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ApOpo Xoviagns
Editorial

adidovtas mAéov 010 IPMTO e§AINVO NS VEAS Xpovids, Snpooteiou-
pe to mEpTIto pépos tou I'partov Yupnooiou HatoAoyias - [TadOn-
oeis tou Hratos, 1o oroio ouvtovidouv o1 KaOnyntés TTaBoroyias
KK Xupidmv Ntoupdkns kat Fe®py10s NTaA€KOs.

Yto I'pamtd Yupnooio Hroatoroyias ITabnoeis tou Hoatos, ouppetéxouy ouvep-
yates tov KaOnyntov [Maboroyias, latpoi, péan AEIT tov Iatpik®v XXOADOV IOV
[Tavemotnpiov AOnvav kat Oecoalias.

Ava@popikd pe 10 mapov tevxos 1ou ep1odikou, eKt0s tou E' pépous tou I'pa-
o0 Yuprnooiou Hratohoyias TTaBnoets tou Hiatos, Snpooievetal €va E1S1ko
ApOpo Evnpepmoems pe yeviko titho NOOOs pkpav ayyeiov, KAvikA mpoogy-
yion kat Siaxeipnon yia tov KapS1oAOyo, n véa 0TNAN TOU TIEPIOSIKOU YUVEXI-
¢Oopevn Iatpikn Exkmaibevon pe Oépa Surgery Quiz - Case 55, n othAn Diet &
Nutrition pe O€pa to pappakeutkd OKeUaopa Mou €Xel arraoxoAnoet S1e0vas
NV €MOTNPOVIKNA KO1vOTnta aAAd Kai ta péAn oAOKANPNS tNs KOvevias pas
OXeUKA Tn XpAoN ToU s ouoia anmmieias fdpous, Ozempic Side Effects, n
othAn Hospital Review pe Oepatoroyia oxeulbpevn emions pie 1o okevaopa
Ozempic, GLP - 1 Diabetes And Weight Loss Drug Side Effects.

Tnv GAn tou TapoOvtos tevxous 145, lavoudpios - Mapuios 2025, oupimAnpmvouv
o1 otnAes tou ep1od1koU AvermOupntes Evépyeies DappakeUUK®Y XKEUAOPA-
v & EpPoriov - ®dppako emaypinvnon AvakAnon gappdkmv e evolape-
povta oto1xeia yia npooeatn arndooupon GApPPaKeUUKOV OKEUAOPATOV Y1d TOV
oakxap®On SiaPntn kai dira eviiapépovta Oépata kaOms kai 01 NekpoAoyies
yia tous KaOnyntés Iatpikns XmupiSmva Mourodmnouro, Nikorao Madid, Temp-
y1o Aoupida.

Oa otabo 181artépms oto Kabnynti IMaboroyias oupidmva A. MOuAOGTIOUAO
0 011010s ATav P€A0S tns Xuviakukns Emrporns tou epiodikou EAAnvikn Ia-
pikn EmOempnon kat Zuvioviots tou ip@tou [parrto’ XUpInooiou pe UtAo :
O8U Epgppaypa tou Muokapdiou, 10 omoio Snpoo1edinke 010 TIPMTO T€UXO0S
tou ep1od1koU EAanvikn Iatpikn EmOempnon kabms kai 1o mpdto [Ipdroyo

©2025 EMnvikn latpikn EnBedpnon 145:9-10
Hellenic Journal of Medicine 145:9-10
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KaOnyntn Iatpikis otn ip@tn oehida tou nepiodikot EAAnvikn Iatpikn Ermi-
Oe®pnon, oe auti t othin tou TIpoArdyou -Editorial.

Y1o ip@to I'pamtd Xupndoio mou ouvidvioe o KaOnyntns Xmmup. MouAdTiou-
Aos ouppeteixav kKopugaiot KaOnyntés Iatpikns ms Xuyypapeis ApOpwv, 2. ©.
Toupavidns, LIT.Aekdkns, Xt. Poxkas, LN.Navds, A.A.X18epns, A. I. Mmougas,
Y. ZtapatehorovAos, Xp.Adhas, Av.K.ITiotevos, IT.N.ASapormouAos.

Y.us oeAides tov vekpohoyidv Oa Ppeite meproodiepa otoixeia yia 1o €pyo tmv
aeipvnotwv KaOnyntov Iatpikns.

H UAn tou napovios teUXous ouprAnpovetal pe us Avaokorrnoets Aiebvous
IatpikoU Tomou kai pe ta Ipooexn latpikd Xuvedpia - Avakorvaoeis [atpikdv
Eraiprowv.

Euxopat oe 6hous kKai oe 6Aes KaAn Xpovid, 1€ OUVEXION NS eMavapopds s
1aTPIKNS Kavovikotntas, petd tn pakpoxpovia emdnpia tou Covid 19, ota vo-
ookopeia s xmpas Kabms kat omnv larpiki Kovotnta oUvoAIKOTEPA.

Ta voookopeia €xouv enavérDer oe puOpous ipo Covid 19, avupetmnidovias
Ta MEPIOTATKA, TAKUKA Kal eeiyovia, pe tous pubpous tns po navénpias
1ep10S0u.

As euxnBoupe ta kpovopata Mnviyyiudas mou mpdoPpata ePPaviotnkav oto
[Mavemotipio Iatp@v, pe to Oavato po1tnti Kat pie tnv avaotoin ms egetaot-
ks rrep168ou oto Iavemotipio [Tatpdv, va avupetmmotouy aroteAeOpatka
Kai va pn AdBouv nepartépm Siaotdoets.

Anpntpiog I. lkpiAAag
Ex60tns
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I'pamnto Xupnoo1o HoaroAoyias
IHaOnoe1s touv " Hmartos M€pos E'

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

Dear and esteemed colleagues,

utoimmune hepatitis (ATH) is a relatively rare disease of unknown aetiology characterized
by interface hepatitis, hypergammaglobulinemia, circulating antibodies and a favourable
response to immunosuppression.

Due to the absence of a specific marker of the disease and the large heterogeneity of its clinical,
laboratory and histological features, the diagnosis of ATH may be potentially difficult.

Therefore, the International ATH Group (IATHG) met for the first time some twenty years ago and
proposed a cumulative score4 which was subsequently revised and simlified.

Accordingly, in this part of the review, we analyze the current published criteria for the diagnosis of
ATH whereas, an in depth summary on current and future therapeutic schedules for the treatment
and follow-up of patients with AIH is also presented.

Fewpyiog N. NtaAékog
George N. Dalekos, MD, PhD, FEFIM,FAASLD
Full Professor of Medicine
President Elect of the European Federation of Internal Medicine EFIM
Chair of the European Association for the study of Liver Clinical Practice Guidelines Panel for Autoimmune
Hepatitis, Fellow of EFIM and the American Association for the study of Liver Diseases AASLD
Full Member of the European Reference Network on Hepatological Diseases ERN - RARE LIVER,
Head of the Department of Medicine and the Research Laboratory of Internal Medicine
National Expertise Center in Autoimmune Liver Diseases,
University of Thessaly, General University Hospital of Larissa .

© 2025 EMnvikn latpikn EnBedpnon 145: 11
Hellenic Journal of Medicine 145: 11
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Avtoavoon noatiuda, pia vooos
PE€ MOAAQIIAES EKPAVOELS

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

Ynopadpo: H avtodvoon nrmatitida (AH) eivat pla vooog ayvwoTou AlTIOAOYLAg o XapakTnpidetal
ano mepuuAaia Nratitida, umepyapPacealpvalpia, KUKAOMOPOLVTA AUTOAVTICWHATA KAl ELVOLKN
QVTATIOKPLON OTNV QVOCOKATAGTOAT).

JIKOTOG: H avackomnon mpoopatwy eEEAEEWY OXETIKA PE TN Oldyvwon Kal TwY OTPATNYIKWY avTL-
HETWTILONG TOL VOONUATOG.

M£Bobot: Xpnotuotmotr|enkay ol TARPELG HEAETECG OXETIKES Pe TNV AHTIOL dnuootevBnkav KLPLA OTO
PubMed tnv TeAeutaia T5eTia.

AmoteAéopata: YOUQWVa Pe Ta dnuoctlevpeva Kplthpta didyvwong Tng AH ol loToAoyikeg BAAREC
TOUL NMATOG KAl N avixveuon auToavTIoWHATWY TApapevouV akpoywvtaiot Atbot yia tn ddayvwon. Ta
VEQ AAOTIOLNUEVA KPLTAPLA YLa T dlayvwon tng AH BonBolv oTnv €yKatpn Kal Taxeta didyvwaon otnv
KABNUEPLVH KALVLKN TIPAKTIKA. H avoooKataoTaATiky aywyn eival 6gueAlwdoug onuaciag kKadwg
av€avel capwe tnv empiwon Twy acbevwy. EvIouTolg, CUOTNUATIKEG QAVAOKOTINOELG KAl HEAETEG
HaKPOXPOVLAG aVTATIOKPLONG 0T BEPATIEVTIK aywyn €xouv 6elel OTL N KAAOOLKr Beparmeia pe kop-
TIKOOTEPOELON POVA 1) 0 cLVOLACHO e alabeloTpivn ameXEL TTOAL amd Tnv Wavikn Bepamneia Kat we
€K TOUTOU N aveLPeon PAPHAKWY TIOL OTOXEVOLV OTNV ALTLOTIABOYEVELA TOU VOONUATOG HE ELVOLKH
OXEON KVOUVOUL — 0PEANOULG paiveTal emelyovoa.

Jupmepdopata: YuUmepdopaTa: YdpXouy TTAEoV TIOAD KaAd SlayVwoTIKA KPLTHpLA TTou BonBouv yia
gla eykaipn kat taxeia dldyvwon Kabwe kal odnyleg yla tnv Kabnuepvr KAWVLKN TIPAKTIKN OXETL-
KEG PE TNV QVTLPETWITLON Kat tapakoAouBneon acBevwy pe AH. Elvat evtouTolg evdlagepov, OTL Xpn-
OLUOTIOLWVTAC TA VEA ALOTNPA KPLTHPLA avTanokplong otn Bepamneia tov AASLD Ttou 2010 apkeTotl
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Belompivn). To YEYOVOS aUTO VIOXUEL TNV ATopn OTL VEEG TIPOOTIABELEG TIPETIEL VA ECTIACHOLY OF
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aywyn avd actevn.
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ABSTRACT

Background: Autoimmune hepatitis (AIH) is a disease of unknown aetiology characterized by interface hepati-
tis, hypergammaglobulinaemia, circulating autoantibodies and a favourable response to immunosuppression.
Aim: To review recent advancements in diagnosis and treatment strategies of AlH.

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

Results: According to the published criteria for AlH, liver histology and autoantibodies although not
pathognomonic, still remain the hallmark for diagnosis. The new simplified criteria for the diagnosis of AlH
can help the establishment of a prompt and rapid diagnosis of AIH on an every-day clinical practice. Im-
munosuppressive treatment is mandatory and live-saving. However, recent systematic reviews and stud-
ies on long-term treatment responses have shown that conventional therapy with prednisolone alone or in
combination with azathioprine is far from ideal, and the search for drugs targeting AlH aetiopathogenesis
with a favourable risk — benefit ratio is urgently needed.

Conclusions: Efficient diagnostic criteria and clinical practice guidelines have recently been suggested in
an attempt to achieve a timely and correct diagnosis of AlH as well as a practical management and follow-
up of the patients. Of interest however, according to the strict definition of treatment response issued by
the 2010 AASLD guidelines, several patients are non-responders to conventional treatment (prednisolone
with or without azathioprine). Newer immunosuppressive agents targeting pathogenetic mechanisms can
improve patient management which needs to be tailored on a case by case basis.

Keywords: Autoimmune hepatitis, Azathioprine, Budesonide, Cyclosporin, Diagnostic criteria, Liver autoim-

munity, Liver transplantation, Mycophenolate mofetil, Overlap syndromes.

Introduction

Autoimmune hepatitis (AlH) is a relatively rare disease of un-
known aetiology characterized by interface hepatitis, hyper-
gammaglobulinemia, circulating antibodies and a favourable
response to immunosuppression'®.

Due to the absence of a specific marker of the disease and
the large heterogeneity of its clinical, laboratory and histological
features, the diagnosis of AIH may be potentially difficult’.

Therefore, the International AIH Group (IAIHG) met for the
first time some twenty years ago and proposed a cumulative
score*which was subsequently revised® and simlified®.

Accordingly, in this part of the review, we analyze the current
published criteria for the diagnosis of AIH whereas, an in depth
summary on current and future therapeutic schedules for the
treatment and follow-up of patients with AlH is also presented.

Table 1. Descriptive criteria for the diagnosis of ATH from the IAIHG, 1995

Features Definite AIH Probable AIH
Liver histology Interface hepatitis of moderate or severe activity with or without lobular hepatitis Same as for definite
or bridging necrosis. No biliary lesions, granulomas or other prominent changes
suggestive of a different aetiology.
Serum Any serum aminotransferase abnormality, especially if ALPis not markedly elevated. As for definite AIH but patients with abnormal levels of copper
biochemistry Normal levels of alpha-T1-anti-trypsin, copper and ceruloplasmin. or ceruloplasmin may be included provided that Wilson's disease

has been excluded by appropriate investigations.

Serum immuno-

globulins than 1.5 times the upper normal limit.

Total serum globulin or y-globulin or IgG concentrations greater

Any elevation of serum globulin or y-globulin or IgG concentrations
above the upper normal limit.

Serum
autoantibodies

Seropositivity for ANA, SMA or anti-LKM-1 antibodies at titres greater than 1:80. Lower
titres (particularly of anti-LKM-T) may be significant in children. Seronegativity for AMA.

Same as for “definite” but at titres of 1:40 or greater or presence
of other specified autoantibodies.

Viral markers

Seronegativity for markers of current infection with hepatitis A, B and C viruses

Same as for definite

Other Average alcohol consumption less than 25 g/day. No history
aetiological of recent use of known hepatotoxic drugs.
factors

Alcohol consumption less than 50 g/day and no recent use of known
hepatotoxic drugs. Patients who have consumed larger amounts
of alcohol or who have recently taken potential hepatotoxic drugs may
be included, if there is clear evidence of continuing liver damage after
abstinence from alcohol or withdrawal of the drug.

ATH = Autoimmune hepatitis, TATHG = International Autoimmune Hepatitis Group, ALP = Alkaline phosphatase, IgG = Immunoglobulin G, ANA = Antinuclear antibodies,
SMA = Smooth muscle antibodies, anti-LKM-1 = Antibodies against liver kidney microsomal type 1, AMA = Anti-mitochondrial antibodies.
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Diagnostic criteria

In case of a compatible liver histology, the diagnosis of AlH is
quite easy when other aetiological factors of chronic or acute
hepatitis have appropriately been excluded and characteristic
circulating autoantibodies and abnormal levels of serum glob-
ulins are present (Table 1)'*°. In principle however, due to the
heterogeneity of the disease and also to the absence of a sin-
gle diagnostic test such as the detection of HBsAg or antimito-
chondrial antibodies (AMA) in the diagnosis of hepatitis B virus
(HBV)infection and primary biliary cirrhosis (PBC), respectively,
AlH needs to be considered in the differential diagnosis in any
patient with acute or chronic liver disease or unexplained cir-
rhosis®'". For these reasons, the establishment of simple diag-
nostic criteria of AIH seems mandatory in an attempt to facili-
tate making the diagnosis in daily clinical practice, particularly
in non-expert settings (Table 2) but also to allow enrolment of
AlH patients with homogenous patterns into clinical trials*67912,

Indeed, in 1999, the IAIHG published the revised diagnostic
criteria (Table 1) to standardize the diagnosis for clinical trials
and population studies®. The revised criteria included response
to immunosuppressive therapy or relapse after its discontinu-
ation, allowing determination of pre- or post-treatment scores.
A pretreatment score of 15 indicated “definite” AIH with 95%
sensitivity, 97% specificity and 94% diagnostic accuracy. A
pre-treatment score > 10 or post-treatment score > 12 indicat-
ed “probable” AIH®. A pre-treatment score of 10 has 100% sen-
sitivity, 73% specificity and 67% diagnostic accuracy. However,
the calculation of this score was relatively complex for every-
day clinical use, may be inaccurate when applied in individual
patients, especially children whereas, the main aim of clinically
useful criteria should be the establishment of a reliable diagno-
sis as early as possible after clinical presentation and before
the initiation of any treatment. Thus, in 2008, the same group
published the now widely used simplified diagnostic criteria
for AIH based on only four parameter namely, autoantibodies
detection, serum IgG levels, absence of viral hepatitis markers
and liver histology (Table 2)°. A number of studies have shown
the utility of these new criteria in different cohorts of patients
from different countries spread over four continents with a
sensitivity and specificity of more than 90%'27. In this context,
the group from Japan reported that the more typical features
of disease were present the more useful was the simplified
score compared to the revised criteria whereas, from a large
retrospective study including patients with diverse chronic liver
disorders (n = 428) it was pointed out the high diagnostic value
of the high specificity of the simplified score to exclude AIH™.
It should be noted however, that since there is no definite gold
standard in making AlH diagnosis, precise studies on sensitivi-
ty and specificity are not feasible and therefore, clinicians must

regard diagnostic scores only as an aid to AlH diagnosis'™. In
patients with a non-diagnostic simplified score rescoring with
the original revised score could be helpful to avoid misdiagno-
Sis9,11,19'

Table 2. Simplified diagnostic criteria for the
diagnosis of ATH6.

Variable Cut-off Points
ANA or SMA >1:40 +1
ANA or SMA >1:80 +2%
or LKM > 1:40
or SLA/LP Positive
Liver histology Compatible with AIH +1
(evidence of hepatitis Typical AlH** +2
is a necessary condition)
Serum Immunoglobulin >Upper normal limit +1
G levels >71.7 upper normal limit +2
Absence of viral hepatitis Yes +2
Sum > 6: probable AIH
> 7: definite AIH
AIH = Autoimmune hepatitis, ANA = Antinuclear antibodies, SMA = Smooth muscle

antibodies, SLA/LP = Antibodies against soluble liver antigen/liver pancreas, LKM =
Liver kidney microsomal antibodies, *Addition of points achieved for all autoantibodies
(maximum, 2 points). **To be considered typical, each of the features of typical AIH
histology (interface hepatitis, emperipolesis and hepatic rosette formation) had to be
present. Compatible features are a picture of chronic hepatitis with lymphocytic infiltra-
tion without all the features considered typical.

Management and outcome

3a. Conventional treatment

In the Seventies, different randomized clinical trials unequiv-
ocally demonstrated the survival benefit of immunosuppres-
sion in patients suffering from AIH>*?2 Enen if a proportion of
such patients were possible infected with the hepatitis C virus
(HCV), these trials not only documented the dramatic positive
therapeutic effect of steroid treatment, but also emphasized
the dreadful prognosis of symptomatic patients with AlH left
without immunosuppressive therapy?. Treatment is mandato-
ry and usually effective in patients who have clinical, laboratory
or histological features of active liver inflammation, i.e. altered
transaminase levels, elevated y-globulins and/or IgG values,
and a “florid” liver histology?2. Whether to treat asymptomatic
patients with mild disease still is a matter of debate, even if the
risk of acute/hyper-acute flares with progression of the disease
strongly militates in favour of treatment. Patients with inactive
or “burned out cirrhosis” seldom benefit from therapy, and are
at increased risk of drug-induced side effects.

From a practical standpoint, AIH treatment can be divided
in two phases: a) induction of remission, and then b) remission
maintenance?*?’. The standard treatment to achieve remission
is mono-therapy with high-dose prednisone or prednisolone
(usually T mg/Kg per day), or a reduced initial steroid dose
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(prednisone or prednisolone 30 mg per day) in combination
with 1-2 mg/Kg per day of azathioprine, as outlined by the re-
cently published American Association for the Study of Liver
(AASLD) practice guidelines’. Of interest, prednisolone is some-
times started in a higher dose than 30 mg/day in combination
with azathioprine. Indeed, an individualized dosage of predni-
solone (or prednisone) of 1 mf/kg/day plus azathioprine haw
been proposed as first-line treatment of patients with AIH. The
prednisolone is then reduced to 10 mg/ day over 2-3 months
as aminotransferases are normalised*?6?¢ A previous study
showed that non-cirrhotic patients who received this dos-
age had faster normalization of aminotransferases (77% at 6
months) compared to 39% with standard dose prednisolone in
a different randomized trial?. Similar findings have been report-
ed from a Greek study, as well. Actually, 69.5% of a cohort of
treatment-naive AIH patients including 35% cirrhotics (95%Cl:
59.6-79.3%) receiving 0.5-1 mg/kg/day prednisolone plus
mycophenolate mofetil (MMF) achieve normalization of ami-
notransferases and y-globulins in less than 3 months?. How-
ever, the frequency and rapidity of histological resolution, treat-
ment tolerance and long-term outcome, including progression
to cirrhosis, relapse after drug withdrawal and treatment failure,
require further definition and a firmer evidence base is needed
when the abovementioned treatment strategy is administrated
to patients with AIH?%%, At variance with the previously dom-
inant view, which considered the disease remission aw the
reduction of transaminases to less than twice the normal lev-
els® today there is an internationally agreed consensus on the
definition of disease remission as complete normalization of
transaminases, along with normal y-globulins or IgG levels, and
possibly of the histological picture”?!.

Long-term treatment with generous steroid dosage may in-
duce predictable side effects such as cosmetic changes (“faci-
es lunaris”, dorsal hump formation, “striae rubrae”’, weight gain,
acne, alopecia, hirsutism) or even more dreadful compilations
such as osteopenia, brittle diabetes, psychosis, pancreatitis,
opportunistic infections, labile hypertension, and malignan-
cy?>®. The initial high-dose steroid regimen should therefore
be temporally limited and dose tapering actively pursued. The
concomitant use of azathioprine, with its steroid-sparing effect,
may be very helpful. However, at least 10% of patients may be
intolerant to azathioprine and experience nausea, vomiting, ar-
thralgia, fever, skin rash, or may even develop severe side-ef-
fects such as cholestatic hepatitis, pancreatitis, opportunistic
infection, bone marrow suppression and malignancy. In addi-
tion, since azathioprine is potentially hepatotoxic, in the several-
ly ill and jaundiced patient it is advisable to start with high-dose
steroids first, and add azathioprine later?52732,

Several proposals of treatment schedules have been recent-

ly published”?425263032 gand can be used as general guidelines,
however treatment of AlH, particularly dose reduction sched-
ules, should always be adapted to the response of the individ-
ual patient, particularly when side-effects already developed.
Once remission is obtained, its maintenance should be actively
pursued, possibly avoiding the reactivation of the disease (re-
lapse), defined as an increase of transaminases > 3 times the
upper normal limit. Azathioprine alone?3, low-dose steroids®,
or both® are the standard maintenance treatment appropriate
to maintain remission with absent or minimal side-effects.

3b. Alternative therapies

In overall, 10-20% of patients does not respond to or are intol-
erant of conventional corticosteroid therapy with or without az-
athioprine use, a non-selective immunosuppressant that acts
by inhibition of several enzymes involved in purine synthesis®.
On the other hand, the measurement of azathioprine metabo-
lites neither provides a fool proof way of avoiding toxicity nor
predicts response, and it is time consuming and not widely
available®”®,

In addition, recently, Lamers et al® reviewed the appropriate-
ness of the recommendations for optical induction and mainte-
nance treatment in AlH, by descriptive analysis of the published
randomized controlled trials (RCTs) from 1950 to 2009. Surpris-
ingly enough, although the current literature indicates remission
rates of 65-80% with conventional therapy including predniso-
lone with or without azathioprine®, Lamers et al after the analy-
sis of 11 RCTs with 578 patients including 363 treatment-naive
AlH patients found much lower percentages of remission on
prednisolone treatment (approximately 43%)3°. Therefore, they
concluded that treatment of AIH with prednisolone in combina-
tion or not with azathioprine is far from ideal, and the search of
drugs with a favourable risk-benefit ratio seems mandatory?®.

In parallel, it has been shown recently that the application
of the 2010 response criteria of the AASLD practice guidelines’
compared to the 2002 criteria® flips the previously codified re-
mission rate from 73% to 26%°'. Of note, patients with complete
response defined by normal y-globulins or IgG levels and nor-
mal transaminases had a very good long-term prognosis virtu-
ally free of significant clinical events, whereas patients whose
serum aminotransferases were unable to be stably normalized
were those with the highest probability of developing long-term
complications, which not rarely may prove to be lethal®™#.

Finally, a very recent multicentre large study from Nether-
lands showed that relapse of the disease is almost universal
when immunosuppression with azathioprine is discontinued
in patients with AlH in long-term remission (n = 131) further
supporting the concerns for the lack of long-term efficacy of
conventional treatment*2.

© 2025 EAMnvikn latpikn EnBedpnon 145: 12-25
Hellenic Journal of Medicine 145: 12-25



16

thehjm

For all the above mentioned reasons, several strategies
have been proposed in recent years, particularly for those not
responding to or intolerant of conventional treatment, using im-
munosuppressive drugs derived from the anti-rejection experi-
ence of solid organ transplantation but also using agents that
can redirect thiopurine metabolism towards the biologically
active 6-thioguanine nucleotides (6-TGN) instead of the hepa-
totoxic metabolites like 6- methylmercaptopurine (6-MMP) as

well as new pharmacological, cellular, and molecular thera-
pie89,28,39,43745'

3b.1. Cyclosporin A

It is a calcineurin inhibitor and a potent immunosuppressive
agent that inhibits IL.-2 and T cell proliferation. Several sin-
gle-centre studies with cyclosporine A for AIH documented
improvement in most f the patients treated, especially among
the paediatric population‘#’. However, a randomized controlled
study is needed to confirm the efficacy of cyclosporine in AlH,
and the long list of side-effects (nephrotoxicity, gum hypertro-
phy, hypertension, hyperlipidaemia, hirsutism, infections and
malignancy) haw limited its widespread use so far.

3b.2. Tacrolimus

It is a macrolideantibiotic with immunosuppressive effective-
ness 10-200 times greater than cyclosporine. Its mechanism of
action is similar to that of cyclosporine. It has been reported to
be effective, particularly aw salvage therapy and at low doses,
in small series of AlH patients who were resistant to standard
treatment*#°. As for cyclosporine, its use should be balanced
by the relatively frequent side effects (diabetes, neurotoxicity,
nephrotoxicity, diarrhea, pruritus, alopecia).

3b.3. Mycophenolate Mofetil (MMF)

It is the prodrug of mycophenolic acid which blocks purine
synthesis, inhibits DNA synthesis and exerts a selective anti
proliferative effect on B and T lymphocytes®. Actually, MMF
haw a 5-fold potent inhibitory effect on type Il isoform of in-
osine-5-monophosphate dehydrogenase an enzyme of the
purine synthesis pathway, that depletes guanosine nucleotide
specifically in activated T and B lymphocytes, without affecting
type | isoform expressed in other cell types®. As a result, MMF
tends to be more powerful and better tolerated agent providing,
additionally, selective immunosuppression with minimal side
effects, which is the requested offspring of therapy in trans-
plantation and autoimmune diseases®’.

Its use is suggested as an alternative to azathioprine in in-
tolerant patients, usually in association to steroids®®'. Actually,
Richardson et al*? reported complete biochemical response ,
with significant decrease in histological activity index on the

second biopsy and minimal toxicity in 5/7 patients, while Dev-
lin et al*® showed a complete response and steroid withdrawal
in all 5 patients included in their study. In addition, Chatur et
al*, Inductivo et al®®, Aw et al®® and Wolf et al*’reported 64%
(n=11),73% (n =15), 70% (n = 26) and 75% (n = 16) response
rates respectively, while MMF was well tolerated. By contrast,
small case-series studies have shown that patients with a pre-
vious non-response to azathioprine are unlikely to benefit from
MMF although its use resulted in significant decrease in steroid
USQSQ'GO.

MMF seems to be safe and effective as first-line therapy in
inducing and maintaining remission in treatment-naive patients
with AIH, with a rapid steroid sparing effect?®%?. Indeed, in the
largest prospective series of treatment-naive AlH patients (n =
59) ever published, it has been shown that MMF at a dose of
1.5-2 g/day in conjunction with personalized dosage of pred-
nisolone (0.5-1 mg/kg/day) resulted initially in 88% response
within only 3 months (12% partial responders) even though the
definition of complete response used in that study was very
strict meeting all the following: normalization of transaminas-
es and IgG levels, disappearance of symptoms and minimal
or no inflammation on liver biopsy if performed?. Complete
remission using these strict criteria was achieved in 59.3%
of patients (26% and 43% in Muratori et al*'** and Lamers et
al® studies using standard conventional therapy, respectively)
while prednisolone was withdrawn in 58% in 8 months (22 and
36 months in Johnson et al®® and Muratori et al** studies using
conventional therapy, respectively). Severe side effects com-
pelled discontinuation of MMF in only 3% of patients?. Of inter-
est, complete normalization of biochemical indices seems to
be achieved after a more prolonged period in AIH patients treat-
ed with conventional schedules®*#*#, since only 11% of these
patients enter complete remission in less than 6 months®.
These findings were independent of the presence or absence
of cirrhosis whereas the response rates in patients who had
been treated before with conventional therapy and received
MMF as salvage therapy did not significantly differ from that
found in treatment-naive AlH patients?’. A recent retrospective
study reported similar response rates (84%) in 29 AIH patients
(including 17 treatment-naive patients)®.

However, it is obvious that further data from multicentre
RCTs are needed on efficacy in improving liver histology and
outcome, and information on long-term safety of MMF. These
trials seem obligatory and urgent -presumably not only for
MMF- because application of the 2070 AASLD practice guide-
lines regarding the definition of response will potentially result
in increased number of non-responders to conventional treat-
ment'’?81. Due to its teratogenic potential MMF is contraindi-
cated in pregnancy.
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3b.4. Budesonide

Budesonide is a synthetic corticosteroid with high affinity for
the glucocorticoid receptor that undergoes extensive first-pass
metabolism. When given in combination with azathioprine (1-2
mg/kg/day), oral budesonide (9 mg/day) appears to be effec-
tive in non-cirrhotic patients with AIH and seems to have a
reduced incidence of corticosteroid-related side effects®*®, In-
deed, the European trial compared the combination regimen of
budesonide and azathioprine with that of prednisolone (40 mg
daily, tapered to 10 mg daily) and azathioprine in 203 non-cir-
rhotic AIH patients®. The primary end-point was to achieve
complete remission without the typical steroid-induced side
effects. Biochemical remission was achieved more frequently
after 6 months in the patients treated with budesonide com-
pared with those treated with prednisolone (47% vs 18%), and
side effects were fewer (28% vs 53%).

However, in patients with AIH and cirrhosis the efficacy of
budesonide may be reduced and the incidence of corticoster-
oid-related adverse reactions appears increased. No informa-
tion so far is available on the long-term outcome in patients
treated with budesonide. In fact, the frequency of histological
resolution and the durability of the response withbudesonide
therapy are unknown, and the low frequency of response
(18%) and high occurrence of side effects (53%) in the patients
treated for only 6 months with conventional therapy are unex-
plained®*4465% _ Finally, a reported case of reactivation of AlH
during budesonide monotherapy with subsequent response to
standard treatment makes the advantages of a more expensive
drug as first-line therapy in AIH uncertain®.

3b.5. Allopurinol

It is well-known that some AlIH patients will develop azathio-
prine-induced hepatotoxicity, which may be difficult to distin-
guish from AIH non-response or relapse without liver biopsy. In
this setting, measuring of thiopurine metabolites may provide
diagnostic guidance since increased 6-MMP with low or nor-
mal 6-TGN concentrations have shown to be associated with
hepatotoxicity in patients with inflammatory bowel disease®®
whereas, high concentrations of 6-TGN were associated with
remission in AIH®. In this context, the use of allopurinol which
acts through inhibition of xanthine oxidase, producing preferen-
tial azathioprine breakdown and therefore, resulting in higher
6-TGN and lower 6-MMP might be rationale in patients with AIH
with intolerance and/or non-response due to an unfavourable
thiopurine metabolism. So far, very small case-studies have re-
ported that the use of allopurinol (100 mg/d) in combination
with low-dose azathioprine (25-50% of the original dose) might
be an effective and relatively safe alternative immunosuppres-
sion for AlH patients failing standard thioprine therapy due to

preferential 6-MMP metabolism*7°. It is obvious that at pres-
ent these results are too preliminary and external validation by
RCTs is needed in order to draw general conclusions.

3c. Treatment of “difficult to treat patients”
and overlap syndromes

3c.1. Pregnancy and AIH

Although the available studies addressing the question of preg-
nancy in AlH are relatively few and with a limited number of
observational cases, the conclusive message is uniformly reas-
suring, indicating that pregnancy in AlH is safe for both mother
and child”™”®. Steroids are safe as immunosuppressant therapy
during pregnancy. Although azathioprine has been designated
by the Food and Grug Administration as a category D drug in
pregnancy, its use in AIH has not been related to miscarriages
or other complications for the mother or the baby”"737®. Further
support to this notion has been gained by a recent study of
azathioprine use during pregnancy in patients with inflamma-
tory bowel disease’. The inflammatory activity of the disease
seems to be milder during pregnancy, and is controlled with re-
duced or even absent pharmacological immunosuppression’s,
however, postpartum flares are quite frequent, and immuno-
suppression should be introduced again or increased shortly
before the expected date of delivery. A poor disease control in
the year prior to pregnancy may be associated with potential
complications’.

3c.2. Non-responsive/non-compliant patient
Response to immunosuppression is considered an ex-post di-
agnostic criterion®, therefore non-response should question the
diagnosis first, and then adherence to treatment. In the index
patient with AlH, non-response is defined as worsening of clini-
cal, laboratory and histological findings in any combination de-
spite compliance with standard therapy’?°. Many diseases can
resemble AlH, including Wilson disease, HCV infection, non-al-
coholic fatty liver disease, PBC and primary sclerosing cholan-
gitis (PSC). Therefore, reconsideration of diagnosis is needed in
all compliant AIH patients with treatment failure by evaluating
again the histology and autoimmune serology whereas investi-
gation for genetic or metabolic diseases of the liver and endo-
scopic or magnetic resonance cholangiography is also manda-
tory in this setting.

Compliance can become a problem during follow up, es-
pecially in paediatric patients entering puberty or adolescents
who do not accept the potential development of cosmetic side
effects”, in addition patients with anxiety and depression not
recognized or treated are more likely to be non-adherent to the
therapeutic regimen of AIH and inappropriately considered as
non-responders’e,
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3c.3. Overlap syndromes

Some patients present with characteristics of both PBC or PSC
and AIH. These conditions may be difficult to classify and are
commonly designated as “overlap syndromes”’®€2in an attempt
to describe either the sequential presentation of two disorders,
or the concomitant presence of two distinct disorders, or a con-
tinuum of pathological changes between two disorders without
strict boundaries, or as distinct entities on their own. The IAIHG
does not endorse such a subclassification, on the ground that
the definition of the diagnostic criteria for overlap conditions
can only be arbitrary®. In addition, due to the low prevalence of
‘overlap syndromes”, prospective therapeutic trials cannot be
expected in the future and a more practical approach is sug-
gested. Therefore, the strategy to treat these patients with a
combination of ursodeoxycholic acid and immunosuppression
is not evidence-based, and as a rule, the dominant clinical fea-
ture of AIH, PBC, or PSC/small duct PSC should be treated first
and therapy should be individualized, tailored to each patient,
and adjusted according to the response®®. In this context, in
patients with PBC and PSC with also features of AlH a trial of
immunosuppressive treatment should be considered’#®# Im-
portantly however, care must be taken not to expose PBC or
PSC patients to the risk of side effects of steroids if this cannot
be justified by the beneficial effect.

3d. Potential new therapeutic options
according to aetiopathogenesis

3d.1. Targeting immune cellpopulations

The emerging role of an impaired regulatory T cell activity in the
pathogenesis of AIH®€¢ appear to involve not only CD4+CD25+-
FOXP3+classical regulatory cells, but also other regulatory cell
types such as NKT cells®. Even if the impairment of FOXP3+
cells in AlH is not univocally recognized®, work is in progress
to promote expansion and de novo generation of regulatory T
cells to reconstitute impaired immune regulation and restor-
ing peripheral tolerance through regulatory T cell infusion®".
In support of this strategy, a recent paper reported that in an
animal model of AlH the adoptive transfer of ex-vivo expanded
regulatory T cells targeted efficiently the inflamed liver, restored
peripheral tolerance and induced remission of the disease®.
Corticosteroid therapy can improve regulatory T cell function,
but in a non-selective fashion®.

On the other hand, antigen-specific regulatory T cell respons-
es have been recognized in oral toleration studies and in inves-
tigational treatments with anti-CD3%. Characterization and iso-
lation of this antigen-specific population may make this kind of
therapy in AIH very attractive. An alternative potential approach
would be to explore drugs that could restore regulatory T cell
function in a more selective and durable way than corticoster-

oids. Under this context, MMF could be a candidate. Indeed,
recent studies from the era of transplantation have shown
that MMF-based immunosuppression increases the percent-
age and CD25 expression of CD4+Foxp3+ cells indicating that
this therapy can overturn the repressive effect of calcineurin
inhibitors on circulating T regulatory cells and therefore, may
promote T regulatory-mediated suppression of alloreactivity®.
Moreover, corticosteroids were not able to reverse this effect,
whereas MMF counterbalanced it, suggesting that the combi-
nation of MMF with calcineurin inhibitors maintains regulatory
T cells activity promoting tolerance®. In parallel, Lee et al*” have
shown in an experimental murine model of colitis that MMF
pre-treatment can improve experimental colitis by down-regu-
lation of expanded B cells population through apoptosis and
augmentation of T regulatory cells. Taking together the above
findings may explain at least in part the good experience from
the use of MMF as first-line therapy in treatment-naive patients
with AIH?. Inhibitors of the mammalian target of rapamycin
(MTOR), like sirolimus or rapamycin could be another candi-
date because it has been shown recently that rapamycin can
both promote CD4+CD25+Foxp3+ T regulatory cells induction
and inhibit T effector cells function simultaneously®.

Autologous haemopoietic stem cell transplantation and
mesenchymal stem cell transplantation could be other options
for treating patients with severe and/or refractory forms of the
disease. Indeed, such a therapeutic option for AIH and oth*
autoimmune diseases has already been reported®. The patho-
physiological concept of such a treatment is also supported
by findings indicating that bone marrow from patients with
AIH have had increase numbers of haemopoietic progenitor
cells' and plasma cells™ whereas bone marrow stromal cells
supported normal haemopoiesis'®. In addition, bone marrow
cultures have shown high levels of apoptotic markers, tumor
necrosis factor-alpha (TNF-alpha), interferon-gamma, IL-4, and
TGF-beta'?1% 0On the other hand, mesenchymal stem cells
that have been isolated from human bone marrow have res-
cued immune-deficit mice with hepatic failure™. The findings
inimmune deficit mice and patients with AlH suggest that mes-
enchymal stem cell transplantation and autologous bone mar-
row transplantation are feasible salvage strategies even though
only rarely can be required. However, such a strategy would
reduce reliance on whole organ transplantation and avoid the
complications of whole organ rejection*+,

3d.2. Targeting apoptosis

Programmed cell death (apoptosis) is a critical mechanism for
preserving immune homeostasis, and medications that can
enhance apoptosis of activated lymphocytes and other cellu-
lar effectors in autoimmune diseases may short-circuit auto-
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immunity. Accordingly, rapamycin a drug frequently used in
liver transplantation, mainly for patients with renal insufficiency
after transplantation, acts by inhibiting mTOR, a protein that
modulates the proliferation and survival of activated lympho-
cytes. As such, rapamycin induces the apoptosis of cytotoxic
T cells and antigen-sensitisedCD4+ and CD8+ lymphocytes re-
sulting in a considerable decrease of the production of perforin
and granzyme B®%44 Consequently, the apoptosis of hepato-
cytes targeted by these effectors cells may diminish and the
immune-mediated pathway of liver damage is stopped'®. Of
interest, CD4+CD25+ T regulatory cells are resistant to the ap-
optosis induced by rapamycin™®.

So far however, rapamycin has been reported to be effective
only as salvage treatment in five patients with the novo AIH af-
ter liver transplantation that were non-responders to standard
therapies with prednisolone, azathioprine, MMF or calcineurin
inhibitor'®. These preliminary results along with the actions of
rapamycin in mediating the apoptosis of both the activated im-
mune cells and the hepatocytes but also sparing the apoptosis
of T regulatory cells support the extension of its evaluation at
least in untransplanted patients with refractory AlH.

3d.3 Monoclonal antibodies
Rituximab is a chimeric monoclonal antiCD20 antibody which
can deplete B lymphocytes by targeting their CD20 cell surface
receptor. It has been licensed for use in adults with CD20-pos-
itive b-cell lymphoma or rheumatoid arthritis and recently for
ANCA-associated vasculitis, but it has also been used for off-la-
bel indications like refractory non-Hodgkin lymphoma, chronic
immune thrombocytopaenic purpura and essential mixed cry-
oglobulinaemia. The rationale of rituximab use in AlH is theo-
retically based on the suppression of B-cell expansion since an
antibody-dependent cell-mediated form of cytotoxicity has long
been implicated in the disease pathogenesis*®. So farthese
speculations have been supported by the successful treatment
of AIH cases associated with other B-cell driven diseases™®.
These findings indicate that rituximab may have a role in the
treatment of a least refractory AIH and that a large clinical trial
in a research protocol could be considered. Rare but serious
side effects have been reported with rituximab administration
including late onset neutropenia, interstitial pneumonitis, hep-
atitis B virus reactivation, intestinal perforation and possible
multifocal leucoencephalopathy1°. Monoclonal antibodies
against TNF-alpha have already been used in clinical practice
in TNF-alpha-associated diseases like inflammatory bowel dis-
ease and rheumatoid arthritis because they can block efficient-
ly its deleterious effects™".

Although the exact role of TNF-alpha in the pathogenesis of
AlIH has not been elucidated yet, very recently, it has been shown

in a mouse model of fatal AlH, that TNF-alpha is essential in
the induction of AIH through up-regulation of hepatic CCL20
expression, which allows migration of dysregulated splenic T
cells’? As a consequence, the efficacy of anti-TNF-alpha ther-
apy in AlH could have a pathophysiological basis, taking also
into account that TNF-alpha is produced in large amounts in
the liver, in the context of AlH, by macrophages, CD8+ T cells
and possibly Th17 lymphocytes™.

Accordingly, very recently Weiler-Normann et al'™ reported
promising results regarding the use of infliximab as a therapeu-
tic option in a case-series of 11 difficult to treat patients with
AlIH. However, it is already known that TNF-alpha blockade can
also be immunogenic, with development of either antibodies or
true autoimmune diseases, making such therapy a “two-edged
sword"""®. Indeed, the induction of AlH is one of the examples
of the latter “therapeutic paradox” during anti-TNF-alpha thera-
pies'®17 This paradox in case of AlH is mainly attributed to the
disruption of the regulatory role of TNF-alpha-signaling on the
immune system. TNF-alpha blockade interferes with the nor-
mal cytotoxic T lymphocyte suppression of self-reactive B cell
population leading to autoantibody production, a hallmark of
AIH. Furthermore, anti-TNF-alpha therapy disrupts the TNF-al-
pha-mediated apoptosis of activated T lymphocytes resulting
in unregulated lymphocyte activation.

The menu of preparations with anti-TNF-alpha activity is
diverse including antibodies against TNF-alpha (adalimum-
ab, infliximab, golimumab and certolizumab) and antibodies
against the TNF-alpha receptor (etanercept)'". Each may have
variation in action, pharmacokinetics and toxicity which fa-
vour its candidacy as an agent against AlH. Conclusively, the
use of TNF-alpha blockade seems rationale in the treatment
of AIH""" but because of the incapability to predict efficiently
the “unforeseen serious complications” of such a treatment like
the merge of severe infections or in particular the development
and/or deterioration of autoimmunity, safer tools are required in
order to take the risk®1"7.

Other biological drugs can also be used to modify the pro-in-
flammatory intra-hepatic cytokine milieu which is deemed to
play a relevant role in AIH pathogenesis'. In particular, Usteki-
numab, a human monoclonal antibody targeting soluble 1L-6
receptor and inhibiting the IL-6 signaling, are both promising
drugs which can effectively skip the balance in favour of reg-
ulatory T cells and therefore control the autoimmune attack™™.

3e. Liver transplantation

The need for liver transplantation may occur in 10-20% of pa-
tients with AlH, mainly for two reasons: a) severe, hyper acute
AlH resulting in acute or subacute liver failure, b) decompensat-
ed, end-stage liver cirrhosis/HCC, usually occurring in a patient
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with longstanding AIH'. Five-year survival of liver transplan-
tation for AlH is around 75%. Age significantly affects patient
survival after liver transplantation for AIH: in adults, especially
above the age of 50 years, there is a significantly increased risk
of dying of infectious complications in the early postoperative
period™. Recurrence of the disease is observed in about 20% of
cases and is usually treated with long-term steroids or continu-
ation of azathioprine in the immunosuppression regimen'?212,

Concluding remarks

Reliable scores for AIH diagnosis carrying high sensitivity and
specificity do exist and the latest simplified score taking into
account only four parameters seems easier for every-day use
in clinical practice, the absence however, of a definite gold
standard for AIH diagnosis makes impossible the performance
of precise studies on sensitivity and specificity and therefore,
clinicians must regard diagnostic scores only as an aid to AlH
diagnosis.

Treatment is mandatory and usually life-saving in patients
who have clinical, laboratory or histological features of active
liver inflammation, treatment can be divided in induction of re-
mission, and remission maintenance either by mono-therapy
with high-dose corticosteroids in combination with azathio-
prine.

An individual dosage of prednisolone (or prednisone) of 1
mg/kg/day plus azathioprine has also been proposed as first-
line treatment of patients with AIH, Today there is an interna-
tionally agreed consensus on the definition of disease remis-
sion as complete normalization of transaminases, along with
normal IgG levels.

Recent systematic reviews of all published RCTs has shown
that treatment of AIH with prednisolone in combination or not
with azathioprine is far from ideal, in parallel, a recent large
study showed that relapse occurs in virtually all patients with
AIH in long-term remission when immunosuppression with az-
athioprine was discontinued. Therefore, the search for drugs
with a favourable risk-benefit ratio seems mandatory. The ap-
plication of the 2010 AASLD practice guidelines regarding the
definition of response is expected to result in increased number
of non-responders to conventional treatment with corticoster-
oids and azathioprine.

Alternative therapies such as cyclosporine, tacrolimus,
MMF, budesonide, rapamycin or other new drugs including bi-
ological agents are very promising and ideally should be test-
ed in the following years especially for the difficult to treat or
non-responder patient. For this reason a network of committed
clinical investigators must be generated to evaluate new thera-
pies in multicentre studies.
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E101k0 ApOpo Evnpepdoems

NOOOSs piKp®V ayyeiov. KA1vikN mpoogyyion
Kai S1axeipion yia tov kapd1020yo.

1. Elocaywyn

H otepaviaia pikpoayyelakr dSucAettoupyia (CMD) mept-
ypdpel avwpaAieg otn dopr kat Tn Aettoupyia tTng ote-
eaviaiag PIKPOKLKAOPopLag, odnywvtag oe dlatapaxn
™¢ otepaviaiag pong (CBF) Tou kataAryet oe oxaluia
Tou puokapdiov ' H CMD avadelkvietal we Kupla at-
Tla oyawiac Touv puokapdiov oe acbevelc ye oTnBAYXN,
XWPIG ano@pak Tk otegaviaia vooo (INOCA), evw ymo-
pel va eppavidetal kal oe apKeTEC AAANEG KATAOTACELG,
OTIWG AMOPPAKTLKN oTePaviala vooos, TpwTonabels pu-
okapdlomabeleg, cuvdpopo takotsubo (TTS) kat kapdila-
Kr) avertdpketa (HF), 1blat Tepa kapdlakr avemapkela pe
dlatnpnuévo KAdopa e€wbnong (HFPEF) 2. O otoxog TG
aAvVaoKOTINoONG ALTAG elval N KWOLKOTIOINUEVN TIPOCEYYLON
HECW TIPAKTIKWY TTANPOPOPLWY, TIoL Ba eival WPEAUES
oTn dlaxelplon Twy acBevwy avTwy, BETOVTAS KA TAAAN-
A\n Beparteia.

2. OpLopog INOCA kat evéotimwy

H meploplopévn Katavonon pag yla TovV ETUo Aaopo Kat
v taBoguaotloroyia Tng CMD Baotletal otn xprion Tou
1N €8koL Opou “Kapdlakd cbvdpopo X' Ta Tponyovueva
XPOovLa. AuTOG 0 6pog (TTou dev xpnotuoToleital TTAeov) Tie-
pleAduBave pla eTepOyeV opada acBevwy, e dAPopeS
KAPOLAKEG Kal N alTloAoyieg movou 6To otnBog, apd Ta
(PALVOUEVIKA (PUOLOAOYLIKA QYYELOYPAPIKA ELPNHUATA, HE
N Xwpig avTikelevikeg evoeigelg woxauiag n CMD 4. To
INOCA opieTal A0V amod CUYKEKPLUE VEG AELTOUPYIKES
OOKIPEG, TIOL €xouV OxedlaoTel yla TNV aglohdynon tne
HLKPOAYYELAKNG ATOKPLONG OE AYYELOOPACTIKA (PAPHAKA.
TO TIPAKTIKO QVTIKTUTIO TNG opadomoinong Twy actevwy
auTwv etvat agpe VoG N TEKPNPLWPEVN KATNyopLoToinon
evooTtuTiwy (INOCA ENDOTYPES) Kal apetepou, avaloya
E TOV eVOOTUTIO, N QVILHETWIION PE KATAAANAN Bepa
nela. H étayvwon tou INOCA TiBeTal e@doov amo KAEL-
oTel N amoPPAKTIKN ETUKAPOLAKH VOOOG HECW OTEPAVLAL-
ag ayyeloypagiag, pe r xwplg HETPNOoN TWVY avaloyLwy Un
UTIEPALMLIKNG TIEONG KaL/f) TNG €PEDPIKNG KAQOUATIKNG
pong (FFR).

H d1eBvng opdda pEAETNG yLa TIG OTEPAVIAiEG ayyeLlo-

KvnTikeS dlatapaxes (COVADIS) dnuooiev oe Tumoroln-
EVOULG OPLOPOUG yLa va Bonbnaoest TNV KALVIKN Stdyvwaon ®.

INOCA ENDOTYPES:
H pikpoayyetaxr) otnddyxn (MVA) propet va meptAap-
Bdvel evav ) TepLOcOTEPOUG OLAKPLTOVG UNXAVICHOUG.
H MVA mpokaAeiTal ano dlatapd Xe¢ TNG PIKPOKUKAO-
poplag, Tou Propel va elval AELTOUPYIKEG, OOULKEG N
Kat Ta 6V0o. OL AELITOLPYIKES OLATAPAXES ETNPECLOLY TN
otepaviaia aptnpl akr KukAogopia (ayyelodlacToAn n
ayyelooL oraon). Ot HoPIKES dlaTapaxes oxeTidovTal
HE PAgypovn, BETIKN avadlapop@uwaon Tou ayyel akou
TolXWHATOG f)/Kat Tpoeldikn apatwon °. Ta avadia-
Hopewueva aptnpidla exouvv emiong deifel umepeval-
oBnolia oe ayyeloouoTaoTIKA epebiopatar.
H ayyeloocuomaoTikny otnBayxn (VSA) mepleypd ¢pnke
YLO TIPWTN (popa amo tov Prinzmental &. To kaBopLoTiko
XOPAKTNPLOTIKO elval N uTepa VIIOPAOTIKOTNTA OE QY-
YELOOUOTIAOTIKA epeBi opata. AuTo MepAaPBAvEL TOCO
TOV auBOPUNTO OTIACKO OCO KAl Ta EMELCOOLA KATA TN
dlapkela tng doklpaoiag mpokAnong. H VSA eppavi-
ZeTal ovvnBwWC oe Katdotaon npepiag, aAAd urmo pel
emiong va TpokANBel amd doknon oe pla pelopnelia
avepwIIWV.
MELKTH UIKPOAYYELAKT KAl AYYELOCUOTIACTLIKI O0TNOdAY-
xn (Mixed MVA & VSA). Katdotaon 0Tou CUVUTIAPXOLY
oTolxela kat Twv duo TpoavaPep BEVTWY dLATAPAXWV.
YTidpyouv evoel&elg OTL oL aoBevelc auTol £Xouv Xelpo-
Tepn oldTNTA {WNQ9.
Yuuntwpata un-kapdlakou turou. H dldyvwon tibe-
TAL EPOOOV E€XEL ATIOKAELOTEL AMOPPAKTIKOL TUTIOU
>N Kal T AnoTEAECUATA AELTOUPYIKWY OOKLUACLWY
oTepaviaiag KukAogpopiag eival apvnTikd. X TETOLEG
TIEPUTTWOELG Ba TIPETIEL VA €EETACOVTAL EVAANAKTIKES
dlayvwoeLg.

3. Auayvwon INOCA kat evéotimwy
H dudyvwon INOCA yivetal oe e€eldikeupeva KevTpa e
epnelpia. MephapBavel TNV MANPN A€l TOLPYLKT EKTIUN-
on NG PIKPOAYYELAKNG KUKAOPO piag emepBatika. Ama-
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paltnTn MPolmoBeon yla Tt Slevepyeld TwV OOKLUACLWY

elvat va pnv utidpyoLy cNEAvTIKoL BaBpoL ATIOPPAKTIKOUL

TUTIOU OTEVWOELG ATO TN oTEPavioypapia. & aupiBoAeg

OTEVWOELG, ATMOKAEIOUOC ONPAVTIKAG VOoou propel va

ylvel e xpnon tg kKAaouatikngg epedpetac pong (FFR,

(PLOLOAOYIKNA TLur > 0,8), TTOU eKTIUd TN coRAPOTNTA TNG

emkapdlakneg otevwongc '°. YroAoyidetal petpwvtag Tnv

anw otepaviaia tieon (Pd) kat tnv Tiieon Tng aoptng (Pa)

KATA TN SldpKELa TNG PEYLOTNG POoNg, We To FFR va elval n

avahoyia Pd mpog Pa ™.

H CMD ekTudtal Je e€LOIKEVPEVOUG AELTOUPYL KOUG
deikteg . To andbepa otepaviaiag pong (CFR) umoAo-
ylleTal pe xprion Beppoapalwong Kat o PJE 0og XPOvog
HeTABaoNG npepiag dlalpeital Ye Tov UTEPALLIKO ETO
¥povo SteAeuong (Un guotoloyikr) T CFR opidetal wg
<2, evOeIKTIKO CMD) 12. O &el KNG PIKPOAYYELAKNG avTi-
otaong (IMR)'® pumopet va aglohoynBet Pe xprion Beppoa-
palwong n doppler kat eivat ooy TNEG AMOUAKPUOUEVNC
otepaviatag Teong 0T YEYLOTN LTEEPALYa KAt TOV HECOU
Xpovou dteAevong Tng urepadiag ? (IMR peyaAutepo i
{co pe 25 vmodnAwvetl CMD) 1213,

TeAevtaio Brua ota mAaiola mpoodloptopol INOCA
ENDOTYPES eival n doklpactia ayyelodpa oTIKOTNTAS e
akeTLAOYOALvn. O Okumura pe TouG CUVEPYATEG TOU ATtE-
delgav otLn evdbootepaviaia ake TuAoxoAivn eixe 90% u-
atobnota kat 99% e181kOTNTA yia T dldyvwon Tou ETUKAP-
dlakou omacpoL 4 H eg€Taon akeTuAoxoAivng aglohoyel
TN PUCLOAOYLKI ATTOKPLON, N oTtola, og pla vyt aptnpeia, Ba
TIPETIEL VA ETIAYETAL AyYELOOLA0TOAN. Mapoucia evdobnAl
aKn¢ SuoAELTOLPYLAG, N ATIOKPLON UTIOPEL va elval Jikpo-n
HaKpoayyelakos omnacpog.

Katd tn dokipacia ekTiudTal N avamapaywyn Twy ou-
UTTTWHATWY, N PEAVION LOXAPIKWY aAAaywy oto HKI
KAl JETABOAEC TNC ETUKAPOLAKNG SLAUETPOL TNG apTnpi-
ag '°. Avdhoya pe TNV amokpLon oTnvV akeTLAOXOALvN dla-
Kplvoupe Ta egne:

+ MVA: Arntouoia otnBdyxng + Amoucia loxalhl Kwy aA-
Aolwoewv oto HKT + Amouotia fy peiwon emkapdlakng
dlapeTpou aptnplag <90%.

VSA: ZtnBdyyxn + loxakee arlhowwoelg oto HKI +

Meiwon emikapdlaknc dlapetpou aptnpiac >90%.

Mixed MVA & VSA: Ytn0dyxn + loxaluikeg aA AOLWaoELS

oto HKT + Amtouoia ) getwon etukap 6lakng dlapeTpou

aptnpiag <90% 1 >90%.

4. Oepamneia
Av kal to INOCA oxeTidetal ye avgnuevo kivdbuvo MACE
Kal peiwon Tne moldtnTag CWNG, ponyouueva dedopeva
delyvouv OTL AlydTEPOL amod TOLg PLoolg acBeveic AapBd-

VoLV KATAAANAN Beparmela ye avTi-t oxaluikoug mapdyo-
vTeg 16. Q¢ ek TOUTOU, anatteltal pla KALakoupevn mpo-
ogyylon yla tn dlaxeiplon kat tn Bepareia tou INOCA. X 1n
CorMicA trial, ot cuv duaopevec LaTpo-eNePPATIKES OLla-
YVWOTIKES Bepa Teleg pelwoav Toug oTNBayXIKoLE TIEPL-
0OpLOPOLE Kal BeATiwoay TNy oldTNTa {WNE 0TOo £T0¢ 17.
Ot INOCA ENDOTYPES dtagpepouv wg Tipog TO HNXAVIOHO
TNC VOOOU, ATAITWVTAC £va TIPOCAPUO CUEVO BEPATIEVTL
KO oxnua. X 6Aoug Tou acbevelc e INOCA, pepog tne
Bepanelag anoteAolLy N TPO TOTIOINCN TOL TPOTOUL CWNC
(uetwon cwpatkoL BA poug, dLAKOTI KATviopaTog, dokn-
on, QVTLHETWILON KPLoEwV AyX0Uug, LLOBETNON PECOYELT-
KNG dlatpong) Kat n dlaxeiplon mapayovtwy Kvouvou
(apTnplakn umeptaon, oakxapwdng GlaBhTng, SuoAlT-
dawpia)'. Elbikeg Bepareieg anoteAouv:

MVA: BriTa amoKAELloTES / AvTaywvioTeg acBe otiou /

PavoAadivn ry NikopavdiAn.

VSA: Avtaywvioteg aoBeotiou / Nitpwdn / Nt kopav-

SiAn.

Eniong, n ouyxopriynon oTativwy Kal aviaywvl oTwy
HETATPEMTIKOL €VIUUOL AyYELOTACLVNG WTIOPOLV EUKO-
Ad va ouvouaoToUV e TOUC BATA ATIOKAELOTES KAl TOUC
avTaywvioTteg acBeotiou, pe BeAtiwon tou Kevtplkn et
KoOva CFR Kal TOL ayyELaKoU OTtacuoy 181920212223

MexpL onuepa, dev LTIApXoLV Beparelec TPOTO TOiN-
ong NG vooou eldikeg yla to INOCA. H peAe tn PRIZE 24
LTIOOYETAL HEANOVTIKA OTL TO Zibotentan (avtaywvioTtng
vrtodoxea evdboBnAivng A amd To oTOUA) PTIOPEL va Tipo-
opepeL 6PeNOG, epmodidovtag TNV avénon TS ayyelocu-
OTAATIKAG AMOKPLONG TWV OTEPAVIAlWY PIKPWY ayyelwy
oTtnv evoBnAilvn. ETiL TTAEOV, QVAUEVOULPE TA ATIOTEAECHA-
Ta NG ev e€eAifel peAetng WARRIOR 25 oxeTikd e TV
TIPOYVWON TWV acBevwy, KaBwg 0ToX0G TS elval n aglo-
Adynon Twv peidovwyv averBuunTwy Kapdlayyelakwy
0oL BAPATWY OE CLUPTITWUATIKEG yuvaikeg pe INOCA.

INOCA

®
m=* AmoSeGelyuEvT oy oyia
I IOy / ZUETTOERT

edavioypadl
MBavé INOCA | — <70% FTévwan

Adyvwon

[y INoca
| ~* ENDOTYPES

+  MVA: Aroucia otnBdyyng + Anovala
*  VsA: Zmndayxn ¢ ioyouirés aAd ato HKI + i
*  Mixed MVA & VSA: 2t Gdyym + loyanués addow) aTo HKI + A)

* FFR>08 Mupoayyewakn Susheroupyle
* CFR<2 g’k I
* IMR=>25 L

INOCA 7%

AVPELOSpUOTIROTHTE
(lest Axetudoyodivng)

HKT + Amouala ) péwan Slapétoou apmpalag < 90%
apTplec > S0%
et o peiwen

pou apmpiars < 90% i > 0%
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5. Zupmepaopata

O KAWVIKOC KapdloAoyog Ba Tpemel va elval eval obnto-
TIOLNUEVOC OXETIKA E TNV avadnTnon Kal Tnv Tekunpiw-
on tn¢ dlayvwong tou INOCA, Kabwg, apd tn duouevr
TPAYVWON TNE VOOOU, OL aoBeVELG GUXVA LTTIOdLAYLYVUOKO-
vTal Kat vroBeparmevovtal. H dlevepyela e€lOIKELUEVWY
Ooklyaolwy, otav Kpivetal anapattntn, Ba TpeMeL va o
evepyeltal oe kevtpa Pe eunelpla, wote va e€aopaAile-
TAl N owoTnA eKkTiunon Twv evpnudtwy. H Bepameia Twv
acBevwv otnpidetal otnv KaTtAAANAn pappakobepaneia
HE avTL-0TNBayxIKOoUCS TIAPAYOVTEG, TIOL CLYVA CuVOLAlo-
VTaL AOYW TNG AVOEKTIKOTNTAS TWY CUUTITWHUATWY.
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Surgery Quiz — Case 55

A. Skarpas, V. Kyriakidis, V. loannou, S. Veneris,

N. Nikolopoulos, K. Athanasiou, A. Kyriakidis

Department of Surgery, General Hospital of Amfissa, Amfissa, Fokis, Greece

Female, 21-year-old patient with a history of total gastrec-
tomy due to gastric volvulus, two years prior. She presented in
the emergency department with sudden onset of central ab-
dominal pain. She underwent a computed tomography (CT)
scan revealing a distended colon and air bubbles within the
enteric wall (figures 1, 2). An acute median laparotomy under
general anesthesia was performed.

Comment

Intestinal malrotation has been traditionally taught as a dis-
ease of neonates and young children, but the identification of
highly symptomatic malrotation in an adult suggests the diag-
nosis of midgut ischemia with or without volvulus. Intestinal
malrotation, refers to any variation in the rotation and fixation
of the gastroin- testinal (GlI) tract during development. During
normal abdominal development, the three divisions of the
Gl tract (i.e., foregut, midgut, hindgut) herniate out from the
abdominal cavity, where they then undergo a 2700 counter-
clockwise rotation around the superior mesenteric vessels.2
Following this rotation, the bowels return to the abdominal
cavity, with fixation of the duodenojejunal loop to the left of
the midline and the cecum in the right lower quadrant.

The alimentary tract develops from the embryologic foregut,
midgut, and hindgut.3 Normal rotation takes place around the
Su- perior mesenteric artery (SMA) as the axis. It is described by
referring to two ends of the alimentary canal, the proximal duo-
denojejunal loop and the distal caeco-colic loop, and is usually
divided into three stages. Both loops make a total of 270° in ro-
tation during normal development. Both loops start in a vertical
plane parallel to the SMA and end in a horizontal plane (fig. 3).

Interruption of typical intestinal rotation and fixation during
fetal development can occur at a wide range of locations; this
leads to various acute and chronic presentations of disease.
The most common type found in pediatric patients is incom-
plete rotation predisposing to midgut volvulus, requiring emer-
gent operative intervention. Male predominance is observed
in neonatal presentations at a male-to-female ratio of 2:1. No
sexual predilection is observed in patients older than one year.

The first reports of intestinal malrotation were based on sur-
gical and autopsy findings and occurred prior to 1900; however,
the first description of the embryologic process of intestinal ro-
tation and fixation was not published until 1898. In 1923, Dott
was the first to describe the relationship between embryolog-
ic intestinal rotation and surgical treatment.5 In 1936, William
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Ladd wrote the classic article on treatment of malrotation. His
surgical approach, now known as the Ladd procedure, remains
the cornerstone of practice today.

Symptoms may be chronic or acute in nature, and general-
ly prompt a workup that includes a barium contrast study of
the foregut and midgut that demonstrates the anatomic ab-
normality. Gastric volvulus is a rare clinical entity defined as an
abnormal rotation of the stomach of more than 180°, creating
a closed-loop obstruction that can result in incarceration and
strangulation. Berti first described gastric volvulus in a female
autopsy patient in 1866.11 Years later, in 1896, Berg performed
the first successful operation for this condition. In 1904, Bor-
chardt described the classic triad associ- ated with gastric vol-
vulus: Severe epigastric pain, retching without vomiting, inabili-
ty to pass a nasogastric tube. 13 Males and females are equally
affected. About 10-20% of cases occur in children,14 usually
before the age of one year, but cases have been reported in chil-
dren as old as 15 years.15 Gastric volvulus in children is often
secondary to congenital diaphragmatic defects. The condition
is uncommon in adults younger than 50 years.

Gastric volvulus can be classified as either type 1 (idiopathic,
due to abnormal laxity of the gastrosplenic, gastroduodenal,
gas- trophrenic, and gastrohepatic ligaments) or type 2 (con-
genital or acquired-associated with congenital or acquired ab-
normalities that result in abnormal mobility of the stomach).
Clinicians should be aware that midgut malrotation with is-
chemia and necrosis may present in the adult patient as acute
abdominal pain and carries a high mortality rate.

00°2

.SMA

ap

Figure 3
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Ozempic Side Effects

Ozempic (semaglutide) helps people with type 2 diabetes lower
their blood sugar if diet, exercise, and other diabetes medica-
tions haven't worked. If you've just gotten a prescription for it,
you might be asking if Ozempic is a high-risk medication. It can
come with side effects, but not everyone who takes Ozempic
will get every possible effect. This varies from person to person
based on many things.

But it's good to have an idea of what you might expect while
taking this medicine. Here's what you need to know.

What Is Ozempic?
Ozempic is the brand name for a medicine called semaglutide,
which is sold under the brand name Wegovy, too. Ozempic has
FDA approval to treat type 2 diabetes. Wegovy has approval
to help people lose weight when they have both obesity and
weight-related health problems.

0Ozempic and Wegovy are part of a drug class called GLP-
1 receptor agonists. They mimic a natural hormone found in
the body called glucagon-like peptide-1 (GLP-1). The medica-
tion, like your body’s natural GLP-1, plays a big part in managing
blood sugar and appetite.

Ozempic bumps up the release of insulin from the pancre-
as whenever blood sugar levels rise. Insulin helps the body
use sugar for energy. Without enough insulin coming from the
pancreas, which is the problem for many people with diabetes,
sugar builds up in the bloodstream.

Ozempic also prevents the pancreas from releasing a hor-
mone called glucagon. This hormone prompts the liver to re-
lease glucose (sugar) into the bloodstream. Without that hor-
mone, the liver stops dumping sugar into the bloodstream, and
blood sugar levels go down.

The drug slows gastric dumping — the speed at which food
leaves the stomach and enters the intestines. This makes you
feel fuller longer after meals, keeps blood sugar stable, and
curbs your appetite.

Gastrointestinal Side Effects of Ozempic
Because of its work in your gut, Gl problems are the most com-
mon side effects of Ozempic. Luckily, they tend to be mild to
moderate, and they eventually go away. You probably won't
need to stop the medicine.

These are some of the most typical Gl complaints and how
common they were in the clinical trial that tested Ozempic in
people with diabetes. In studies of semaglutide in overweight
people who did not have diabetes, these complaints were even
more common.

Ozempic and nausea

Nausea is the most common Ozempic side effect. Still, not
everyone has it. About 1 in 5 people in the clinical trial had it.
Nausea is usually mild to moderate and at its worst when you
first start the drug or when you increase your dose. It should
ease up over time.

Almost 1in 10 people in the clinical trial threw up when tak-
ing Ozempic. It could be because of the slowed digestion and
extra pressure in the belly area it causes.

Both nausea and vomiting happened most in people taking
Ozempic at higher doses.

Try these tips to help relieve or prevent nausea when you're on
Ozempic:

Take Ozempic with food. Nausea is often worse on an

empty stomach.

Sip water throughout the day. Dehydration can make

nausea worse.

Eat frequent, small meals throughout the day rather than

three larger ones.

Ask your doctor if there is a time of day you could take

the medicine that would help prevent nausea.

Ask your doctor if you can lower the dose.

Ozempic and stomach pain
In clinical trials, about 1 in 14 people had belly pain. That could
include cramps, aching, bloating, and gas pain. It might help if
you start at a low dose and gradually go up.
You can also try to:
Eat slowly.

Eat frequent small meals.

Go for bland foods like crackers, toast, and rice.

Avoid greasy, fried foods and sweets.

Eat water-based foods like soup and gelatin.

Drink clear liquids.

Don't lie down after eating.
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Ozempic and diarrhea

About 1 in 12 people in Ozempic clinical trials had diarrhea re-

gardless of their dose. It usually went away in about a week.
You may be able to prevent diarrhea if you stay away from:
Sweet drinks, caffeinated drinks, alcohol, and milk
Full-fat dairy, including yogurt, cheese, and ice cream
Greasy, fried foods like fries, pizza, burgers, and fried
chicken
Also make sure you drink plenty of water when you have di-

arrhea.

Ozempic and constipation
The slow digestion caused by Ozempic could leave you a little
backed up. This happened to about 1 in 20 people in the Ozem-
pic for diabetes trial. It seems to last around 6 to 10 weeks.
The things that you would normally do for any kind of consti-
pation should help with Ozempic-related constipation, too.
Try these tips:
Drink 91 to 125 ounces of fluid every day.
Exercise every day.
Add fiber to your diet with two servings a day of fruits,
vegetables, or whole grains.
Take an over-the-counter laxative.
You might also ask your doctor if changing your dose would
help.

Ozempic burps

When your digestion slows down with Ozempic, sulfur can
build up in your gut and cause your burps to smell and taste
like rotten eggs. You might hear them called Ozempic burps or
sulfur burps.

If you get a case of Ozempic burps, you can try to cut back
on sulfur-rich foods. But you can't cut them out completely. A
lot of foods contain sulfur, and it's a nutrient you need.

These are high-sulfur foods:

Cruciferous vegetables, such as broccoli, cauliflower,

Brussels sprouts, and kale

Allium vegetables, such as garlic, onion, and leek

Dried fruits

Red meat, fish, and eggs

You can also:

Drink plenty of water to flush the sulfur out.

Add probiotics to your diet through food or supplements.

This could help with digestion and shift the balance of

your gut bacteria for the better. Yogurt, kefir, kombucha,

sauerkraut, and other fermented foods have probiotics.

Try green, ginger, peppermint, or chamomile teas, which

can aid in digestion and reduce gas.

Use over-the-counter digestive aids like bismuth subsa-

licylate (Pepto Bismol) and simethicone (Gas-X).

Does Ozempic cause heartburn?
In clinical trials about 2% of people — or 1 in 50 — who took
0Ozempic complained of heartburn, acid reflux, or GERD, espe-
cially those taking the drug at the lower dose.

The acid might come from vomiting or from backed-up or
slowed digestion.

Here are some ways to prevent or reduce heartburn:

Avoid triggers like spicy, fried, or greasy foods.

Eat slowly.

Eat small meals.

Don't lie down after eating.

Sleep with your head and upper body slightly raised.

Try sleeping on your left side.

Try an over-the-counter heartburn medicine.

If you smoke, quit.

Mild Side Effects of Ozempic
Some other possible mild side effects of Ozempic include:
Headache
Fatigue
Hair loss

Injection site reactions

Less than 1% of people in the clinical trial for Ozempic for di-
abetes had skin reactions where the drug was injected. They
included pain, redness, and discomfort.

The irritation should clear up on its own without any action
on your part. But if you need something for the pain, an ice
pack, cold compress, or over-the-counter anti-inflammatory like
ibuprofen should help.

Can Ozempic cause dizziness?

Ozempic can make you feel dizzy, lightheaded, or jittery. These
symptoms can also be signs that your blood sugar is too low.
If you feel dizzy or have other signs of low blood sugar on this
medicine, you should call your health care provider.

Serious Side Effects of Ozempic
In rare cases, Ozempic can cause serious side effects. They are
unlikely, but it's a good idea to know what to look out for just in
case.

Ozempic and stomach paralysis

It's unusual, but Ozempic can paralyze the stomach — a condi-
tion called gastroparesis. The muscle contractions in the stom-
ach become so weak that the stomach can't digest food and
push it forward into the intestines.
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This can result in food sitting in the stomach for too long.
[t may also cause whole undigested pieces of food to move
into your intestines, which can be painful and difficult to pass
through a bowel movement.

The signs of stomach paralysis include:

Indigestion

Bloating

Feeling full very quickly or for a long time after eating

Upper belly pain

Nausea and vomiting

Throwing up whole pieces of undigested food

Loss of appetite

Acid reflux and heartburn

Blood sugar fluctuations

Constipation

Untreated, stomach paralysis can lead to malnutrition, dehy-
dration, and a blockage in your bowels. Tell your doctor if you
have signs of this condition.

Ozempic and pancreatitis
Pancreatitis is inflammation of the pancreas that can arise sud-
denly and clear up on its own or become a long-term problem.
Only a few cases of pancreatitis have been seen in people
taking Ozempic, and they were in people who had a history of
the condition.
If you have sudden belly pain that doesn't get better, tell your
doctor. If the pain is so bad you can't sit still, go to an emergen-
Cy room or urgent care.

Ozempic and thyroid cancer
In tests of Ozempic and similar drugs in mice, some mice de-
veloped both cancerous and noncancerous thyroid tumors. It's
unknown whether the drug raises the risk of these types of tu-
mors in people, too.

If you have a personal or family history of thyroid cancer, you
should discuss it with your doctor before starting this medicine.

If you're taking Ozempic and you have any of the following
symptoms, tell your doctor:

A 'lump or swelling in your neck

Hoarseness

Trouble swallowing

Shortness of breath

Angioedema

In some cases, people taking Ozempic have had a severe
allergic reaction called angioedema. It can cause swelling any-
where in the body, but usually in the face, hands, feet, genitals,
or lips.

It usually happens within minutes or hours after the first
dose. Until more is known about who is at risk of this side ef-
fect, doctors may recommend against using this medicine if
you have a history of angioedema.

Hypoglycemia from Ozempic

Rarely, Ozempic can lead to dangerously low blood sugar (hy-
poglycemia) in people who take it along with insulin to control
their diabetes. Ask your doctor if you should change how you
use insulin once you start Ozempic.

Ozempic and vision changes

Changes in your blood sugar, like those that happen on Ozem-
pic, can affect the shape of the lens of your eye and lead to
blurry vision. The vision problems can last a few months. Older
people who take the drug are at greatest risk.

Bowel obstruction with Ozempic

A rare but serious risk of the slow movement of food through
your system with Ozempic is an intestinal blockage. This hap-
pens when your intestines don't contract enough to move food
through the digestive system completely. If not treated in time,
a blockage, also called ileus, can be deadly.

The FDA has received reports of at least 20 cases of ileus, in-
cluding two deaths, among people taking Ozempic. The agency
ordered that the drugmaker, Novo Nordisk, add a warning label
to the drug packaging.

Can Ozempic cause gallbladder issues?

Some people taking Ozempic have developed gallstones or
gallbladder inflammation called cholecystitis. You shouldn’t
take this medicine if you have a history of gallbladder disease.

What to know about Ozempic and kidney
disease

The relationship between Ozempic and kidney disease is un-
clear. At first, kidney injury and poor kidney function were listed
among the possible side effects of the drug. But more recent
research suggests that the drug slashes the risk of kidney fail-
ure and death in people who have type 2 diabetes and chronic
kidney disease. We're still learning more about how this drug
affects the kidneys. Discuss your individual risk of complica-
tions with your doctor.

Ozempic Weight Loss Side Effects
Ozempic causes fast weight loss all over your body. You may
not realize it, but fat holds your skin up and even keeps it tight
or firm in some places, such as on your face and your rear end.
Fast and drastic weight loss can cause skin to hang and sag
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in places that it didn't before. It might make you look older, too.
That's what the terms “Ozempic face” and “Ozempic butt” de-
scribe. But even major weight loss from diet and exercise alone
would cause these changes.

Ozempic Side Effects in Females
Similarly, weight loss on Ozempic can cause sagging “Ozempic
breasts.” But that's not all women and people assigned female
at birth should know about Ozempic.

Ozempic babies
There've been many reports of unplanned pregnancies among
women taking Ozempic. Both obesity and diabetes can make it
harder for women to get pregnant. These conditions can cause
irregular periods and stop ovulation. Once Ozempic gets these
conditions under control, it could be that you start ovulating
again and suddenly you're able to get pregnant when you never
thought it would happen.

But some women taking Ozempic have even gotten preg-
nant while on the pill. This suggests that the diabetes drug
might interfere with how your birth control works.

Ozempic and pregnancy

There's not much research about how Ozempic might affect
a pregnant woman or their unborn baby. But animal experi-
ments suggest it isn't safe during pregnancy at all. Until more is
known, doctors recommend that women stop Ozempic when
they begin trying to get pregnant and stay off it through preg-
nancy and breastfeeding.

Ozempic after menopause

Weight gain is common during and after menopause, and
weight loss can be harder. There's very little research into how
Ozempic works in postmenopausal women. A small study
showed they did lose weight on the drug, but with one caveat:
women who were on both Ozempic and hormone replacement
therapy lost more weight than women on Ozempic alone.

Does Ozempic Cause Suicidal Thoughts?
Early information on Ozempic said it might increase the risk
of suicidal thoughts. Since then, the FDA has reviewed any re-
ports it received from consumers about suicidal thoughts and
found no clear connection between Ozempic and these types
of thoughts.

In a study of more than 240,000 people with overweight and
obesity, people with no prior history of suicidal thoughts were
four times less likely to have them while on Ozempic than while
on non-GLP-1 weight loss and diabetes drugs. As for people
who'd had suicidal thoughts before, they were only half as likely

to have them on Ozempic than on those other drugs.

Though Ozempic doesn't seem to raise risk of suicidal think-
ing, if you have sudden or strong feelings, including feeling
nervous, angry, restless, violent, or scared, tell your doctor right
away.

How to Recognize an Allergic
Reaction to Ozempic

It's possible to have an allergic reaction to an ingredient in
Ozempic. If you have a history of allergic reactions or any food
allergies, tell your doctor before you take Ozempic.

If, after taking Ozempic, you have any of the following, go to
an emergency room or urgent care:

Arash, itching, or hives

Swelling in your lips, tongue, or throat

Shortness of breath, trouble breathing, or wheezing (a

whistling sound during breathing)

Dizziness or fainting

Stomach pain, bloating, vomiting, or diarrhea

Uterine cramps

Feeling like something awful is about to happen

Long-Term Side Effects of 0zempic
The most common side effects of Ozempic are mild to moder-
ate gut issues, and they may not last very long. For side effects
that continue, here's what you should know.

Managing Ozempic Side Effects
If you are not able to manage side effects such as constipation
or gas on your own with dietary and lifestyle changes and over-
the-counter remedies, talk to your doctor. A dose change might
help.

How long do Ozempic side effects last?

How long a side effect may last varies from one side effect to
another and from person to person. The most common Gl side
effects seem to get better in a few weeks.

Diet changes
You can help prevent or reduce some unpleasant symptoms
by avoiding high-fat foods, greasy or fried foods, and sweets.

When to call your doctor
Most side effects of Ozempic aren't serious, but you should see
a doctor right away if you have:
Prolonged or severe diarrhea or throwing up
Intense pain or tenderness in your belly
Inability to pass gas or have a bowel movement
Yellowing of your skin
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Even if you don't have these serious symptoms, side effects
can take a toll on your quality of life. Discuss any ongoing, both-
ersome problems with your doctor and see if you can find a
solution. A dose change might help.

Ozempic Side Effects Takeaways
The most common side effects of Ozempic are Gl problems.
Most GI problems go away eventually as your body gets used
to the medicine.
Serious side effects are rare but possible. If you have signs of
them, tell your doctor or seek help right away.

Ozempic Side Effects FAQs

Q: What will 0zempic do to your body?

A: 1t will control your blood sugar by increasing insulin release
and slowing digestion. It may also lead to weight loss that may
cause your skin to sag.

Q: Is Ozempic a high-risk medication?

A: This medication comes with a lot of risks, but each person’s
willingness to accept them is different. Discuss with your doc-
tor both the risks of taking and not taking this medication.

Q: How long does semaglutide diarrhea last?
A: Gl side effects of Ozempic usually get better in a few weeks,
but it may require changes in your habits.

Q: Does Ozempic cause gastric dumping?
A: Ozempic delays gastric dumping — the time it takes your
stomach to empty and move food through to your intestines.



Hospital Review

GLP-1 DIABETES AND WEIGHT-LOSS
DRUG SIDE EFFECTS:
"O0ZEMPIC FACE"™ AND MORE

GLP-1 drugs for diabetes and weight loss have proven to be
very effective, but they do have side effects. Among those side
effects is "Ozempic face," where skin on the face sags and
wrinkles. "Ozempic face" was coined in reference one of these
drugs, although any rapid weight loss can cause it.

What are GLP-1 drugs

and how do they work?
GLP-1 drugs, also called GLP-1 agonists, are shortened names
for glucagon-like peptide-1 receptor agonists. GLP-1 receptor
agonists mimic the GLP-1 hormone that is naturally released in
the gastrointestinal tract in response to eating.

When you eat, your digestive system breaks carbohydrates
down into simple sugars that travel through your bloodstream.
GLP-1 triggers the release of insulin from your pancreas. Insulin
helps usher glucose (sugar) out of the bloodstream and into
your cells, where it can be used for nourishment and energy.

In people with type 2 diabetes, the body's cells are resistant
to the effects of insulin, the body does not produce enough in-
sulin, or both. GLP-1 agonists stimulate the pancreas to release
insulin and suppress the release of another hormone called
glucagon, both of which help control blood sugar levels in peo-
ple with type 2 diabetes.

These drugs also act in the brain to reduce hunger and act
on the stomach to delay emptying, so you feel full for a longer
time. These effects can lead to weight loss, which can be anim-
portant part of managing diabetes. GLP-1 agonists have been
used to treat type 2 diabetes for about two decades.

More recently, the FDA has approved several GLP-1 agonists

for weight loss in people with obesity who do not have diabe-
tes. When used for overweight or obesity, the drugs are typically
prescribed in higher doses than when prescribed for diabetes.

What GLP-1 drugs are available?
Ten GLP-1 drugs are FDA-approved to treat either type 2 diabe-
tes or weight loss. Some GLP-1 agonists have the same gener-
ic name but are marketed under a different brand name and are
approved for a different purpose, depending on the dose and
how they are taken.

GLP-1 drugs
Generic name Brand name Approved use
Semaglutide injection Ozempic Type 2 diabetes
Semaglutide injection Wegovy Weight loss
Semaglutide tablets Rybelsus Type 2 diabetes
Liraglutide Victoza Type 2 diabetes
Liraglutide Saxenda Weight loss
Tirzepatide Mounjaro Type 2 diabetes
Tirzepatide Zepbound Weight loss
Dulaglutide Trulicity Type 2 diabetes
Exenatide Byetta Type 2 diabetes
Exenatide Bydureon Type 2 diabetes
extended-release

The differences between GLP-1 drugs include:
- Dosages. GLP-1 drugs for weight loss typically involve
higher dosages than the same drug taken to manage
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diabetes.

How they are taken. Most are given by injection, but
there is one pill option (Rybelsus).

Additional benefits. Some have been found to also
protect the heart, and can benefit people at risk for a
heart attack.

Age. All can be used by adults, but some are also
approved for children.

Tolerance. If your body cant tolerate one GLP-1 drug,
you may be able to try another.

"Ozempic face" as a side effect
of GLP-1 drugs
You may have heard about "Ozempic face" as a side effect of
GLP-1 drugs, though the term is misleading because this can
be a side effect of any GLP-1 drug or any other cause of rapid
weight loss.

The rapid loss of fat in the face can cause:

a hollowed look to the face

changes in the size of the lips, cheeks, and chin

wrinkles on the face

sunken eyes

sagging jowls around the jaw and neck.

If weight is lost in a more gradual way, these changes may
not be as noticeable. It's the faster pace of weight loss that
occurs with GLP-1 drugs that can make facial changes more
obvious.

If "Ozempic face" side effects are significant, they can be
treated with plastic surgery.

Other side effects of GLP-1 drugs
Gastrointestinal symptoms — nausea, vomiting, diarrhea, and
constipation — are by far the most common side effects of
GLP-1 drugs.

+ Nausea can be managed by avoiding strong smells and
eating crackers, mint, or ginger-based food or drinks
about a half hour after taking a GLP-1 drug.

Vomiting can be managed by staying well hydrated and
having more frequent meals in smaller amounts.
Diarrhea can be managed by drinking plenty of water
and avoiding dairy products and high-fiber foods until
symptoms go away.

Constipation can be managed by getting enough fiber in
your diet and drinking plenty of water.

To help avoid gastrointestinal side effects of GLP-1 drugs:
Eat slowly and stop when full.
Have smaller portions.
Avoid being too active immediately after eating.

Less common but more serious side effects of GLP-1 agonists
include:
pancreatitis, an inflammation of the pancreas that
causes abdominal pain
gastroparesis, in which movement of food out of the
stomach is slowed or stopped
bowel obstruction, a blockage that keeps food from
passing through the intestines
gallstone attacks and bile duct blockage.

When to see a doctor
about GLP-1 drug side effects
Most side effects of GLP-1 drugs are not serious. You should
immediately seek medical attention if you have:

severe vomiting and diarrhea

severe pain or tenderness in your belly

inability to pass gas or move your bowels
- jaundice (yellow skin color).

In addition, tell your doctor that you take GLP-1 drugs if you
are having surgery or a procedure that involves general anes-
thesia. Because GLP-1 drugs slow digestion, you may need to
stop taking them a few days beforehand to ensure you have an
empty stomach before receiving anesthesia.



AvemOupntes Evépyeles PappaxkevtIK@V LKEUAOPATOV &
EpBoriov Kitprvn Kapra E.O.®. Pappakosnaypinvnon
Aniooupon - Avakinon ®appakmv amd ta Pappaxkeia

1. AvakAnon ®appdkwy yia Tov AlapiTn Kat Tov
OupeosLdn

28 lavouapiov 2025

J0ppwva pe Tnv avakolvwon amnod tov EBviko Op-
yavioud dappdkwv (EO®), ot maptideg Twv papud-
kKwv JANECLUC FCTABS (50+850)MG/TAB BTx60 kat
JANECLUC FCTABS (50+1000)MG/TAB BTx60, yla tov
OlaBn TN avakaAovvTal JETA Ao OXETIKO EAEYXO, AOYW
ATIOTEAECUATWY EKTOG TIPOdLAYPAPWY KATA TOV EAEYXO
NITpoZauvWy OTO TTAALOLO EAEYXWY OTABEPOTNTAC.

JOppwva pe TNV avakoivwon amnod Tov EBviko Op-
yaviopo ®dappdkwy (EOP), ol maptideg Twv @apud-
Kwv JANECLUC FCTABS (50+850)MG/TAB BTx60 kat
JANECLUC FCTABS (50+1000)MG/TAB BTx60, yla Tov
dlapATN avakahoLuvTal HETA ATIO OXETIKO EAEYXO, AOYW
AMOTEAECUATWY EKTOC TPOOLAYPAPUWIV KATA TOV EAEYXO
NITPOZauLVWY OTO TIAQLOLO EAEYXWY 0TABEPOTNTAG.

«H mapovoa andpaon ekdidetal pe okomd va evi-
oxboel TNV €BeAOVTIK avakAnon Tng mapaywyou
etawpeiac. H etalpeia DEMO S A, w¢ KdAtoxog adelag
KUKAO@POPIag Tou TPOLoVTOG otnv EAAASQ, opeidel va
ETIKOLVWVNOEL QUECA PE TOUG ATIOOEKTEC TOUL KAl va
ATooLPEL TIG CLYKEKPLUEVEG TtapTiOEC amod TNV ayopd.
Ta OXETIKA TIAPACTATIKA TnpoLvTal yla dlacTnua Tou-
Adxlotov evte (5) eTwv Kat TiBevtal umown Tou EOD,
e(pooov {nNTtnNBolV», avaPepeL N avakoivwon.

MapdAAnAa o otnv avakAnon oplopevwy maptidwy

[ &

Q

-

{

€VOC YVWOTOL PapUAKOUL yla Tov BupeoeLdr) Tpoxwpn-
og 0 EBvikog Opyaviopog dapudkwy (EOD), eTteldr| oto
mAaiolo eAeyxwyv otabepdTnTag LTHPEEAV KAToLd aro-
TEAEOUATA EKTOC TIPOSLAYPAPUIV.

Onwe avagepel oe OXETIKA avakolvwon Touv ege-
dwoe, Tpokeltal yia dvo TAPTIOEG TOL PAPHUAKOU
CALCEDEM. To @dppako pelwveL Ta Ta emineda tng
apabopuovng, TIoL ekKpiveTal amd ToLg TAPABLUPEOEL-
oelc adevec.

J0ppwva pe Tov EOd, avakaAeital nmaptida pe aptd-
Lo 2202371A amnod to CALCEDEM twy 90 mg (ETUKaALp-
LEVO e AETITO LpEVLo dlokio BT X 28). AvakaAeital emi-
oneg n maptida pe aptud 2202370F and to CALCEDEM
Twv 60 Mg (eTUKaAuPPEVO pe AeTtTd vuevio Slokio BT
X 28).

Kat ot dvo maptideg £xouv nuepopnviaAngng 06/2025
(lovviog 2025).

nPOION NAPTIAA

SImM22028

HM. AHZHI

JANECLUC FCTABS (S0+850)MG/TAB BTx60
JANECLUC FCTABS (S0+850)MG/TAB BTx60
JANECLUC FCTABS (S0+1000)MG/TAB BTxG0
JANECLUC FCTABS (S0+1000)MG/TAB BTx60

04/2025
10/2025
01/2026
01/2026

SIM22029
SIM23002B

SImM23001

nPOION NAPTIAA HM. AHZHE
06/2025

06/2025

CALCEDEM 90MG EMIKAAYMMENO ME AENTO YMENIO AIZKIO BTx 28 | 2202371A

CALCEDEM 60MG EMIKAAYMMENO ME AENTO YMENIO AIZKIO BTx 28 | 2202370F
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2. Emukatpotmotnpévn ocbotaon yia Heiwon tou
KvdOvouv aAAnAemdpdcewv HeTagh Tou papuakou
yla Tnv anwAeta Bapoug Mysimba kat Twv omiost-
Swv pappakwyv

15 NoepBpiov 2024 | EMA/522805/2024

Katormuy emavegetaong TN apxLkng Tou yvwung, o Eu-
PWTIAIKOG Opyaviopog dappdakwy (EMA) cuoThvel tTnv
eTKalpoToinon tTNS CLPPROVANG, UE OTOXO TNV eAaxl-
oTtomoinon Twy KvdLVWY amod TNV aAAnAeTiOpacn peTa-
€0 Touv PappdkoL yla Tn peiwon Tou Rdpouvg Mysimba
(vaATpegdvn/ Boumpotiiovn) Kal TwY QAPHAKWY ToU
TEEPLEXOLY OTILOELON (CLPTEEPIAAUBAVOUEVWY avaAynTL-
KWV OTIWE N Hopeivn Kat n Kwdeivn, AAAa omioeldr) mou
XpNolyomolobvTal Katd tn SldpKela Tou Xelpoupyeiou
Kal oplopeva gdappaka yia To Brxa, To KpuoAdynua f tn
dldppola).

Ta orioeldn pAappaka evoEXETAL va PNV €X0LV ATOTE-
Aeopatikn dpdon og acBbeveic Ttouv Aappdavouy Mysimba,
KaBwe eva amod ta dpacTIKA cuoTaTika Tou Mysimba,
N VOATpeEOVN, eumodidel TIC OPACELC TWV OTILOELOWV.
Yrdpyel emiong o Kivouvog oTaviwy aAAd coBapwy Kat
duVNTIKA amelAnNTIKWY yia T dwn avTidpdoewy, OTwe
ETUANTITIKEG KploeLlg kal clvdpopo ogpoTovivng (Uia du-
VNTIKA ATEIANTLKN yla TN {wr KATAoTAoN n omola Tpo-
KaAeitatl and tnv vTapén dpa MOAAr oepotovivng oTo
owa), oe avBpwToug Tou AapBdvouy Mysimba padi pe
AAANa pdppaka yia tn Bepareia TG KAaTabALpng Kat ortL-
oelon.

Ma va ehaylotomotnBoLv ot kivduvol, urevBupideTtal
oToug acBevelc kal oToug emayyeApuatiec vyelag ot
To Mysimba dev Ba Tpemel va xpnolJomnole{tal oe ato-
la Tou €xouv €€ApTnon amod Ta omioeldr), oe AToua Tou
AauBavouv Bepameia ge aywvioTES OTILOEWOWY OTIWE N
pueBadovn f n Boumpevopeivn olTe ce ATopa Tou Bpi-
okovTal og Kataotaon ofelag oTePnoNG ano Ta OTLoEL-
on.

> Ta dtopa Tou Xpnotdorotloly Mysimba 6a dobel pia
KApTa aoBevoug yla va TNV €Xouv padl Toug oe OAEC TIQ
TIEPLOTACELG, ETELON N AYn ToU PpapudAKou Ba TpETeL va
dlakorel yia TOUAXLoTOV 3 NUEPEC TIPLV va EEKLVAOEL N
Bepareia pe ta omoeldn, Ta onoia xpnoLUoToLoLVTal ou-
VA yla TNV IpOANYn ToL TOVoUL Kat TN duopopiag katd
TN OLAPKELA XELPOLPYLKWY KAl LATPLKWY ETIEPBATEWV.

Ol MAnpoopieg mpolovtog yla To Mysimba emukat-
POTIOLOVVTAL YLA Va CLUTIEPIAGBOLY AUTEC TIG AAAAYEG.

IIAnpo@opies yra tous acOeveis
To pappako yla TV anwAeta Bapoug Mysimba eival

YVWOTO OTL eumtodidet Tn Opdon TwV OTILOELOWY Pap-
HAKWY (CUPTIEPIAQUBAVOUEVWY AVOAYNTIKWY OTIWG N
Hop®ivn Kat n KwdEVN, AAAWY OTILOELBWY TIOL XPNOL-
goTtolovuvTal Katd Tn SldpKeLla Tou Xelpoupyelou Kal
OPLOPEVWY PAPUAKWY YA TO BrXa, TO KPLOAGYNUA N
TN dldppola). AuTo evbexeTal emiong va odnynoet oe
pla avemapkn dpdon Twv OTLOEOWY PAPHAKWY Ta
oTota xpnotyorolovvTal Katd tn dldpKela Katl Jetd
ano Xelpouvpyeio we pepog e avatodnoiag kat Ine
QVTLHETWTILONG TOU TIOVOU.

Kabe ouvokevacia Tov Mysimba 8a meptAapBdvel pia
KApTa acBevoug, TNV oroia Ba TPEMEL va EXETE TA-
vTa padi oag. H kapta anoteAel umevoouuLon, ya va
evnuepwBel 0 ylaTpoC 0ag o MePITTTWON XELPOLP-
YIKNG emepBaong, OTL xpnotdomnoleite To Mysimba.
O ylaTpoC oag evoexeTal va 0ag CUUBOLAEREL va
otapatnoeTe tn Afwn tou Mysimba yla TouAdxiotov
TPELC NUEPEC TIPLY artod tn dladikaaia.

- Exouv emilong avagepbel omdviec aAAd coBapeg Ta-

PEVEPYELEG, OUUTIEPIAQUBAVOUEVWY  ETUANTITIKWY
Kploewv Kal ouvdpduoL cepoTovivng (uiag duvnTika
AmMeIANTIKNAC yla TN wr KATAoTAoNS N omola TpoKa-
Aeltal amd TNV UmapgEn mdpa TOAANG oepoTtovivne
0TO OWpa) og dtopa Tou AduBavav Mysimba padi pe
pdppaka yla tn Bepareia TG KATABAWWNG Kal oTio-
eLon pdppaka.
E€attiag Tou KivdLVoU auTwy TwV TIApeEVEPYELWY, dev
Ba mpETEL va xpnoluomnoloete To Mysimba €dv exe-
Te £€APTNON ATO TA OTILOELON), €AV AQUBAVETE OPLOUE-
V@ OTILOELON TIOL XPNCLuUoTIoloLvVTal yla Tn Bepaneia
Tou eBlopoL Onwg n pebadovn ) n Boumpevoppivn i
edv Bplokeote oe Katdotaon ofelag otePnong.

IIAnpo@opies yia ToUs enayyeAparties vyeias
AVETIOPKNAC avaAynota Katd Tn dLdpKeLa Tou XELPOLp-
yelou Kal PETEYXELPNTIKA EXEL TIEPLYPAPEL OE avapo-
PEG TIEPLOTATIKWY Kat otn BLBALoypapia oe acbeveig
TIoL AapBdvouy Bepareia pe to Mysimba.

+ 'Exouv mapatnpnBei omavieg aAld coBapeg kat du-
VNTIKA amelAnTIKES yla TN dwn avTdpdoelg, Omwe
ETUANTITIKEC KPLOELC KAl oLVOPOPO oEPOTOVIVNG HETA
ano ouvyyxopnynon tou Mysimba pe €vav cepotovi-
VEPYLKO TtapdyovTa (OTwe oL EKAEKTIKOL AVACTOAE(Q
enavanpooAnyng cepotovivng (SSRIs), ot avacTto-
Aelg emavampooAnyng oepotovivng voperveppivng
(SRNIs) kat Ta otoeldn).

To Mysimba dev Ba mpemnel va ypnolyornondei oe
acbevelc mou elval e€apTnUEVOL ATO TA OTILOELON,
oe aoBevelc ov AauBdavouy Beparmeia e aywvloTeg
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oToeldwy Ta omola xpnoluornolouvtal e e€ApTnon
ano Ta oroetdr) (TLy. pedaddvn, Bourpevopeivn) n
oe acBevelc pe ofela oTEPNon TwV oToELdWY. Edv
UTIOTITEVECTE Xpron oroeldwy, pnopel va yivel pla
efetaon ywa va emBepaiwbdel n k&dBapon Toug, TP
Eekwnoete Beparneia ye o Mysimba.

Ol aobevelc Ba mpemel va TpoesldomolouvTal va
HNV XPNOLUOTIOLOUY TAUTOXPOVA TA OTIOELON UE TO
Mysimba. Edv amnatteitat n xprijon oroedwyv (TLy.
efatiac plag TPOYPAUUATIOUEVNG  XELPOUPYLKAG
eneppaong), To Mysimba Ba mpéemnet va dlakoret yia
TOUAAXLOTOV 3 NUEPES TIPLY va EeKvroel n Bepareia
de Ta otoeldn.

>e meplntwon enelyovoas XEPOLPYLKNG EMEPRACNC
oe aoBevelc Tou evdexopevwe AauBdvouy Beparneia
pe To Mysimba, uTtdpyet o kivouvocg petwong tng Spa-
oNG TWV OTIOELOWV.

IIeproodtepa y1a 10 pAPPAKO
To Mysimba eival eva ¢dpuako mou ypnoldomoteitat
padi pe dlatta kat doknon, yla va Bonbnoet otn dlaxel-
pLon TOL BAPOULC Ot €VAAIKEC TIOL €XOLV TAXUOAPKia
(&xouv delkTn pdlag ocwpatog —AMI- 30 A TeplocOTE-
po) 1 eival umepBapot (€xouv AMY petagy 27 kat 30)
KAl €XOLV ETUTAOKEG OXETL{OUEVES E TO BAPOC OTIWGC
0 dLaBATNG, Ta PN PUOLOAOYLKE, LYNAA eTtimeda AlToug
oto alpan nuywnAn tieon tou aipatog. To Mysimba €Aa-
Be adela kKukAopopiag oTig 26 Maptiov 2015.
MeploooTepeC MANPOPOopPLes yia To Mysimba eival &t-
abeolpeg otn oeAida Touv pappdkou.

IIeproodtepa yia tn S1adikacia
H Emutpor dapuakoemaypumvnong kat AELoAdynong
Kivduvou Tou EMA (PRAC) a&lohdynoe tov kivbuvo Tng
aAAnAemidpaong petTagy tou Mysimba Kal Twv OTioEL-
dWV PAPUAKWY OTO TAALCLO TNG A§LOAGYNONG PLag ETIL-
KaLpoTIoLNUEVNG TIEPLOBLKNG £KBEONG yla TNV A0PAAELa
(PSUR). Qg amotéAeopa tng aglohdynong, n PRAC attn-
Bnke amd tnv etalpeia mov KukAopopel To Mysimba,
Tnv Orexigen Therapeutics Ireland Limited, va uTtoRdAAeL
pia Tpomomoinon Tng adelag kukAogopiag Tou eapud-
KOL yla va avTigetwruotel o kivduvog. H PRAC kat n
Erutporr) dapudkwyv AvBpwtivng Xpnong (CHMP) dev
HTOpeoaV va CLUPPWVACOLY e TNV eTAlpEla OTA Ka-
TAAANAQ peTpa eAayiotomnolinong tou Kvduvou. Q¢ ek
ToUTOU, 0TN cuvavTnon Tou louAiov tou 2024, n CHMP
YVWpodOTNoE amnoppimnTovTag TNV Tpomomnoinan.

Tov AbyouoTo tou 2024, n etalpela Tov KUKAOYOPEL
To Mysimba attiBnke tnv emnavegetaon TNG YVWENG

Tou OpyaviopoL. Katd tn dldpkela TnG enaveseTaonc,
n PRAC emavaglohoynoe ta dlabeoiya dedopeva kal
ZnTnoe TN CUUBOLAR amod pla opdda eumelpoyVwWHO-
VWV TIOL oupunepAduBave laTpolg ye eldikevon otnv
avatoBnaotloAoyia, TNV maxuoapkia kat TN QapPAKOAO-
yla kKaBwe emiong owkoyevelakolg ylatpoug Kal eK-
TIPOOWTIOUG TWV acBevwy. Katd tnv oAoKANpwon tng
enavegetaong, n PRAC kat n eTaipeia cupgwvnoav va
E(PAPPOCOLY HEPLIKEG AANAYEC OTIG TTANPOPOPLES TIPOL-
OVTOC Kal va EL0AYOLV Jia KApTa yia Tov achevh we eva
ETUTTPOCOETO YETPO YLa VA EAQXLOTOTIOINBOVY oL Kivou-
vol TNG aAANAeTidpaong peTagy tou Mysimba kat Twv
OTILOELOWY PAPUAKWV.

H CHMP emukOpwoe TI¢ ovotdoelc tng PRAC kau
yVwpodoTnoe BeTIKA yla TNV Tpotornoinon. H yvwpodo-
tnon tn¢ CHMP Ba otaiel mAgov otnv Evpwnaikr Em-
TpoT), N omola Ba ekdWOoEeL Pia TEALKNA andgacn n omota
Ba epappootet oe OAa Ta Kpdtn MeAn tng EE og evBeTO
XPOVO.
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NEKPOAOYIES

KAOHIHTHZ OEPANEYTIKHZ ZMYPIAQON A. MOYAOIIOYAOZ

0O Xmupldwv MouAoTiouhog vevvnbnke otnv ABriva to
1926. Xovdace otnv latpikr ZxoAn tou MNavemotnuiov
ABnvwy, arogoitnoe to 1950 Kat To 1953 avayopeudn-
ke dLoAKTwWp. EdikevTNKe otnv MNadohoyia-Kapdlohoyia
Kal 6ladoyIkA LTINPETNOE OAeC TIC PBaBuidec tTng aka-
dnudaikng tepapxlag amd Bonbog, emueAnTnS TG Bepa-
TeuTIKAS KAWIKAG Tov Noookoueiou «AAEEAVOPa» EWC
TAKTIKOG Kabnyntng, to 1972. Emiong dietéAlece Mpo-
edpoc TNC latpikng XxoAng (1980-1981), Avtumputavng
Tou Maveruotnuiou ABnvwy (1981-1982) kat Mputavng
(1982-1983). Tnv tepiodo 1960-1962 petePn otnv KALVIKNA
KA{BeAavT Twv HIMA OTIou acxoAnBnKe e TNV £peuva TS
BePATEVTIKAC QVTLHETWTIONG TWVY TEAIKWY oTadlwy Twyv
kapdlomabelwyv. AlakpiBbnke oe dlebveg emimedo yla tnv
omovdaia epevpeon Tou, avTr TG EvboapTikng AvTALaG.
AIKAG TOL €MVONONG LTPEAV TIOAAEC AAAEG pEBOOOL
uTIoRONBNONG TNG TIACKXOLOAG KAl AVETIAPKOUS Kapdldg,
OTIWGC Kal TeEXVNTEG Kapdlakes BaABideg mou umopet va
ToTobeTNBOLY Ywplc eyxeipnon. O MouAdtouvAog Ole-
VIPYNoE TNV TPWTN OTEQAVLALOYPAPia TIAYKOOUIWS, va
XPOVO TIpLY TNV epappoyn Tng otig HIMA. Eykateotnoe tnv
TPWTN otnv EAAASa Movada Evtatiknc Ogpaneiag nado-
AOYLIKWY VOONHATWY, OTIWE Kal TNV ipwtn Movada Eyke-
PCaAKWY Emelcodiwyv. Aleteheoe Mpoedpog Tov AvwTa-
Tou Yyelovopkol ZupBouAiou Tou Ymoupyeiou Yyeiag,
AvTipoedpog Tou ZupBouAiov Epsuvwy Tou Ymoupyeiou
AvATTTLENG, AVTUTPOEDPOC TOL ALOIKNTIKOU YUPBOUALOU
Tou Qvaceiov Kapdloxelpovpylkol Kevtpou kat [Mpode-
0pOC TOL ALOIKNTIKOU ZupBoLAiou Tou Nocokoueiou AAe-
€avopa. O MouAoTovAog ATAV AVTETIOTEAAOV JEAOC TNG
FaAAKAG latpikng Akadnuiag. To Maverotruio Tng MNouv-
TA TOV avaknpuge eriTigo ABAKTOpA Twyv EmoTnuwy,
evw n EAANvIk: KapbloAoyikn Etalpeia kat n FaAALKn

Kapdlohoyikn Etalpeia enitigo pehog toug. To dnuogt-
AEC KAl APTLO cLYYPAUUA TOL OePAMEVTIKN EoWTEPIKWY
Noowv KukAopopnoe to 2017 oe dekatn ekdoan. O Mou-
AOTIOUAOG, YVWOTOC SlEBVWE yLa TO EPYO TOU, EVETIVEUCE
€KATOVTAOEG LaTPOUG Kal dlapdppwaoe TNV Epeuva oTnV
KapdloAoyia otnv EANGOQ.

0 Kabnyntng BepameuTikng Zrupidwyv A. MovAomou-
AOG NTav JEAOC TNG ZUVTAKTIKAG ETUTPOTAG TOu TEPLodL-
KoL «EAANVIKN laTpkn) ErBewpnon the hjm» kat Zuvtovi-
OTNAG TOUL TPWTOUL PATTOL YUUTIOGIOL TIOL dNUOCIEVTNKE
OTO TIPWTO TEUXOG TOL TEPLOOIKOU «EAANVIKY latpikn
EruBewpnony.

0 KaBnyntng Zrupidwy A. MouAoTouAOCg, £ypaye To
TPWTO TPOAOYo KaBnyntr), otn mpwtn ceAida Tou ept-
001koL «EAANVIKE laTpikr) EmBewpnon», 0TO TIPWTO TEL-
XOC TOL TIEPLOBLKOD .

To TpWTO MAMTO ZLPTOOLO, PE TO YEVIKO TITAO : «O&L
EppPaypa uokapdiouy, e TN CUPHETOXN Kopugpaiwy Ka-
Bnyntwv Maboloyiag - Kapdloloylag, Twv : ( Katd celpd
dnuooleloEWG TWV APBPWY - EPYACLWY TOUG OTO TEEPLO-
BIkd «EAANVIKN laTpikr EmBewpnon» ) ¥.0.Tovpavidng,
[.M.Aekdkng, 2T.Pokag, I.N.Navag, AA. X16epng, A.FMrou-
(ag, 2.2TapateAonouviog , Xp.AdAag, Av.K. Motevog, MNM.N.
AdapoToUAOC , SNPOCLELBNKE OTO TMPWTO TEVLXOC TOU TiE-
pLodLkoU «EAANVIKA laTtpkn ETBewpnon» to 1986 .
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KAOHIHTHZ NE®POAOTIAZ - METABOAIKQON NOZHMATOQN
NIKOAAOZ MAAIAZ

Tnv 1n Avyovucotou aneBiwoe otn Maoaxovoetn Twv
HIMA o JLaKEKPLPEVOG LaTPOG, O0Tov KAAdo TNnG Negpo-
Aoyiac-MeTtaBoAlkwy Noonudtwy, NikoAaog Madldg.

O ekAmwy yevvnonke otn Zdpo To 1944. Anogoitnoe
amno TNV latpikn 2xoAn Tou EBvikoL Kat KamodloTplakol
Maveruotnuiov ABnvwy To 1968 w¢ LTIOTPOPOG Tou IKY.
YT ouvexela, UeTeRn otig HIMA otou petekmnaldelTnKe
otnv EowTtepikn MabBoAoyia ota Noookopeia Waltham-
Weston kal Caritas St. Elizabeth's tng lMoAtteiag tng
Maoayouvoetng. OAoKANpwaoe TNV eknaidevon tou, ue
€PELVNTIKN LTIOTPOYLa oTO avTikeipgevo TNG Ne@poAoyi-
ag, oto MNaveruotnulakd Noookopelo Tufts-New England
Medical Center Tng latplkng ZxoAng tou Maveruotnuiov
Tufts. 210 (610 Taverotr Lo Tponxen to 1980 otn Bad-
pida Touv AvamAnpwtr Kabnyntr kat To 1988 otn Bab-
pida tou Kabnyntn MaboAoyiag-NeppoAoyiag, evw amno
TO 1982 pexpt To 1999 vmnpeTnoe WG AleuBuvTnC NS
Ne@poAoyiknc KALviknG Tou Maverotnuiou. Emetta amno
N dladoykn avaAnyn onUavTkwy BECEwWY, UTINPETNOE
amno 1o 2010 we Koopntopag Akadnuaikwy YToBeoswy
NG latpkng 2xoAng tou Maveruotnuiou Tufts yia To la-
TPLKO KevTpo Caritas St. Elizabeth's. Zuyxpovwg, kateixe
Vv Edpa EowTteptkng MaboAoyiag Maurice S. Segal MD
NG latplkAg 2xoAng tou (dlou Maveruotnuiou.

Yrip€e evag dleBvoug eruNG KAWVIKOG LaTPOg, EPEL-
VNTNG Kat S3AoKaAoG oTo avTtikeipevo tng NegpoAoyiag.
Mpooepepe TIG vTNpeoieg Tou oe XIALAdeC aoBevelg
amno OAn TNV MoALTela Tng MacayxovoeTng, AAAd Kal amod
OAO TOV KOO0, CUUTIEPIAQUBAVOUEVWY Kal TIOAAWV EA-
Avwv. Q¢ epeuvnTNG PEAETNOE TN PuCLOAoyia Kal Ta-
Bopuaololoyia TG 0eoBactkng Wwopporiag, Kabwe Kat
TNV OOLOOTAGCA TWY NAEKTPOAUTWY, TOCO O OPYAVLKO
000 Kal 0€ LTIOKLTTAPLKO Kal HopLako eminedo. ETumAe-

ov, HeAeTnoe TNV Taboguaololoyia kat Beparmeia Twv
UTEPTACIKWY dlatapaxwyv. O Kabnyntng Madlag eixe
dlaTnpnoeL oTevoug OeopoLS Pe TNV EAANVLKN LATPLKN
KOWVOTNTA, EVW OTNPLLE evepyd TNV EAANVLKT OOYEVELQ
OTIC Hvwpeveg MoAtteieg kal 1dlwe TNV EAANVIKN eK-
KAnola Tng ApepLKAG.

H epeuvnTikr Kal oLYYPAPLKT) CLVELGPOPA TOU EKAL-
TIOVTOG ETUXE HEYAANG avayVvwpLlong Kal armeoTmace To-
AudplBueg dlakpioelg kat BpaBevoelg. MeTaglh dAAwWY,
avayopelTNKe w¢ emiTipog dLdAKTOpAg TwV laTplkwy
2O WV Twv Maveruotnuiwy ABnvwy, lwavvivwy, Ma-
TpWV Kal Becoalovikng evw NTav eriokentng Kabnyn-
TNC o€ TOAAA 1dpLATA TOL EEWTEPLKOL OTwe oTa Ma-
veruothula MevouABadviag, KaAupopviag, To MNMoAltelako
Maveruotiuo tng Neac Yopkne katl To MNMavermothulo
Yale. AleTéAece PENOC TIOAAWY ETUOTNUOVIKWY ETAL-
peLWV OTwGe tTnNg Apepikavikng Etatpeiag NegpoAoyiag,
¢ Eupwmaikng Etapeiag KAwiknc Epguvag, Tng Aue-
plkavikng Etalpeiag duolohoyiag evw uvmnpge PeAog
TNC OLUPBOUVAEUVTLKNG CUVTAKTIKNAC opdAdag TIOAAWY ETuL-
OTNUOVIKWY EKOOOEWYV. ETUTIAEOV, €lXE CUUUETACKEL WG
OHIANTNAG, ETELTA Ao TIPOOKANCELG, OE TIOAAA cuvedpLa
0TO eEWTEPLKO OAAA Kal oTnv EAAAdQ, 6TIwe og ouve-
dpla TN EAANVIKAG Etalpeiag Yreptaong tng latpikng
Etalpeiag ABnvwyv kat TnG EAANVIKAG Ne@POAOYIKNAG
Etalpeiac amd to 1986 pexpl 1o 2018. Yuyueteixe 6
evepyd oTnv opydvwon Tou 9ou Yuvedplov NG EAAN-
VIKNG Ne@poloyikng Etalpeiag to 1996 wg emitipog
Mpoedpog. Ot dnuUocLlelOELG TOL €XOLV LYNAO delkTn
amnXNong Kabwe To €pyo TOL PvnuoveLETal amod TEPLO-
00TepPOLG amo 17.000 epeuvnTEG.

MNpoocepepe, mapdAAnAa, upnAoL Babuol ekmatdevon
oTn OLedbvn LaTPLKA KowvoTNTA, 0To TTAaioLo TNG omolag
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peteknaidevoe otnv edkoTNTA TNG NE@poAoyiag To-
ALGPLBPOLE LATPOVG-CLUTIEPIAAUBAVOUEVWY KAl EAAN-
VWV-TIOANOL €K TWV OTIOlWV €XOLV AABEL CNUAVTIKES OL-
aKPIOELC KAl KATEXOLY £EEXOVOEG AKAdNUAIKES BECELG
OTNV aueplkavikn kat dledvry emoTnUOVIKA KOWOTNTA.
‘EAaBe TOAAEC pveieg aploteiag yia ) dtdaokaAia Tov,
KaBw¢ kat To BpaBelo Alakekpigevou Kabnynth, amod

NV latpikn ZxoAn tou Mavemotnuiou Tufts. Afloonuel-
wTNn elval kat N TWPNTIKA dldkplon Tou €AaBe TO €T0G
2018 amo tnv EAANVikr) Negpohoyikr) Etalpela, otnv
omola eixe ekAeyel we emitipo peAog ano to 2004, yia
NV TPocPopd Tou oTnV ekmaidevon Twv EAANAvwy Ne-
(PPOAOYWV.

KAOHIHTHX KAPAIOAOIIAZ TEQPI'10x AOYPIAAX

0 kaBnyntng Mewpylog Aoupidag umrple OlakekplLue-
vOG KaPOLOAGYOC Kal akadnuaikog, e onUAvTIKY Cup-
BOAN OTNV LATPLKN ETUOTAMN Kal TNV ekmaidevon. Ymn-
peTNoe W¢ Aleubuvtng e A Kapdlohoyikng KAWIKAC
Tou lMaveroTnulakou Mevikob Nocokopeiov AXENMA otn
©ecoalovikn, OTIOL TIPOWBNCE TNV €peuva Kal TNV KAL-
VLK TIPAKTIKA oTnv kapdloAoyia. To €peuvnTIKO TOU
€pYOo, 0 KABNyntNg Aouvpidag eotiace otn PeAETN TNC
HETABANTOTNTAG TNG KAPSLAKAG cLXVOTNTAG KAl OTN KN
YPAUULKN avAALoN WS TIPOYVWOTIKOUG OelkTeC O Bape-
WG TIAoXoVTEG aohevelg.

=

H epappoyn mponypevwy TeXVIKWY enegepyaoiag
BloonuATwy cuveBAAE OTNV KATAVONON TNG AAANAET-
dpaong Tou cLUTABNTIKOU KAl TIAPACLUTABNTIKOVU CUu-
OTAMATOG OToV Kapdlayyelakd EAEYX0, TIPOCPEPOVTAG
VEEC TIPOOTITIKEG OTN dldyvwon Kal Bepaneia Kapdla-
KWV TIabroewyv.

H nyeola tou otnv A" KapdloAoytkr) KAk tou AXE-
MA xapaktnplotnke amod tnv mpowbdnon TG £peuVAg
Kal TNG ekmaidevong, cuuBAAAOvVTAC OTNV avaBaduion
TWV TIAPEXOUEVWYV LTINPECLWY LYELAG Kal oTNV Tipowon-
0N TNS KAPSLOAOYIKNC ETILOTAKNG OTNV EAAASQ.
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Avackomnon HEAETWYV yLa TNV EVOOEYKEWPAALKN atjoppayia
otn COVID- 19

NIKOAAOZ M. MAPIOX', ANAPEAZ ITYAIANOX MEINTANOMOYAOX', AHMHTPIOX ®IAIOIAQY?, IQANNHX EANOYA?
"Tuhpa latpikig, Mavenmotipio Natpov

2NeupoAoyikh KAwvikn, Maveniotnpiaké Noookopeio MNatpiv

J Clin Neurosci 89: 271 -278 . doi: 10.1016/j.jocn

Ewcaywyn: H tavonuia Tou Kopovolol €XeL aoKroeL HeydAn Tiieon ota dnudola cuoTAPATA Lyeiag Taykoopiwe. H kata-
vonon Opwe TG vooou oAogva kal BeAtiwveTal. H COVID-19 mpokaAeital amnod tov kopovold SARS-CoV-2 (severe acute
respiratory syndrome coronavirus 2). O 16¢ auTog, HETAOOOUEVOC AEPOYEVWG I WC ATTIOTEAECUA ETIAPNC UE HOAUOUEVEG
ETUPAVELEG, TIPOCOEVETAL OTOUC UTIOBOXEIG TOL PETATPETITIKOU £v{UUOUL-II TNG ayyetotevoivng (MEA), elogépxeTal ota
KUTTAPA Kal T(POKAAEL KLTTAPLKH BAARN.

H véoo¢ umopetl va xapaktnpidetal amnod anouoia agloAoywY CUUTITWHATWY £wWE TO cLVOPOUO oelag avamveuoTIKNAS
duoxepelag (ZAA) kal TNV TIOAUOPYAVIKH aveTtdpKeLld. Ta CUPTTTWHATA £ival SUCTNHATIKA AAAG apOpOLV KLPLWG TO ava-
TIVELOTIKO oVOoTNUA (TVPETOC, ENPOS Brixag, duotvola, Kakouxia Kal KE@AAAAyia). Avapopikd He TO VEUPLKO GUOTNUA,
Ol OLXVOTEPEC ApXIKES EKONAWOELS elval N avoopia kat n duoyeuoia oe cuxvoTNTa €we Kal 80%. Bapews MACKOVTEG
aoBeveic eppavidovy eyke@alomdbela oe ONUAVTIKO TIOCOOTO. AANEG OTIAVIEG VEVPOAOYIKEG EKONAWGCELG AMOTEAOLV
To ouvdpopo Guillain-Barré, N unviyyoeyke@aATda, oL YEVIKELHEVEG HUOKAOVIES KAl OL ETUANTITIKES Kploelg. H evdoe-
YKEPAALKT aoppayta (EEA) eival emtiong omavia aANd KaAd TEKUNPLWPEVN ETUWTAOKN TNG VOoou. MNMpooBallovTal Kat
AAAC Opyava Kal CUCTAPATA OTIWG TLY. N Kapdld (HuokapdiTida, mepikapditida), To puikd cuoTnua (Huooitida, yevikeu-
pevn puikn aduvapia) kat GAAa, ota TAaiola TN CUOTNPATIKAG KLVNTOTONoNG TOL KATAPPEAKTN GAEYUOVAC Kal TNG
YEVIKEVEVNC TIPOCROANG Tou evboBnAiou.

ITOX0G: 2 TN HEAETN ALTH avalvBnkay 217 TIEPLOTATIKA KATAYEYPAUUEVNG EVOOEYKEPAAIKAC alpoppaylac o acbeveic
pe COVID-19, pe otoxo Tn dlepelivnon TNG ALTLOAOYIAS TWV AloppayLlwy, KaBwe Katl TNV KAaTaypagr TG KAWVIKAG ELKO-
vag, TNG Tomoypaglag Katl TG ekBaong Twv TMEPUTTWOEWY QUTWV.

M£0060g: To Pubmed kat To Google Scholar xpnotuorotenkay wg media avadrtnong yLa ToV EVTOTUOUO OXETIKWY [e-
AETWV Kal ApBpwV (A£EeLG KAeLOLA: COVID-19, evOoeYKEPAALKH, EYKEPAALKN, aldoppayia) H apyikni pag avaZhtnon arne-
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dwoe 2365 anoteAeopata, anod Ta oroia eTuAexdnkav 36 HEAETEG Pe BACN TA KPLTHPLA EVTAENS OTNY AvVAoKOTINGT Hag.
AmnoteAéopata: EvTomioTnkav CUVOALKA 217 TIEPITTWOELG EVOOKPAVIAKAC alpoppayiag (umapaxvoetldng atpoppayia,
TIPWTOTABNG eVOOKOIALaKN alpoppayia, urtookAnpibla alyoppayia), ek Twy omoiwy Ta 188 meplotatikd EEA. Ot mept-
TITWOELG ALTECG avaAlovTal oToV Tiivaka 1.

MNivakag 1
MAPAMETPOI AMOTEAEZMATA IHMEIQZEIX
Enintwon 0,25% (106/43,137) Agopd voonAeudpevoug acbeveig
HAwia kat poro Atdpeon nAikia: 58 (e0pog: 52-68) dUAO: 64% avbpeg
lotopiko aptnplakiic unéptaong (AY) kat tponyneica 52% (45/87) acbevelc pe AY kat 75% (88/118) aobevelg pe mponyndeioa
Mpn avTLmnKTKwv XPON QVTUTNKTIKWY
Elcaywyn o€ povada evratikig 8epanciag (MEO) mpv 64% (73/115)
v ekdijAwon EEA
Awdotnpa ano apyi supmtwpdtwy COVID-19 éwg 1 €wgq 32 nuépeg (6Lapeon Twn: 19,5 pepeg)
Siayvwon EEA
Attiohoyia Kat ToToypapiKij EVIOTILON Attiohoyia:79% (149/188) mpwronabng15,4% (29/188) aloppaytkn Ave€apThTwG LTIAPENG TapayovTwy
LETATPOTI LOXALPLKOU ayyelakol eyKepahlkol emeloodiov (AEE)3,7% KLvo0voU

(7/188) amatokn BpopBwong eykePaAkwyv eAeBwv1.6% (3/188) andtokn
eykepahitidag-eykepalonddelag Tonoypapikn eviomnion (avapopd oe
114 and T1¢ 188 meptwoelg)56% 0toug eykepahikoug AoBougé,1% ota
Baotka ydyyAlal1,4% oe utiepoknVIdLakeS MePLoXEQTT,4% o€ UTIOOKNVIOLAKES
TEEPLOXECB, 7% TIONUEDTLAKAD, 1% OE TEPLOXES EKTOC TWV EYKEPAAIKWY NOBWV

OvnrotnTa 52,7% (49/93) Evbo-voookopeLakn

Jupgmepdopata: H EEA eival omdvia, aAAd ametAnTikn yia tTnv {wr eTUAOKH TG vooou COVID-19. Xta dpbpa Tou pe-
AeTnBnKay, N emtintwon kupaivetat ano 0,14% ewg 0,86% el Twv voonAguopevwy acBevwy pe COVID-19 kat eival oa-
(WG AVWTEPN Ao TNV AvTioToLXN 0TO YeVIKO TANBuopo (0,0246% avd £€Tog). H avgnuévn emimtwon tng EEA atoug av-
dpeg (64%) avtikatomTpidel kat ovalav TNV avTioTolyn LTIEEPOXT TOL AVOPLKOU (PUAOU GTO GUVOAO TWV VOONAEVOHEVWY
aoBevwy ye COVID-19 kat wg eK TOUTOL SV UTIOOEIKVUEL TO QVOPLKO PUAD WG TIAPAyovTa Kvouvou ekdnAwong EEA.

Mpodlabeoikoi apdyovteg ekdrnAwong EEA aroteAolv n AY, n eloaywyr otn MEG kabwg Kal n Beparneia pe avtl-
TINKTIKA (n ottola didetal mpoAnmTikd o aoBeveiq pe SARS-CoV-2 oTic MEG Adyw TNG UTIEPTINKTIKAC KATAGTACNG TIOU
TIPOKAAEL 0 10G). EvEexopgvwg Kal AANOL TTapAyovTeg KivdUvou yla EEA Ba mpémel va AauBdavovtal urtoyn, aAAd dev
avaeepBnkav arod TLG PEAETEC TIOL £EETACTNKAY. H VOOOG TWYV UIKPWY ayYELwY (0UVNBECTEPA EYKEPAALKN AUUAOELSL-
Kr| ayyelomdtela), Ta aveuplopata, ol apTnPLOPAERWOELS SUOTTIAAGIEG, OL GYKOL TOU EYKEPAAOU, N KATAXPNON AAKOOA
KaL N YEVETLIKN TipodldBeaon Ba pmopovoay eTiong va 6ewpnBoly w¢ TIAPAYOVTEG TIOU CUMBAAAOUY. ZNUELWVETAL TIWC
n EEA oto mhaioto Tou COVID-19 €xel ouUOYeTIOTEL e €va acLVNBLOTO HOTIRO EYKEPAALKWY UIKPOALUOPPAYLWY OTOUG
Bapewc doxovteg acbeveic. Emiong, apd To yeyovog OTL OL TIEPLOCOTEPOL ATO TOUG ULOOUG aoBeveig elxav LOTOPLKO
AY, n TAelopnela aventuée EEA oToug eyke@aAlkovg AoBolg avTi TNG cLVABOULG EVTOTIONG OTA BACIKA YAayYALQ.

O ¥povog PETALL €vapEng TwV cLPTMTWHPATWY TG COVID-19 Kal tng dldyvwong EEA kupaivetal getagy 1 kat 32
nuepwv (dldaueon Twn: 19,5 pépeg). AuTr n peTaBANTOTNTA Ba PTtopoLoe va eENynBel eV HEPEL amd TNV KATAGTOAN TOU
KNX pe Tnv emakoAoudn aduvapia Tikovwviag Twy acbevwy Tou elodyovtal otic MEBG, n omola amokpUTTEL TA TUTIL-
KA ouurttwpata tng EEA. O KAWVIKOC LaTpog Ba TIPETEL va €XEL KATA Vou Ty TuBavotnta EEA os acBevelc e coBapn
COVID-19 mou elodyovtal otn MEG kat urtoBdAAovTal og Bepareia e avTmnKTKA.

H Bvntotnta unoloyiotnke og 52.7% , Opwg dev eival capeg eav n EEA oxeti¢etat apeoa pe tnv COVID-19 1) avTika-
TOTTPEL TNV OUTWG 1 AAAWG TIOAD LYNAR TIoL TTapatnpeital oe acbevelc oe copapr) KATAoTAON.

Juumepaouatikg, N EEA amotelel omavia aAAd coBapn ETIITAOKN KATtd TN voonon arnd COVID-19, e upnAod TT0CO0TO
BvntotnTag. MNepav TG MapoLciag TUTIKWY TTapayovTwy Kivouvou EEA omwe elval n apTnplakr) umepTaon, N eloayw-
yr otn MEO kal n xopriynon avIuinKTIKWY, aiveTal wge o (010 0 SARS-CoV-2 gumAekeTal TABOPUCLOAOYIKA OTNV
ekdNAWON TNG. AUTO LTIOBEIKVUETAL ATTO TNV LOLATEPN TOTIOYPAPLKN EVIOTION TWV MEPUTTWOEWV EEA, Kuplwe oToug
EYKEPAAIKOUG AoBoUG, 0 avTIOLAGTOAN UE TNV UTIEPTAOLKH APTNPLOCKANPWON.



IIpooexn Iatpika Xuvedpia, Emotnpovikes Iarpikes
ExOnAmoets omnv EAAada ka1 10 E§mtepiko.
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230 MaveAAnvio AtaBntoAoyiko Xuvedpro,
EAAnvikni AwapntoAoyikn Etawpeia, 26/3/2025 - 29/3/2025
€evodoyelo Divani Caravel, ABrjva

Katactpowpikd Xvppapata otn Matevtikn & lNovat-
Koloyia, 5/4/2025, A" MaleuTikn & MNvatkohoykr KAL-
VLK EKIMA Teviko Noookopeio AAEZANAPA, EAANVIKNA
Etalpeia Meptyevvntikng latpikng, Atbovoa N.Aovpog,
Noocokopeio Mntepa, ABrva.

300 Etriowo Zepivapio Tuvext{opévng latpikng Ek-
nadevoswg «FNA O EvayyeAiopog», Evwon Ermuotn-
HovikoU [lMpoowrtukod Nocokopeiov «O EvayyeAt-
opoG» , 7/4/2025 - 11/4/2025, Appioeatpo NA «O
EvayyeAlopoc», ABrva.

58n Etnola Oepameutikl Evnuépwon, A" Maidia-
Tpwkn KAwikn EKMA Maidwv H Ayia Zowia, EOYTIE,
26/4/2025 - 27/4/2025, Meyapo AleBveg 2uvedplako
Kevtpo ABnvwy, AppiBeatpo Anuntpng MnTpormou-
Aog, ABrva.

510 Etnjoto MaveAAnvio latpiko Xuvedpulo, latpikn
Etaipeia ABnvwyv, 22/5/2025 - 24/5/2025, Meyapo
ABnvwv AleBveg Zuvedplako Kevipo ABnvwy, ABrva.
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100 MaveAARvio Zuvédplo HPV, EAAnvikn Etaipeia
‘Epeuvag & AvTipgeTwmiong tou lod Twv OnAwpdtwy
( HPV), 23/5/2025 - 25/5/2025, cevodoxeio Crowne
Plaza, ABrva.

30 MaveAAnvio Zuvédplo EAANvikAG Etaipeiag Wn-
plakng latpikng, EAAnvikn Etaipeia Wneplakng la-
TPWKNG, 30/5/2025 - 1/6/2025, cevodoyeio AMALIA,
ABrva.

Néeg Texvoloyieg otov Zakyapwdn Atapntn, MaveA-
Mjvia Etatpeia Awatpowng, EAAnvikn AtaBntoAoytkn
Etawpeia, 13/6/2025 - 14/6/2025, Eevodoxeio Golden
Age, ABrva.

280 MaveAAnvio Xuveédpio Awmidioloyiag, A6npo-
okApwong Kat Ayyelakng Nooov, EAAnvikn Etatpeia
Auudioloyiag, ABnpookAnpwong Kat Ayyetakng No-
oov, 26/6/2025 - 29/6/2025, tcvodoyxeio Elite, Kaha-
pata.

60 MaveAAnvio Zuveédpio Mateutiking Kat Nuvaiko-
Aoyiag, Evwon Matevtinpwyv MivatkoAoywv EANGS0G,

2/10/2025 - 4/10/2025, tevodboyelo Athens Royal
Olympic, ABrva.

Neotepeg €€ehielgc otnv Eowtepikn Maboloyiq,
MaBoloyikn KAwikn Mavemotnuiakot Mevikod No-
ocokopeiov Matpwy, latpikn Etaipeia Avtikig EA-
Aadog kat Mehomovvioou, 10/10/2025 - 11/10/2025,
Yuvedplako kal MoAttlotikd Kevipo lMaverotnuiov
Matpwy, MNdtpa.

140 MaveAAnvio Zuvedplo Xelpoupyikng Maxvoap-
kiag, EAAnvikn Xewpoupyikn Etalpeia Mayvoapkiag,
3/10/2025 - 5/10/2025, >uvedplakd & MOALTIOTIKO Ke-
vTpo MNaverotnuiou Matpwy, MNatpa

XVI Etriolo Zepwvdplo AvooomaBoloyiag- Psvpato-
Aoyiag, Pevpatohoyikd Tunpa MaBoloyikng KAt-
viki¢ Maveruotnuiov Matpwv, EAANViKO Kévtpo
Ekmnaidevong EmayyeApatiwv Yyeiag, 21/11/2025 -
23/11/2025, cevodoyxeio Kalavrita Canyon, KaAdaBputa.



