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Different clinical phenotypes among CA subtypes

Apolipoprotein Al cardiac amyloidosis
Right sided
cardiac disease

Laryngeal Multisystem
involvement involvement

Family history

® —

_ Aulel Trule
o N

Apolipoprotein AlV cardiac amyloidosis

Classical imaging features of

Male predominance cardiac amyloidosis

AL cardiac amyloidosis

Classical imaging features of
cardiac amyloidosis

Macroglossia

~ Multisystem
@ involvement

Nephrotic syndrome

ATTR cardiac amyloidosis

Classical imaging features of

Mal dominan : .
bl oy cardiac amyloidosis

Polyneuropathy |,
(hATTR)

: : ] )
Family history
(hATTR) ’ ‘

loannou et al, Circulation: Cardiovascular Imaging 2023
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oog Increasing awareness for cardiac amyloidosis \,\(@
NAC, UK 50 Our experience
o W Total number of referrals (excluding AL-amyloidosis
1400 [ Patients diagnosed with ATTR-CA —
B Patients whereby ATTR-CA was excluded 5
ﬂ 1,200 [2)
K] c 40A
g 1,000 § _'q—_,')
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Year
loannou et al. Circulation 2022;146:1657-1670 EKKAN archive



. D)
Prognosis of ATTR-CM at a global level (@ﬂ/

C D Continent Patients (n) Survival (95%Cl)
Asia 128 —t e 0.782 [0.700; 0.864
. Oceania 12 0.850 [0.686; 1.000]
o ATTR 2-year survival Europe 14,061 % 0.726 [0.695; 0.758]
B 20 N. America 2.919 0.749 [0.712; 0.787]
2 S. America 43 e B 0.780 [0.662; 0.898]
w15 | | Sxa . :;73;—-—0 ’— 0.631[0.412; 0.851]
© vera : 0.733 [0.709; 0.757]
3 10 nfa. 10 09 08 KO 6 05 05 06 0.7 0.8 09 1 =97%, p<0.01
o 5 Survival Q =5.05, p=0.40
=
2

2005
2007
2009
2011
2013
2015
2017
2019
2021

B| country Survival (95%Cl) (n)

UK 0.73 (0.70-0.76) 9204
USA 0.75(0.71-0.79) 2919
France 0.65 (0.60-0.73) 2293
Sweden 0.62 (0.58-0.72) 994
Germany 0.84(0.79-0.89) 564

Italy 0.73 (0.63-0.84) 555
Spain 0.80(0.64-0.96) 332
Austria 0.83 (0.74-0.93) 112
Japan 0.75(0.59-0.92) 58
Israel 0.82(0.72-0.92) 47
Brazil 0.78 (0.66-0.90) 43
China 0.61(0.35-0.87) 23

Australia  0.85(0.69-1.00) 12

Denmark 0.71(0.31-1.00) 7

n/a 0.63 (0.41-0.85) 441
Between countries: Q=67.8, p=4.8x10 Antonopoulos AS et al Eur J Heart Fail. 2022 Sep;24(9):1677-1696
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ATTR-CM: diverse phenotypes

| ATTR Non-typical ATTR
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European Society
of Cardiology

European Journal of Heart Failure (2022)
doi:10.1002/ejhf.2589

RESEARCH ARTICLE

Prevalence and clinical outcomes of
transthyretin amyloidosis: a systematic review
and meta-analysis

Alexios S. Antonopoulos?, loannis Panagiotopoulos?, Alexandrina Kouroutzoglou?,

Georgios Koutsis?, Pantelis Toskas', Georgios Lazaros', Konstantinos Toutouzas’,
Dimitris Tousoulis', Konstantinos Tsioufis', and Charalambos Vlachopoulos™

Antonopoulos AS et al Eur J Heart
Fail. 2022 Sep;24(9):1677-1696

Prevalence of cardiac amyloidosis in various subgroups

. sample Studies
Population type
P yp size(n)  (n)
Bone scintigraphy 21,841 4
(non-cardiac indications)
Carpal tunnel syndrome 56,443 5
Chest pain unexplained 255 2
HCM phenotype 2,276 4
Unexplained LVH 886 2
Aortic stenosis 1,498 9
Heart Failure o 190,696 14
TTR mutations 1,869 8
Elderly post-mortem 56 1
Extra-cardiac amyloid 92 1
Suspected CA 1,970 11
0 20 40 60 80 77882 62

Cardiac Amyloidosis Prevalence (%)

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens
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Greek REgistry for Cardiac Amyloidosis in TAVI patients: GRECA-TAVI (@

N\
2024 Repo™t Total AS patients enrolled: 185
janua®y ATTR positive patients: 22
1509 141
125—
- Centers to start enrollment soon
100 v’ Attiko University Hospital

v" Interbalkan Medical Center
v" Onaseio CSC

N° of patients
[EEN
()]
|

10+
5_
0= W AS + ATTR
Hippokration loannina Nicosia NNA Sotiria Evangelismos PAGNI W AS
Hospital University General Hospital Hospital University
Hospital Hospital Hospital

‘REDCap

carch Electronic Data Capture



£L A cardiomyopathy mindset (for ATTR) %@ﬂ/’
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very high

Young

< QRSv
Clmlfal female short PR ECG
profile \
AFib LBBB
) RBBB :
© age<40 stroke
inferolateral.
HCM Bienao O ™w o
older Al
age HFpEF -B-
PEL il RVH AFib
“HFpEF+ J QRSv ‘to\
male 5 ,,' LVH mass ratio QT
sex /

\
| prolongation

1 orthostatic perlphelt“al "’ MECV/T1  biatrial abnormal
o otc Hypotension e "D\l bilateral LGE pattern dilation serum-urine PIE
\syndrome VS & kinetics  restrictive
\ spinal cord. i physiology :
o S =7 abnormal
bruising stenosis pree L low TDI K/l ratio]
N apical , /I ratio,
_ biceps e (e’, RVS)
' anaemia i
Hx orthopedic tendon st::;:llzltill LvoT
; surgeries L = obstruction
pericardial
" periorbital proteinuria effusion NoLVH
‘purpura
& ckp | RVH
: Imagin
Extra-cardiac normal ging /
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disease diastolic
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. malignancy no P
T~ low LGE >
___ macroglossia '

NTproBNP
— Antonopoulos AS et al (submitted)



Diagnostic approaches for cardiac amyloidosis

Unit of Inherited and Rare Cardiovascular Diseases, 1°t Cardiology Dpt, National and Kapodistrian University of Athens



Diagnostic algorithm for cardiac amyloidosis

Signs & symptoms, ECG, echo or CMR suggestive of cardiac amyloidosis

8
¥

Haematologic tests
(serum free-light chain
quantification & serum and
urine immunofixation)

99mTe-DPD/PYP/HMDP
Scintigraphy with SPECT

Scintigraphy grade 0 Scintigraphy grade 1-3 Scintigraphy grade 0 Scintigraphy grade 1-3
Haematologic tests - Haematologic tests - Haematologic tests + Haematologic tests +

‘ Grade 2-3 Grade 1 ‘ ‘
AL/ATTR cardiac ‘ ‘ AL amyloidosis?

N : Histological
amylcrldosns Card|a<‘: ATTR Histological CMR CMR + or conﬁrmgﬂon
unlikely amyloidosis confirmation negative inconclusive (usually cardiac)

(cardiac/extracardiac) to subtype
‘ . B to diagnose ‘ ‘

.
If suspicion persists & 17 genetic testing Amyloidosis  Histological
consider CMR ATTRwt | ATTRY unlikely confirmation

followed by biopsy (cardiac/extracardiac)

to diagnose

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



Eﬂ Diagnostic interpretation of hematological tests in CKD (’@)

Serum and urine

Protein Electrophoresis Protein Immunofixation Free light chains (FLC)
Lane 1 Lane 2 Lane 3 Lane 4 Lane 5 Lane 6
(\ | —
albumin
kappa /
' lamba ratio
Refet:ence 1gG 1gA Ight K 7
(SPEP)

If all negative >99% NPV for AL amyloidosis

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



Multimodality imaging of cardiac amyloidosis

Echocardiography

*  Concentric LVH with
sparkling appearance

* Biatrial dilation

* |ASor cardiac valve
thickening

* MNormal or low LVEF

* Restrictive filling pattern

* Impaired longitudinal
function with apical
sparring (“cherry-on-
top” pattern)

* Pericardial effusion

CMR

Increased LV mass
Normal or low IVEF
RVH and IAS thickening

Increased native T1 (typically

>1135ms)

Highly raised ECV (typically
>40%)

Diffuse LGE [typically

subendocardial to transmural)
Abnormal gadolinium kinetics
{myocardium nulls earlier than

blood pool)

Reduced myocardial perfusion

reserve on stress imaging
Pleural effusions
Pericardial effusion

Nuclear

Increased myocardium
uptake of 99mTc-PYP,
F9mTc-DPD, 39mTc-HMDP
(typical for ATTR but AL
cannot be excluded if low
grade uptake)

Increased uptake on planar
bone scintigraphy to
confirmed by SPECT or
SPECT/CT (to exclude false
positive from blood pool
uptake)

Cardiac CT

LV subendocardial
hypodensity

Increased ECV (by dynamic
equilibrium CT)

Pleural effusions
Pericardial effusion

Antonopoulos AS et al Hellenic J Cardiol 2020

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens
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CMR for cardiac amyloidosis diagnosis

A ROC Curve B ROC Curve c ROC Curve
100 |
100 ¢ —_ 100
ORIGINAL RESEARCH sof 8o} sor
Z sof 2 eof Z or
Native T1 and Extracellular Volume )
in Transthyretin Amyloidosis
ol e (] AT (o] F =
0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 B0 100
Ana Martinez-Naharro, MD,** Tushar Kotecha, MBCuB,*”* Karl Norrington, MBBS,” Michele Boldrini, MD,” ]'Spp(mm: 1- Spectfcity 1- Spectfcity
Tamer Rezk, MBBS,* Candida Quarta, MD, PuD,* Thomas A. Treibel, PuD,"* Carol J. Whelan, MD,* fmﬁ: : ATTRM ArTRat
» ) . ¢ Native T1 ECV Native T1 ECV Native T1 ECV
Daniel S. Knight, MD," Peter Kellman, PuD,” Frederick L. Ruberg, MD," Julian D. Gillmore, MD, PuD,* AuC 0.87 091 AUC 088 092 AUC 0.86 0.90
James C. Moon, MD,”* Philip N. Hawkins, PuD,* Marianna Fontana, MD, PuD* a 082:091  087:094 a 082:093  087-096 a 080-050 0.85-054
Hzea® * . Aot Pvalle <0001 <0001 Pvalue <0001 <0001 Pvalue <0001 <0001
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{ae Bone scintigraphy for ATTR diagnosis (\4@))V/

Perugini scale * @
Grade 0 Grade 1 Grade 2 Grade 3 - v,;
- e G g B : K SR
» S . . - &
: - Grade 0 Grade 1 Grade 2 Grade 3
. v
'Y & N quantitati
; - Planar Semiquantitative Evaluation
b 1 % . HICL * 1.2 (Equivocal) HICL = 1.7 (ATTR)
e P 9 ' ‘ & - "
"‘1,"' ,;: 5 J \‘ 3 (, . . :'
.~ 4 :" L 9 . D ,
oy
’ SPECT-*"Tc-PYP: Visual Scoring
| -
& | | ' . ”
. . : ’ : s v
\ / e B
. SPECT/CT-*"Tc-PYP: Visual Scoring
Hanna et al ] Am Coll Cardiol 2020;75:2851-620 -

Grade 0 Grade 1 Grade 2

Grade 3

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



_f' fsin E d : . . : : ({/f;/:‘/}\.{\;"\\\\}
e ndomyocardial biopsy for cardiac amyloidosis \{@n/)
2N NV
° E C]UiVO caI |m a3 gln g flndln gS First Report of Cardiac Transthyretin/Leukt;:ﬁy;e Chemotactic Factor (LEC?O:;O::'e Amyloidosis
* High clinical suspicion & LT
* Presence of abnormal hematological tests / ,z P e
* Non-TTR amyloidosis - L e D
& ' LEClemmunohIstochemistl.'xTTR —
ALECT2 \ PER @gleay oy
Common form of renal amyloidosis oA ,”"“"""'}/" fﬁ";%: N ey
In Egyptians > '

Purjabi, Sudanese, Chinese
Native American

Greulich S et al. Clinical Research in Cardiology

Biopsy: Target the target organ!

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



False positive referrals for cardiac amyloidosis (@ﬂ/

14% -
Factors leading to false positive referrals

129, 4 M Equivocal 9mTc-PYP scintigraphy

| Abnormal echocardiogram or CMR

10% 1 M Monoclonal gammopathy with suggestive clinical syndrome
B False positive biopsy specimen

0
658 I Other

6%

Percentage of all referrals

4%

2%

0%
2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

Year of referral Staron et al. Amyloid. 2023 Jan 31;1-6.

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



18F-florbetapir PET/CT for AL cardiac amyloidosis 0

Amyloid fibrils (ATTR, AL) _Microcalcification
Congored - P\ —~~ (ATTR>AL)
Thioflavin T ¢ . o< Bone-seeking tracers 0.08 4

“P=0.016 vs. Control

nc-Pi8 P = 0,067 v&. ATTR

"*F-Florbetapir

"*F-Florbetapen IgG1 mAb 11-1F4 (AL)

0,06 —
Serum amyloid P >
component (SAP)
(ATTR, AL) [‘:acrophages (AL) * P =0.016 vs. Control
231.SAP F-FDG
0,04 —

Radionuclide Tracers for Imaging of Amyloidosis

Retention Index, min -1

Tracer Molecular target Disease target E -
SPECT tracers D'M n
Bone-seeking radiotracers Phosphate binders ATTR

99mTe-pyrophosphate T
) ) ) . 0UDDE =08
99mT¢-3,3-diphosphono-1,2-propanodicarboxylic acid
9mT¢-hydroxymethylene diphosphonate
Other radiotracers
123|-serum amyloid protein Serum amyloid P All amyloidoses

123]-aprotinin Serum protease inhibitor, amyloid binder All amyloidoses u.m =
PET tracers

Thioflavin-T derivatives All amyloid fibrils (B-structure and side chains) AL and ATTR I I |

1oF-florbetapir Control (N=5) ATTR (N=4) AL (N=5)
18F-florbetaben
18F-flutemetamol

11C-Pittsburgh compound B

18F-sodium fluoride Microcalcification ATTR Masri et al. J NUC/ Med 2020' 61965_970

124|-m11-1F4 monoclonal antibody Immunoglobulin ALs AL
Ehman et al. J Nucl Med 2019; 60:1234-1239
Dorbala et al. Eur J Nucl Med Mol Imaging 2014;41, 1652-1662

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens
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{ i CT Radiomics for cardiac amyloidosis diagnosis and prognosis \C@)l

Y/

CTAs of patients Linked
undergoing TAVI clinical . _
outcomes  3°% | 11" Bone scintigraphy
§ o5 v Tc99m-PYP scan
50'6 Oé 0 15 20 25 . Gold
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— | standard
for ATTR-CM
ﬁ [y diagnosis

Myocardial _. radiomics
features’ extraction

B: 5: HALF 7...0195-HATE"

CCTA scans
of low-risk patients

Zum
f

"y __ g'
T
4

Iil‘l‘ il 11

Image
discretization

H_
- W

g -
il

Junior ASPIRE ATTR-CM Research Grant (#67570577)



@ ., EL Development of novel Al tools for myocardial disease phenotyping
| X

Collaboration with Pfizer Hub for Digital Innovation

v Development of an automatic Al algorithm for myocardial

tissue segmentation
v" Aim: Recognition of diseased vs healthy myocardial tissue

through radiomic feature extraction

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



Therapeutic approaches for cardiac amyloidosis

Unit of Inherited and Rare Cardiovascular Diseases, 1°t Cardiology Dpt, National and Kapodistrian University of Athens



Treatment options for ATTR

Confirmed ATTR amyloidosis

!}

L

L

Heart Failure

Disease-modifying agents

Arrhythmias

Standard HF therapy with
ACE|I/ARB/ARNI, BB,
aldosterone antagonist
has not been shown to
offer clinical benefit
Binavailable loop diuretics
for managing congestion
Heart transplant in select
patients with Stage D HF

v
Medical therapy

N
‘ Device therapy

Atrial fibrillation: rate/rhythm -
control, cardioversion/ablation -
DOAC/VEA for atrial fibrillation
recommended -

PPM for heart block

ICD in select patients with
VT/aborted SCD

CRT in select PPM-
dependent patients

Kittleson et al. Circulation. 2020;142:e7—e22.



£ Treatment options for ATTR (\4(@

Suppression of TTR TTR Stabilization TTR disruption/resorption
- Liver Transplantation - Tafamidis - Doxycycline/TUDCA
- Diflunisal
- TTR Gene silencers - Green Tea - Monoclonal antibodies
(Patisiran/Inotersen) - AG10

! | !

%ﬁﬂ | ) [ CRISPR-Cas9

, SO
p > > = P -
fi‘?; e Y ST %‘ \\\‘-}.‘.‘7 > \ y
v { 4 o | ( L3 \
&g & §i5 | Recombinant-Ab
: o : . . I anti-TTR
Liver Stable Dissociated Folded Misfolded Oligomer Amyloid -

TTR Tetramer Dimers Monomers  Monomer Fibril

Kittleson et al. Circulation. 2020;142:e7—e22.



Tafamidis for ATTR (ATTR-ACT)

e NEW ENGLAND
JOURNAL of MEDICINE

IN 1812 SEPTEMBER 13, 2018 VOL.379 NO.11

Tafamidis Treatment for Patients with Transthyretin Amyloid

Cardiomyopathy 1.0 :
i I
Change from Baseline in 6-Minute Walk Test |
— 0+ 0.8 — I
E I
E -304 — Pooled tafamidis = : Tafamidis 80/61 mg
] e S g 06 :
@ -60 8
Q ————————————————————————————————————————
5 ® ' a
& _god S 044 : Placebo/tafamidis
] =]
& ? .
£ 1204 '
Y 0.2 :
3 -150- Placebo I
; |
I
-180 ' ' 1 1 1 0.0 — T T T T T T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 B0 B3 66 69

Month Time to event (months)

Maurer et al NEJM 2018:379;11

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



Tafamidis for ATTR (ATTR-ACT) — Quality of life

=

/;_

=

Tafamidis Placebo
(n=170) (n=84)

18.75

A Tafamidis Placebo B
(n=170) (n=84)
o 01 0 -
d
Q O
g -1.53 O
c 2 X “E’
g;)“—_' -104 -E S —10 1
S > 2 g
= w >
o m =W
c 3 S 2
§ G —201 -15.94 €5 —207
o~
5 L £
- LS mean (SE) difference, 0
304 14.40 (2.72); p <0.0001 304
C Tafamidis  Placebo D
(h=163) (n=77) 0
s} a
3 3
¥ c % 6
[ - Q = —
o & o £ 107
2 25
&5 & =2
i =)
O m oo
E EQ
v v
3 i
—24.66
-30- -30-
| ]
LS mean (SE) difference,

15.87 (2.82); p <0.0001

LS mean (SE) difference,
12.48 (2.22); p <0.0001

Tafamidis  Placebo
(n=167) (n=83)

-9.98

| -22.62

LS mean (SE) difference,
12.64 (2.09); p <0.0001

Hanna et al Am J Cardiol 2021;141:98-105

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens
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APOLLO-B: Patisiran siRNA for hATTR treatment

Placebo
Patisiran

S,

4

8
o)
% T

N evaluable

178
181

170
169

-~ Placebo

153
152

(‘\/ ],)/

Change from Baseline in 6-MWT?®

104
T -081 -8.15
(~8.80. 8,00) (~16.42, 150
o 9,63
& "
ST ]
N
Z_;_g -104
° 4
X o 675 - B
a8 =20 (~13.90, 1.50) Seao
> >
£ =130 -21.35
.§ o (~19.65, <1.15) s
T =30
b 30
- - =
T L) T L] -40
2, > @4 0/6 T T T 1
46‘ ’50 % 7 0 6 9 12
isit Time (months)
Patisiran -~ Placebo —@— Patisiran
162 162 151 164 N evaluable
164 167 144158 Placebo 178 178 178 178
Patisiran 181 181 181 181
100 -
90
£ . 80
£
s o 104
28 e0-
58 .
@< 7
gg 40
%2 304
=
@ 20 -
$ H
10
0 HR=0.839 (0.557, 1.263)
T T T T T
0 3 6 9 12
Follow-up visit (months)
Nevaluable @ = ===== Placebo Patisiran + Censored
Placebo 178 169 154 140 130 .
Patisiran 181 160 152 148 140 Maurer et al ISA 2022, HEIdEIberg

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



{ Imaging to monitor treatment effects and disease status \/@W
Regression Progression Regression Progression
Baseline 1 year Baseline 1 year Baseline lrvear Baseline 1 year
Speckle Cine
tracking §
Strain T
curve
Strain ' LGE
map
ECV

loannou et al. Current Cardiology Reports (2022) 24:839-850

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



14 NIOO6 recombinant antibody against TTR ’\(@/

Patient 3: 60-Year-Old Man
NI006, 30 mg/kg

recombinant human anti-ATTR
monoclonal IgG1 antibody t

Selectively binds amyloid
conformations of both wild-
type and variant TTR

Extracellular Volume
Total N1006 10.9 g (25.5 daysxmg/ml)

inducing Ab-mediated
phagocytosis of ATTR fibrils
and removal of ATTR deposits
from tissues.

Patient 4: 62-Year-Old Man
Placebo o < NI006, 10 mg/kg

40%
Total N1006 — 7.1 g (19.1 daysxmg/ml)

Extracellular Volume

Garcia Pavia et al. NEJIM 2023

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens



How to deploy high cost TTR-therapeutics?

[ No need for }
early treatment
R
ek ot s shoRen SN, 1 1 1
A ]

treatment not
cost-effective

M risk for progression
™ mortality risk

No responders
to therapy

Prioritize
treatment

interventions

Unit of Inherited and Rare Cardiovascular Diseases, 1°t Cardiology Dpt, National and Kapodistrian University of Athens



: 7\
Conclusions )
©

Facts on ATTR Challenges
Much more common than previously thought * Important gaps exist in ATTR epidemiological
Significantly underdiagnosed & undertreated research at global level, with large parts of the
Males >> Females at risk world being unrepresented in available clinical
HFpEF + LVH, elderly with AS, HCM cohorts

HF with red flags (Hx musculoskeletal problems etc)
Natural course of the disease survival 1/4 at 2y
htATTR heterogeneous disease

Newer TTR therapeutics alter the natural course of « Better understand pathophysiology of disease

the disease and reduce mortality  Risk factors for ATTR development - progression
* How early to treat and how late is too late?

* Need to set-up national registries
e Country-tailored screening programs for ATTR

Unit of Inherited and Rare Cardiovascular Diseases, 15t Cardiology Dpt, National and Kapodistrian University of Athens
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(EKKAN)
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e-mail: ekkan@med.uoa.gr .
+30 210 7231780 ,_ ‘)
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website: www.ekkan.gr
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