopriynang: AmokAeloTikd yla omvedyievn xoprynon. Ot mapakdtw odnyieg yla Ty cuokeur lomvowv 30-560ewv (emapkei

yia 30-npépec) LoxUou eMiong Kal yia T GUoKELN) EloTvVowV 7-600ewv (emapkei yia 7-npépec). H ouokeun elomvowv cuokevddeta

o€ éva Sioko mou TEIEXEL éva pakeNOKO Jie apuYPAVTIK yia TN Peiwon TG vypaciac. O QakeNioKog e To aguypavtiko mpémel va

amoppimTetat kat Sev mpémel va avoiyetal, va katavah@vetat 1y va elomvéetal. 0 acBevii mpénet va oupBouleleTat va pnv avoidel 1o

Sioko péxpt va eivat £Totpiog va glomvevael T §6an. Edv To KAAUppA TG GUGKEUNG ELOTIVOWV aVOIXTE( Kal KAEIOTE( YwpiC va €lomvey-

n .
HIKPOYPUKHAP HIKPOYPUHHAPIA pPWHIOUX

OETE TO (PUPUAKEVTIKO TP0idv, n Soon Ba yabei. H yapévn 60on Ba mapapeivel pe aspAela 0TO EGWTEPIKO TG GUOKEVIC EIOTIVOLY,
aM\a dev Ba eivar mhéov Stabéanpn yia elomvor. Aev eivat Suvatr n uyaia Ay emmhéov moadtnTag gappdkov 1 Stmiic 56ong pe
pia ewomvon.

08nyiec xpriong: a) lpoetoiudote piia §6on: Avoi€te To kdNuppia 6Tav €ioTe £TolpoL Va elomveVeTe T §0an. H ouakeun elomvowv dev
TIPEMEL Va aVaKIVEITaL. ZUPETE T KAAVMA TTPOG Ta KATW PEXPL Va aKOUOTE! €va «kAik». To pdppiako eivat méov £T0ILO Yia ELOTIVON).
0 GogopETPNTIC HETPA AVTIOTPOPA TIPOG Ta KATW Katd 1 yia emBePaiwon. Av o SogopeTpnTic Sev peTproet avTioTpoga Kabg
aKoUYETal TO «KAIK», TO pdppiako dev Ba xopnynbei amd Tn oUGKEUR E10TVOWV Kal IPEMEL Va EMOTPAPE O€ £va YAPHAKOTOLO Yia Va
oac oupBouNéyeL. B) Mli¢ va elomveloete To pdpuaxo: H GUGKELN ELOTIVOV TIPEMELVa KPATELTAL PaAKPLA AT TO OTOHA KaBWC EKTVEETE
070 Babpé mou aoBaveate dveta. ANA pnv exmvéete péoa ot cuokeur. To emotopio mpémel va tomoBetnBei avapeoa ota xeiln
Kat Ta yeihn mpénet va kheioouv a@ixTd yopw amd autoe. Ot agpaywyoi dev mpénel va ppdoval e Ta daxtula katd T Sidpkela g
xpriong. - Ndpre pia pakpad, atabepry, Padid eronvor). Aut n avanvor mpénetva kpatBei 600 To Suvatdv meploodTepo (TouhdyloTtov
3-4 §eutepohena). - ATOPAKPUVETE T GUOKEVI ELOTIVOWV a6 To 0TOp. « EkmveloTe apyd kat fipepa. Eivatmbavo va pn propéoete

4.8 BUpnTEq evépyetec: Mepilnyn Tou mpo@ih acpdherag: Ot o ougvd avagepojieves avemBONTEC evépyeleg ivat pivo-
@apuyyitda (6%) kat n Moipwén Tov aveTepou avamveuoTikol (5%).
Nivakac avemOupnTwv evepyei@v: To mpo@il aopal Nbwiou agiol

Tou agohoynBnkeae aobeveic pe XAM ot omoiot éhafav
800€1¢ 55 pIKpoypappapioV i peyalUTePeC yia PéxpL éva €10¢. AuTo napmau[ﬂavsl aoBeveic ot omoiot ékaPav ™ cuvioTapevn Soon
TV 55 pikpoypappapiwv dnag npepnaiw. Ot ouxvotnTeg mou iap ovIaLylaTi TEG EVEPYELEC OTOV TTiVaKa TTOU Tapa-
Tifetatmapakdtw mephaydvouy pn neSepyacpéva Too0oTd EMIMTWONG Tou TaPaTNPIBNKAV 0€ HEAETEC AMOTE oTNTag MV
Hakpoxpovia pehét acpaleiag (n omoia Nappave aoBeveic mou éhaBav oupekNidivio), HETEYKPITIKEC HENETEC Kal auBOPUNTES
avagopéc. H ouyvotnTa Twv avemBopnTwy evepyewav opietat pe ™ xprion e €€ 6UpBaong: moAv ouyvég (= 1/10), ouyvég (>
1/100 éw¢ < 1/10), 651 6uxvée (= 1/1.000 éwg < 1/100), omdvieg (= 1/10.000 éwg < 1/1.000), mohv omdvieg (< 1/10.000) kat pn
YVwoTég (dev pmopouy va ektipnBouv e fdon ta Stabéatpa Sedopiéva).

V@l YEVTEITE I va ftet0 @ akopn kat étav {te 0w0TA T OLoKeLN elomvowv. To
€10TIVOWV PMTope] va KaBaploTel XpnotomoIwVTag £va oTeyvo XapTopdvtiho mpwv To KAeiotpo Tou Kahvppatog. y) KAeiote m ouokeury
EI0TVOWV: TOPETE T0 KANVILL TIPOG T EMAVW GO0 TIEPIOOOTEPO YIVETAL YL VA KANDETE TO EMOTOHIO.

4.3 Avtevdsigerc: YnspaualaBnom 0T SpaoTIK ovaia 1y o€ kdmolo amd Ta ékdoxa Mo avapépovtal o Mapdypapo 6.1.

4.4 E8ikég mpoe1d Kot mpo@ulagei¢ kara tn Xprion: AcBpa: To ovpexNidivio dev mpénel va xpnotpomoleital o€
aoBeveic pe aobpa kabuwg ésv £l peheBei o€ autov Tov minBuopd aoBevev. Mapadogoc Bpoyydomaayog H opriynon Tou
oupekhidviou pmopei va 0dnynoet o mapddoo Bpoyxdemacpo mou evdéxetal va eivat amelAnTikog yia  {wi. Edv mapovetaotei
napddogoc Bpoyxoamaayiog n Bepaneia Ba mpémet va Slakomei dueaa Kat av Kpiei anmapaimTo, Ba mpémet va Eexvijoel EVGM(IKTIKT]

Katnyopia Opyavikou Zuotipatog AvemOUpNTEC EVEpyELEC Iuyvotnta
Nowwéeic kat mapaoTtwoelg Pwogapuyyitida Juyvég
Noipwén Tou aveTEPOL avamveuoTikoy Yuyvég
Oupoloipwén Yuyvég
Mapappwokohnitida Yuyvég
Oapuyyinda ‘1 uyvég
Awatapayé¢ Tov avooomomnTikol GUOTHHATOG Avudpdoeic umepevatobnoiag mou
ovpmephapBavouy:
E€avnpa, kvidwon kat kvnopo ‘01 ouxvég
Avaguhagia Imavieg
Aatapayég Tou veupikoy GUaTAHATOG Kepahahyia Tuyvég
Avoyevoia ‘1 Guxvég
Zahn Mn yvwotég
OgBahyukéc Statapayég M6vog Tou opBadpol Tmavieg
Mavkwpa Mn yvwortég
‘Opaon Bapmn Mn yvwotég
Avénpévn evbogpBahpia nicon Mn yvwortég
Kapdiakéc diatapayéc Tayukapdia Yuyvég
KoAmkn pappapuyn ‘Ox1 ouyvég
1810kothiaKo¢ puBpog ‘Ot GuxVéG
Ynepkothiaki Taxukapdia ‘0x1 ouyvég
YmepKoINaKEC EKTAKTEC GUOTONEC ‘01 GuxVEG
Matapayé¢ Tov avanveueTikoy GUGTIHATOC, TOU Brixac Yuyvég
Bcpaka kai Tou pecobwpakiou Alyog oTopatopapuyya Juyvég
Avoguvia ‘Ot ouxvég
Aatapayég Tou yaotpevTepikol AvakoiotnTa Yuyvég
Znpootopia ‘Oxt ouyvég
Aatapayéc Twv veppwv kal Twv oupo@opwv odwv | Katakpdtnon olpwy, Mn yvwotég
R , Avgovpia
o ¢ |
Avagpopd mBavohoyoupevav avemOupnTwy evepyarwv: H avagopd mbavoloyolpevwv avemBopn PYELOV PETA amo

) Yopriynon adetag Kukhopopiag Tou papp 1Ko mpoidvTog eivat onpavtikr. Emtpénel ) ovvexij mapakohovBnon e oxéong

0p£N0UC/KIVOUVOU TOU PAPAKEUTIKOD TTPOTOVTOG. ZNTEfTal amd Toug emayyeApaTies uyeiag va avapépouy omoleadiimote mbavoho-
YoUpEVEC avemBUPNTEC EVEPYELEC PG TOU EBVIKOD OUOTIHATOC aVapopdc

EMada: E6vika Opyaviopdg Gappdkwy, Meooyeiwv 284, GR-15562 Xohapyac, ABriva, Tnk: + 30 21 32040337, lotétomoc:http:/
www.eof.gr, http://www.kitrinikarta.gr. Kimpog: Oappakevtiké Ymmpeoiec, Ymoupyeio Yyeiac, CY-1475 Aevkwoia, Thk: + 357
22608607, Oag: + 357 22608649, lotétomog: www.moh.gov.cy/phs

e

Bepaneia. Emdeivwon vooou To oupekNidivio mpoopietat yia Bepaneia ouvtripnong g XAMN. Aev Ba mpémet va ypnoty

49- dooohoyia: Humepdooohoyia pie To oupekhiSi unopzlva, ONYEQ KAl OUPMTOPATA, GUPPWVA HE TIC YVWOTEC

yla TV avakolpion ané o&éa ovpmtwpata, Snhad, w¢ Bepareia avakod@iong yia Ty avtipeTamion o&éwv encloodiwv Ppoyxs-
omaopov. Ta o§éa cupmtapata Ba mpémel va avtipetwifovtal pe lomvedpievo Bpoyyodiactatikd Bpayeiac Spdong. H avénon e
XpProng BpoyxodiaoTtaktikav Bpayeiag Spdong yia T avakol@Lan amd Ta CUPITTWHATA UTodNAWVEL embeivwon Tou ENEyyov. Ze Te-

UNTEC EVEPYELEC TWV OEVWY | PVIKOV avTay (m.x., énpoaTopiia, dlatapayéc TG OMTIKNG MPOTAPHOYNG
Ka tayukapdia).

5. DAPMAKOAOTIKEZ IAIOTHTEZ

pimtwon emdeiviwong me XAM kata m Sidpketa g Bepaneiag pe o ovpekhidivio, Bampénet va mpayp i ek véo agloAoynon

Tou aoBevolq kai Tou BepameuTiko oxrpatog yia  XAMN. EmSpaceic ato kapdiayyeiako Emdpaoeic oto Kapdlayyelakd avotnpa,
om kapdlakéc appuByiec, T.y., KOMTIKI pappapuyn ka I propei va mapatnpnfolv HETd T Xopiynon aviaywvioTwy
v v urtodoxéwv, oupmepthapBavopévou Tou oupekhidviou (BAéme mapdypaco 4.8). Ot aoBeveic pe Khwika onpaviky
1 eheyxopevn kapdlayyelaki vooo Neiotnkav amd Tiq kKAIkég pehéteg. ¢ ex TouTou, To oupekhidivio Ba mpénmel va xpnotpo-
TolE{Tal pe mpoooy og aoBevei e aoBapéc kap é¢, 1laitepa Kapdlakn appubpia. Avripouskapwiki Spdon
Noyw ¢ aviy pWIKIYG Tou dpaong, T Ba mpénel va ypnotonoteital pe mpooo1 o aoBeveic pe Katakpdtnon
00pwv 1 pe yYAavkwpia KAeloTr ¢ ywviag. Exkdoxa AuTo To gappakeuTiko mpoiov meptéxel Aaktoln. Ot aoBeveic pe omavia KAnpovopitka
npoPAipata duoavetiag otn yahaktoln, ohiki ENeng Aaktdong 1 kakiic amoppo@nong YAuko{ne-yahaktodng dev mpémet va xpn-
GIH0MTOI|GOVY AUTO TO PAPHAKEVTIKO TIPOIOV.

4.5 AN\\nA\emdpacei¢ pe GAAa pappakeuTIKa mpoiovta kat dANeC pop@éc aAAnhemidpaonc: Khvikd onpavtikéc aMnhen-
dpadoeic pe ouptexNidivio og KAIKéG §00€1¢ Bewpobvtat amiBave Aoyw Twv XapnA@v UYKEVIPGOEWY 0TO GO} U EMTUYXdvovTal
Jeta amo elonveopeves 60oelc. AMa avtipouokapwikd H ouyxoprynon tou oupekNidiviou e dAoug pakpdg dpdong pouokapt-
VIKOUG QVTAYWVIOTEG 1} PUPPAKEVTIKG npotovm TIOU TIEPIEKOLY TV & Noyw dpaoTikr ovsia dev éxel peNemBei kat Sev ouviotdtal
10T pmopei va evioyioEl YwOTEG UNTEC EVEPYELEC TWY it PIVIKWV avtaywvioTav. ANnAem&pdogic mou
Baailovtal oo peraBohopd Kat o€ petagopeic To oupekNdivio unors)\sl UMOGTPWHA ToL Kutoxpwpatog P450 206 (CYP2D6).
H gapp JTIKI TV Ndwiov oe otabepr katdotaon alohoyndnke oe uyteic eBeNovtée e ENNerpn CYP2D6 (aoBeveic pe
Y0 petaBoliopd). Aev mapatnpnbnke enidpaon oy AUC i T Crax ToL oupekNSIviou ag §0on 4 popéc uynAdtepn amo n Be-
paneutikr). Abénon mepinou kata 1,3 gopéc e AUC Tou ovpekNidwiov mapa g 5001 vYnAdTEPN KaTd 8 PopEC Xwpic
Kapiia emidpaon 0T Cray ToU 0UpEKABWiov. Mé Bdon To supoc QUTOV TV PETaBoA@Y, Oev avapévetal kaptia KNVIKG ONHAvTIKR gap-
i | aMnAemidpaon 6tav To oupekNd ue \ei¢ Tou CYP2D6 1) 6Tav opnyeitat o€ ATOpA e VEVETIKY
QUEMApKela ouov a<p0p<1 ™ dpdon tou CYP2D6 (aropa us rrr(uxo petapohopd). To oupekdivio ivat UTOOTPWHA TOU HETAPOPEX TNG
P-yhukong 1¢ (P-gp). AStohoyiiBnke n emidpaon Tou pétpiov \éa g P-gp, Bepanapiln (240 mg dana npepnoinc) om
(PapaKoKvNTIKR Tou oupekNdIviou o€ aTabepr katdataon, oe yteic eBehové. Aev mapatpriBnke emidpaon e Bep om
Crnax TOU oUpexNdIviov. MapatnpnBnke avgnon mg AUC Tou oupexkNidiviov kata 1,4 gopég mepimou. Me Bdon To £0pog autwy Twv
petapolwv, Sev avapiévetar kapia oxeti{opevn kKhvikd aMnhemidpacn katd T cuyxopriynon Tou oupekASIViou pe avaaToleig TG
P-gp. ANa @appakeuTikd mpoidvta yia my avuiperamon e XA Mapoho mou dev éxouv SieSayBei emionyieg in vivo pehéteg ah-
Anhenidpaong, To elomveopevo oupekhdivio Exel xpnotpomoindei Tautoxpova pe uMa (QAPHAKEVTIKA TTPOIOVTA YIa TNV AVTIPETGMION

il

Welakéc §

0

P

¢ XAN oupmephapBavopévmy Bpayeiac kat pakpdg Spaong cupmabopyn Bpoyx KGOV Kat OHEVWV KOPTIKO-
0TEPOEIB®Y Xwpic KAvik évEelén aNAnAemdpaoewv.
4.6 lovipdtnTa, KUNON Katy xia: Konon: Aev undpyouv 1j umdpy( plopopiéva Sedopéva and tn xprion Tou oupekNdivi-

0U 0€ éyKUEC yuvaikeg. Ot usmsc o€ (Wa dev £0e1av dpeoeq i éppeoes PAaBepéc emOpaoelC wG mpog TV avamapaywyki Io{lkomm
(BAéme mapdypago 5.3). To ovpexNidivio mpémet va {Ta1 KaTd T S1ApKELA TG EYKUHOGUVIG POV EGV TO QVaNEVOL:

0pEN0G yla T pnTépa umepTepEi Tou SuVNTIKOL KIVSUVOU Yia To £uPpuo. Onhaopd Aev eivat yvwatd €qv To oupekAdivio amoBal-
etat 010 avBpwmvo yaha. O kivuvog ota BnAdlovta veoyévwnta/Bpégn Sev pmopei va Aetotel. Mpémetva anog €l v Ba
Stakomei 0 Bnhaopoc 1y Ba Stakomei n Bepaneia pie To Incruse Ellipta AapBdvovtag umoyn To 6pehog Tou BnAacpov yia To matdi kat
10 6peog TG Bepaneiag yia T yuvaika. fovipdtnta Aev dlatiBevrar dedopiéva oyeTikd pie Tic emdpdoel; Tou oupekhidiviov oty
avBpwmvn yovipotnta. MeNéteg o€ {wa ev umodetkviouv enidpaon Tou oupekAdIvViou oTn yovipotnTa.

4.7 Enidpacn ety 0TNTa 081jynong Kat Xepiopou pnyavnpd To oupekhidivio dev el kapia i €xel aonpavn eni-
Spaon oV IKavoTNTA 081YNONE KAl XEIPIOHOU HNYavHATWY.

510 8 OapaoBep i katnyopia: Odppaka yia
amxo)\lvspvlka, Kwélkoc ATC R03BBO7

6. ODAPMAKEYTIKEZ MAHPO®OPIEX

6.1 Kavahoyoc exdoywv: Movoidpiki Aaktoln, Mayviioto oteatiko.

6.2 AcupBatdtnrec: Aev epappoletal.

6.3 Mdpkera {wrig: 2 xpovia. Adpkela {wng Katd T Xpron HETd To dvotypa Tou diokou: 6 eBOOAdES.

6.4 I81aitepeg mpouAdgeic katd v @uAagn Tou mpoiovrog: Mn puldooete og Beppokpasia peyaitepn Twv 30°C. Av u-
\dooeTal 070 Yuyeio, APROTE TN GUTKEVI] E0TIVOGY TOUAAXIOTOV jiia WPa WOTE Va EMavENDEL og Beppiokpaoia Swpatiov mptv amd T
Xprion. QUNAGGETE Tr) GUOKEUI ELOTIVOWV PEGA OTO GPPAYIOHEVO SioKO Yia va TIPooTaTEVETal anmd TV LYPasia Kal apalpEoTE Hovo
Ao LV amo TV TP Xprion. [PAYTE TV npepopnvia mou TPEMEL va amoppipBei N GUOKEL E0TIVOWY, GTO XWPO TIO TIAPEKETAL
otV eTikéta. H npepopnvia mpémet va mpoateBei poNiG n ouokeur elomvowv agalpedei and To dioko.

6.5 ®Uon Kat ouoTaTika Tou mepiéktn: H ouokeun eomvov Ellipta anoteheitat and éva owpa xpwpatog ykpt, €va kaAuppa
€MOTOIOV XPWHATOC AVOIKTOU TIPAGIVOU Kat éva S0GOMETPNTH, OuoKevaopéva og dioko amd @UMo ahoupiviou mou mepléyel éva
@akeNioko pe aguypavtikd silica gel. O diokog eivar ogpaylopévog jie agaipoljievo kaAuppa uno (UMo ahoupviov. H ouokeur
elonvov Ellipta eivat pia suokeur mou anoteheitar and moMd e€aptripata Kat eivat pévn ané pomulévio, movat-
Buhévio upnhic mukvoTTag, moAuo§upeBuévio, TEpEP 6 MOAUBOUTUAEVIO, aKPUN 0 Boutadieviko aTupévio, ohuavBp
KIKO Kat avogeidwto xahuBa. H cuakeun elomvomv mepiéyet pia Kupéhn and guAo u)\ouuwmv Twv 7 1) Twv 30 00wy (emapkei yia
7130 npépec). Zuokevaoieg T ouakeurc ewmvomv Twv 7 1y 30 Soa€wv. MoAuouakeuaaies mou mepiéxouv 90 (3 GUOKEVEG EIOTIVOWY
Twv 30) S00elC.

6.6 151aitepec mpouNGE oppupng: Kade
OUMPWVA JIE TIC KATA TOMOUG L0XUOUGEC OXETIKEC SlaTASELC.

7. KATOXOX THE AAEIAT KYKAO®OPIAE: GlaxoSmithKline (Ireland) Limited, 12 Riverwalk, Citywest Business Campus, Dublin
24, Iphavdia.

8. APIOMOX(01) AAEIAZ KYKNOOOPIAX: EU/1/14/922/001, EU/1/14/922/002, EU/1/14/922/003.

9. HMEPOMHNIA NPOTHE ETKPIZHE/ANANEQZHX THX AAEIAE: Hepopnvia mpwg éykpong: 28 Anpihiou 2014. Huepopnvia
Teheutaiag avavéwong: 11 lavoudptog 2019.

10. HMEPOMHNIA ANAOEQPHIHE TOY KEIMENOY: 14/12/2023.

Nemopepeic mAnpo@opiES yia To MapovV PapPAKEVTIKG TPoidv eivat Slabéatpes oTo dikTuakd Tomo Tou Eupwraikod Opyaviopod
Oappdkwv http://www.ema.europa.eu.

TIKEC TABNOELS TV agpaywywy,

(QUPAKETIKO TIPOTOV 1} UOAEIA TIPEMEL Va amoppiTTETaL
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