aal

KOAIIIKH MAPMAPYIT'H
DoppokevTiK) avatoin o€ aceveic mov 101
Aappavoov avrwoppvOukn ayoyn:I1oco acpaing
KOl ATTOTEAECUATIKN EIVal |

E. Xot{nvixoidov-Kotodxov
Ercuporixn Kopororloyoc-AppOuioroyog
KAINIKH AT'TOX AOYKAZ2-
OE2XAAONIKH
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KoAmkn pappapuy] :avTipeToOmon peg
cUYYPOVIG EMONpiag

Kata T owapkelo Tov terevtaiov 20
ETOV, 01 E160YMYES GTO VOGOKOUELD

AOY® KOATIKNGS HOPRAPVYNS
ovéNOnkoy katd 66%.

Atrial Fibrillation - Epidemiology

The Wave of the Future
To 2050 vroroyileTar 6T TO 2% TOV

YEVIKOV TANOvopov Oa £yet
npocsPinOetl amo KM

2OUPOVO UE TO 0EOOUEVO KIVOVVOV \
™S KM, o kivovvog mpocfoing PSPPI |
avépyetor oto 1/ 4 avopov 1 -
YOVOIKQOV NMKlog =40 eTov sncusdssloeodoie’ e




D@ opuoKeLTIKN avaTain o€ ac0eveic mov 1o Aappavouy
avTioppvOpKn ayoyn: 11060 acpoins Kal amoteieouatikiy gival,

Types of Atrial Fibrillation

Frst diagnosed episode of atrial fibrillation

Different types of atrial fibrillation

— paroxysmal
— Paroxysmal vagal induced L
— Persistent
— Long-standing persistent
)

— (Post ablation/post operative
— Permanent

silent AF (asymptomatic) may manifest as an AF-related complication (ischemic
stroke or tachycardiomyopathy) or may be an opportunistic ECG.
silent AF may present as any of the temporal forms of AF

Camm AJ et al. Guidelines for the management of atrial fibrillation. Eur Heart J 2010
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@ appokevTikny avatodn o€ acdeveig mov 1101 Aapfavoov
avTop POk ayoy: Iloco acpalis kal amoteiscuartikny ivai,

Currentmanagement of AF YTOXOI ANTIMETQITIZHE
KOAIIIKHX MAPMAPYT'HX
- Avaraln e Pigforoupiré poOud
symptomatic -

_ Avatipnon tov ®rePfoxoufurkov
PvOpov

prognostic
"EAeyyoc Kaporwokng Xvyvotntog

(long-standing

paroxysmal  persistent sersistent)

permanent

first doct

Ipoinyn OpopPocupoiikwv

| |H | || | - ._.-- EMELG00LMV
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DoppokevTiK avatoln o€ acOeveig Tov 10N Aappavoov %
avTioppvOpKkn aywyn: 11060 06Qoils Kol OTOTEASCUATIKY Eival,

Avatain og Prefoxoppiko pvOuo

* XTO0 TPMOTO ETELGOOL0

* Y€ VTOTPOMIALOV CUUTTMUATIKO ETELGOOLO0

V4
2TOXOX ANATAEHX @

ANAKTI>XH PAEBOKOMBIKOY PYOMOY

BEATIQYXH TON XYMIITOMATOQN
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AAD =—— DCC

Easy to perform
No GA needed

Pro-arrhythmia risk

Efficiency ! e
Stroke risk

dapuakeuTIKA avaratn Haexrpikr avéaragn

MheovexApara - 3ev ypeldleTal avaobnoia - dpeco anotéreoa
- {rtope va yivel kat' olkov - UmAr} QroTEASGUATIKGTNTA KAl
epdoov anodetyBel aopanic oe Hakpdg Sidprelac AF
- uriopel va enavalngBel Gueoa - a0QaAiS 0 Quoduvaukd agtabeic
- Q0QAARC 0¢ aoBevels ke upnhd

kivduvo mpoappubiac
Melovekmipara - apvirik tvétporm 8pdom - Ypetaleral avaiobnoia
-nipoappubpia - BpoposyBoAxGe kiviuvog

- XpovoBopog
- QMOTEAEOATIKT HOVO

o AF Bpaygiag Sidpkeiag
- BpopBoerBohikde kivduvog




OPAPMAKEYTIKH ANATAZEH I10Y;

XTO NOXOKOMEIO g
 Movaoeg Ppayciog voonielog 1] 6TEQOVIOIN HOVAOW

EKTOX NOXOKOMEIOY
. “Pill in the pocket approach”

—_—
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Adverse effect : 12/165 (7 %)
- 1 : AF flutter with rapid AV
conduction

- 11 : non cardiac side effects
(nausea, asthenia, vertigo)

12/7/2011

Total number of episodes
for the group per month

£ < 0.001

59.8
545
45.6
P <« 0.001
- i5
. 4-9 . 1-6

B Previous year Pill in the Pocket treatment period

- Alboni P. NETM 2004




OPAPMAKEYTIKH = |

ESC POCKET GUIDELINES

Committee for Practice Guidelines
To improve the quality of clinical practice and patient care in Europe

v

GUIIDELINES FOR THE MIANAGEMENT
OF ATRIAL FIBRILLATION

European MHeart REyihrm Ao = <

What do the guidelines say?




Pharmacological Cardioversion of Atrial Fibrillation
< 7 days Duration

Drug

Class of Recommendation
(level of evidence)

Agents with proven efficacy

Dofetilide I(A)
Flecainide I(A)
Ibutilide I(A)
Propafenone I(A)
Amiodarone IIa (A)
Less effective or incompletely
studied
Disopyramide IIb (B)
Procainamide IIb (B)
Quinidine IIb (B)
Should not be administered
Digoxin III (A)
Sotalol III (A)




Pharmacological Cardioversion of Atrial Fibrillation
>7 days Duration

Drug Class of Recommendation (level
of evidence)

Agents with proven efficacy

Dofetilide 1(A)
Amiodarone lla (A)
Ibutilide lla (A)
Less effective or incompletely studied
Disopyramide IIb (B)
Flecainide 11k (B)
Procainamide 1k (B)
Propafenone IIb (B)
Quinidine IIb (B)
Should not be administered
Digoxin Il (B)
Sotalol Il (B)

Modified from: ACCIAHAESC Practice Guidelines, Fuster et al. JACC 2006; 48: e145-245
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Atrial Fibrillation < 7 days Duration

ACC/AHA/ESC Class | agents for
conversion of recent onset AF

= Flecainide: 57-91%

AFL with RVR and
bradycardia are common
Contraindicated in pts
with structural heart
disease

= Propafenone: 56-
83%

Adverse effects
uncommon: AFL/RVR,
VT, IVCD, hypotension,
bradycardia

Relatively
contraindicated in SHD

il Ih

= |butilide: 31-51%
= Torsadesde pointes 1-4% (higherin
women)
= Dofetilide: 30%
* more effective for AFL

= Caution/contraindicatedinrenal
impairment

12/7/2011




BN

ACC/AHA/ESC Class lla agents for
conversion of recent onset AF

= Amiodarone:
0 IV bolus
S |V bolus and infusion
D 44% e1fz)
= “Pillin the pocket” flecainide or propafenone
= Only for use in pts with structurally normal hearts
= First episode should be observed/monitored

= AV nodal blockade 30 minutes prior to IC agent to
prevent rapid conduction of IC induced flutter



Recommendations for Pharmacological
Cardioversion of Atrial Fibrillation

Class Il

1. Digoxin and sotalol may be harmful when used for
pharmacological cardioversion of AF and are not
recommended. (Level of Evidence: A)

2. Quinidine, procainamide, disopyramide, and dofetilide
should not be started out of hospital for conversion of AF
to sinus rhythm. (Level of Evidence: B)

ACC/AHA/ESC Practice Guidelines, Fuster et al. JACC 2006; 48: €149-246




Atrial Fibrillation > 7 days Duration

ACC/AHAJ/ESC recommended agents
for conversion of persistent AF

= Amiodarone: T i at 1 month
= Dofetilide
= |butilide: SAFE-T

BN

®m Conversionto
sinus rhythm



Proarrhythmia

= Ventricular
« Torsadesde pointes (Class A and IlI)
* Sustained monomorphic ventricular tachycardia (Class IC)

= Sustained polymorphic ventricular tachycardia/VF without long QT
(Class IA, IC, and Ill)

= Atrial
= Conversion of AF to flutter (Class type IC)
» Increase of defibrillation threshold (Class IC)
» Conduction disturbances
= Acceleration of ventricular rate during AF (Class A and IC)

« Accelerated conduction over accessory pathway (digoxin, intravenous
verapamil, or diltiazem)

* Sinus node dysfunction, atrioventricular block (almost all drugs)




Factors predisposing to
proarrhythmia

Long QT interval (QTc > 460 ms)

Structural heart disease, substantial LVH

Depressed LV function
Hypokalemia/hypomagnesemia

Female gender

Renal dysfunction

Bradycardia

Rapid dose increase

PREVIOUS ANTIARRHYTHMIC
TREATMENT !

Diuretics

Other QT-prolonging antiarrhythmic drugs

3. Nonantiarrhythmic drugs listed in

http://www.torsades.orqg/

Previous proarrhythmia
Excessive QT lengthening

Wide QRS duration (more than 120 ms)

Structural heart disease
Depressed LV function

Rapid ventricular response rate
Rapid dose increase
High dose, drug accumulation

Negative inotropic drugs

Excessive (more than 150%) QRS widening
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AND THE
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IN REAL LIFE

* Acleviic appev nMkiog 62 ETOV VTEPTUCIKOS TPOGEPYETUL UE
VTOTPOTLALOV ETELGOOL0 TOPOEVGUIKN S KOATIKNG HOPRAPVYNAS,
GLTLOUEVOS alcOnua Taip@yv , CaAN Kol TPOKAEAPOLO dVGPopla. ,
EVM EVPLOKETOL GE AYOYTN NE apL®oapovn . I'voot
O POSVGULKT] KOATIKY] pappopuvyn amo Setioc. Ilog 0a Tov
OVTIUETMOTIGOVE;

 AoOeviic MfAv etV 58, TpocEpyeTOL pHE EMTELGOOL0
napovomikiic KM, artiopevn £vrovn Tpokdpoto ove@opic Kot
atcOnua Caing , EVO EVPLOKETUL GE AYMYT] LE TPOTAPULVOVY] ,
450Mg nuepnoing . Ilog 0o v avripetoOmicovus ;
 AoOeviig appeyv ........

AcBeviic OnAv.....
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OAPMAKEYTIKH 'H HAEKTPIKH ANATAZH ;

YTAOEPOI AIMOAYNAMIKA AXOENEIX ....
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 H yopniyynon mpoocovinuévng 606mns T0v 1010V
OVTLEPPLOUIKOD QUPUAKOV Elval 0.6QAAIS KOL
OTTOTEAEGUUTIKN;

 H ailayn 0000 yoprynong-peros ‘ IV givan
OTTOTEAEGUATIKY KOl 0.GPUANGC;

 H yopniyynon diiov avtioppuOuikod goppraxov
GAANC KOTNYOPLOS N TG LOLOS KATNYOPLOS EIval
00QOUM|S KOl OTTOTEAEGUATIKNY ;
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Factors predisposing to

proarrhythmia

Long QT interval (QTc > 460 ms)

Structural heart disease, substantial LVH

Depressed LV function
Hypokalemia/hypomagnesemia
Female gender

Renal dysfunction

PREVIOUS ANTIARRHYTHMIC
TREATMENT !!!

Diuretics
Other QT-prolonging antiarrhythmic drugs

3. Nonantiarrhythmic drugs listed in

Previous proarrhythmia
Excessive QT lengthening

Wide QRS duration (maore than 120 ms)

Structural heart disease
Depressed LV function

Rapid ventricular response rate
Rapid dose increase
High dose, drug accumulation

Negative inotropic drugs

Excessive (more than 150%) QRS widening

B

AYEHMENOXZ KINAYNOX ITPOAPPYOMIAX.........ccvveeeeenn. g
u :

if.’.'! 2
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Xopnynon @Arekoviong o€ acOevi mov eraupave
QgAEKOLVION .......
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Xopnynon 00KTLAITIONS 6€ acOsvi oV h
ghappave cotTaloAY .......




EINAI EE OPIXMOY YWYHAOY KINAYNOY H ®PAPMAKEYTIKH
ANATAZEH XE AXOENEIX [IOY AAMBANOYN ANTIAPPYOMIKH
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Efficacy and Safety of Ibutilide for Cardioversion of Atrial Flutter and

Fibrillation in Patients Receiving Amiodarone or Propafenone
NIKOLAOS FRAGAKIS, et al Pacing and Clinical Electrophysiology,, September 2005

» The effectiveness and safety of ibutilide use in patients receiving amiodarone or
propafenone for atrial flutter and atrial fibrillation were compared to IB alone.

» Methods and Results: In 104 consecutive patients with AF (65%) or AFL (35%),
recelving amiodarone (n = 46), propafenone (n = 30), or no specific antiarrhythmic
drug (n = 28), IB was given for cardioversion. Fifteen patients in amiodarone
group were loaded with 1.2 g intravenously before IB administration.

» The mean duration of arrhythmia episode was 23 + 65 days, while 85% of patients
had structural heart disease. The left ventricle ejection fraction was 57 + 10% and
the left atrium size was 4.2 + 0.6 cm. Five patients developed ventricular
tachycardias after IB administration (two in propafenone, one in amiodarone, and
two in 1B group).

» Conclusions: The use of IB in patients receiving amiodarone or propafenone for
AFL or AF is effective and equally safe as the use of IB alone. The presence of
AFL is the stronger predictor factor for conversion .

12/7/2011


http://onlinelibrary.wiley.com/doi/10.1111/pace.2005.28.issue-9/issuetoc

Pharmacological cardioversion of recent onset atrial fibrillation with
Intravenous amiodarone in patients receiving long-term amiodarone therapy:
IS it reasonable?

Kanoupakis EM et al , J Interv Card Electrophysiol, 2003 Feb;8(1):19-26

In clinical practice the use of intravenous amiodarone has been
proposed for the conversion of recurrent atrial fibrillation in
patients already under chronic treatment with the same drug.
Given that intravenous amiodarone exhibits different
electrophysiological properties than when the drug is taken orally
over a long period, this approach seems reasonable, but its
effectiveness and safety have not been investigated
systematically before.

Of 45 patients under chronic treatment with amiodarone for the
maintenance of sinus rhythm who had atrial fibrillation of recent
onset, 23 were given intravenous loading of the same drug for 24
hours and 22 received placebo.
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http://www.ncbi.nlm.nih.gov/pubmed?term="Kanoupakis EM"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kanoupakis EM"[Author]

Pharmacological cardioversion of recent onset atrial fibrillation with intravenous amiodarone
In patients receiving long-term amiodarone therapy: is it reasonable?

« Nine patients underwent an electrophysiological study several months after
the successful restoration of sinus rhythm, before and after another
intravenous loading dose of amiodarone, in order to examine the possible
electrophysiological changes.

» |In the amiodarone group 20 patients were successfully converted to sinus
rhythm, compared to 13 of the placebo group (p < 0.05).

 No serious side effects of the intravenous administration were observed.

» Prolongation of refractoriness was seen in all 9 patients who underwent
electrophysiological study after intravenous loading, without any effect on
repolarization, atrioventricular conduction or sinus node function.

« In conclusion an intravenous loading dose of amiodarone exerts an
additional electrophysiological effect in patients already under chronic
treatment with the same drug.

« Such a combined therapy could be used with a high efficacy and safety
for the conversion of recent onset atrial fibrillation in patients who are
receiving long-term amiodarone therapy.
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Oral treatment with propafenone for conversion of recent-onset atrial
fibrillation in patients receiving already propafenone : review of serial trials
on in-hospital treatment.

Drugs , 2006 , 18(3):245-253

O IIpocOetn Myn emmAéov 000N TPOTAPUIVOVIIS STV 0N
hapPavousvn (mpocoyn oty opvNTIKH IVOTPOTH OPICH KOl
mpoappvbuia )

0 Méywotn oocoroyia 600Mg

O I'pnyopo amotéleona ( €vtog 3-40p@v ) ue
amoteEAESNOTIKOTNTO /2-7/8% £vTOC 8 mp@V

a 3.5-5% gpeavion KII

a 0.3% pe ayoyn 1:1

O OXIZXE ASOENEIX ME KAPAIAKH ANEIIAPKEIA
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Ibutilide added to propafenone for the conversion of atrial fibrillation and
atrial flutter
J. Chiladakis,et al J Am Coll Cardiol, 2004; 44:859-863,

» They evaluated the safety and efficacy of ibutilide when added to
propafenone in treating both paroxysmal and chronic atrial fibrillation
(AF) and atrial flutter (AFL).

» The degree of HR reduction after ibutilide administration emerged as
the sole predictor of successful arrhythmiatermination (p < 0.001).

» After ibutilide, one patient (1%) developed two asymptomatic episodes of
non-sustained torsades de pointes,

and 10 patients (9.6%) manifested transient bradyarrhythmic events;

However, all bradyarrhythmic effects were predictable, occurring
mostly at the time of arrhythmia termination.

» None of 82 patients who decided to continue propafenone after
successful cardioversion had immediate arrhythmia recurrence.

YV VYV
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Ibutilide added to propafenone for the conversion of atrial fibrillation and atrial
flutter
J. Chiladakis,et al J Am Coll Cardiol, 2004; 44:859-863,

CONCLUSIONS

« Their graded approach using propafenone and
Ibutilide appears

» to be a relatively safe and
« effective alternative

 for the treatment of paroxysmal and chronic AF/AFL to
both rapidly restore sinus rhythm in nonresponders to
monotherapy with propafenone and prevent immediate
recurrences of the arrhythmia.
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Propafenone added to ibutilide increases conversion rates of persistent atrial fibrillation.
Korantzopoulos P, et al Heart 2006 May;92(5), Sept 2005

OBJECTIVE: To assess the effectiveness and safety of pharmacological conversion of
persistent atrial fibrillation (AF) with a combined propafenone plus ibutilide regimen.

METHODS AND RESULTS:

« 100 consecutive patients (66 men, mean (SD) age 65 (10) years) with persistent AF (mean
(SD) duration 99 (92) days) admitted for elective pharmacological cardioversion were
randomly assigned to treatment with either intravenous ibutilide (1 mg plus an additional
1 mg, if required; n = 51) or oral propafenone (600 mg) plus intravenous ibutilide at the
same dose (n = 49). Success rates were 41.1% (21 of 51 patients) for ibutilide alone and
71.4% (35 of 49 patients) for propafenone plus ibutilide (p = 0.0044). However,
cardioversion occurred earlier in the ibutilide alone group (55 (20) minutes) compared
with the combination group (81 (32) minutes, p = 0.0019). A comparable increase in the
QTc interval was observed in both groups but one case of sustained torsadesde pointes,
requiring electrical cardioversion, was observed in the propafenone plus ibutilide group.
No other complications were noted during the hospitalisation period.

CONCLUSION

« Concurrent administration of propafenone plus ibutilide for pharmacological
cardioversion of persistent AF is safe and more effective than ibutilide alone.
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Aappavovv avtioppvOuikny aymyn

IIoAAES 0O TIC VTOTPOTES

Eivar kiwviko emorxoiovBo
THG KOATIKYG
OVAOIOUOPODCHS
(remodeling)

Hov ovvaral va oonyel ctnyv
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avTiappovOuIKa QapUaKO,

Electrical and structural
remodeling contribute to AF
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ac0gvelg mov 1o
aupavouv avriappvOuikn aywyn

e 509 TOMV £TEL6001OV OVUTICGOVTUL
CVTONOTO TIS TPOTES 12-24 mpec.

e MgydAio m06006TO avTOROTNG OvaTAENS <48
OPOV

* H avataln etvor ouvaTov vo 0TOKAADYEL !

* V0G0 TOV QAEfoKOuPfov

e Ilavon n toyvrapoia




2TOYOL OVTLOPPLOUIKNC ay®OYNC

v’ Beltiwon countwudtov
‘Eleyyos poBuod i koporakxns coyvorTytog
v’ Meioon Bvnromrog
Hpoinwyn nieKTPIKS AVAOLAUOPPOONS KOL TTPOOOOD THS VOGOU....
Beitioon arpoovvauikng emfdpovons (emavapopd tnS KOATIKHGS

UNYaVIKNG AstTovpyiog, felticony THS IKAVOTHTAS TPOS ACKH G )

v looppormia ThC 0QEALUICTIKNC OTTOTEAEGUATIKOTNTAS TV
avTIOPPOLOUIKOY UE TIC TTAPEVEPYEIEC KAL THY TOCIKOTNTA,
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D approkevTiK avatoin o€ acdeveic mov 1on Aappavovy
avTioppvOpkn aywyn . I1oco acpoins Kot aroteiscuatiky &givat,

H emioyn Tov 1] TOV ovTLOppLOIKOVY Kol TOV TPOTOV
XOPNYNONG UE KPLTTPLO

 Tnvaopdalcia
o Tnvnilixia
 Tnv opaoctypiotyta tov aclecvovg

o Tnv toyov vmwokeiuevny KAPOIOKn VOGO

 Tn ovyvortnta kai Ty OIOPKELQ TMWV EMEIGOOLWY

o Tnv avaykn nieKTpikys avdrains o6& Kabe ene160010, L0y
aUOOVVOUIKNG o.0Tdlg1ag

(/Am(még 00GEIC Kdl TITAoToinon




 AATOPIOMOZX EINIAOTHX KATAAAHAOY AA®D

ArTouoia SodIKHG Kapdiakng maenong
MOeavr] BAyoToVIKr Hop@gr: SlooTtupapidn
Meavr) CURNMAONTIKF TIUPOSOTNOT): B-ATOKASIOTHG, COTAAOAN 1 TuOavwg Bepartaplin
y Mn UTtapEn couoxetiong pe ANZ
® B-ANOKAEIOTEG (KPP QTTOTEAEOUATIKOTNTA, HEYAAN aopAieLa)
e |C: TipOoTIApAIVOVT) 1] pAsSKAVISN# (11 eruAoyr))
® JOTAAGAN OTAV N CULHOPpWOT TOU acBevoug arattel povoBepansia (2n ertAoyr))
® SOPETIASN# 1 TUOavVWg afLIABN# (2N eTuAOYN)
ApTneilakn utépraon (£ pikpn 1| pErpia uniepTpopia apioTeprig KolAiag)
Artouoia loxalpiag kat (puoloAoyiko KE: Ic (1n etuAoyn), AuWdapaovn (2n eruAoyn)
Sregaviaia vooogqg
e DUCIOAOYIKH ] AOYIKT] AetToupylkoTnTa AK: 0OTAAGAN (1) SOPETIAION# Kal
B-ArmokKAeLOTNG)
e EAaTtwpévn AsttoupylkétnTa (KE =25%) kat NYHA O-11: coTaAoAn, ApwWdapovn
1] BOPETIADBN (LUE TIPOTBY KN AB-ATTOKAELOTH #)
e SoRapd eAatrtwpgvn Asttoupytkotnta AK iy NYHA 1-IV: ApLwdapovn
(" TuBav g SopeTIAIEN)
Mn 1oxaipiky SiaraTtikr puokapdionadeia
ALwdapdvn (1n eTuAoyr)), SOPETIADBN N coTaAdOAN oe duocaveEla oTnVv apuwdapovn
‘AANOI TTAPAYOVTEG
EEatoplkeuon ertAoyng Baoel mpoappudIkoy KIvdUvVou Kal KivdUvou ToEikotTntag
H KolAlakr| urtepTeopia / Taon Tidavwg avgdvel Tov kivBuvo torsade de pointes KT
(la, 111*)
H {vwon / pAeyHOoVH) / SIONnon mbavg augAavel Tov Kiviuvo ETIAVEIOOSOU KAl LOVO-
popepNng KT (17)
AANOL TIAPAYOVTEG: PUAO, TIPONYOUEV ANYT) pAPAKWY, avtevoel(Eelg - aAANnAeTL-
BSpAocelq Pappakwy, Tope(a uTtokelpevng kapdlornadeilag, ouUXVOTNTA KAl coRapotn-
TA UTTOTPOTIWY, cUuVvBpoo WPW, ouvdpopo Bpadukapdiag-taxukapdiag, eoTIaKn
KOATTIKT] [apapuyr

ANZ ! QUTOVOLO VEURIKS auaTtrua, AK: aplotepr kowia, KT: KOWALQK Taxukapdia,
KE: kAAopa eEdenong, NYHA: New York Heart Association, WPW: Wolff-Parkinson-White

* KATNYOPEG avtiappuOLIKdY TTOU TIPETTEL va artapelyovral, # Saev UTTAPXOUYV O XWwea pJag
ANé: Am J Cardiol 1998;82:72N-81N & 1porionoinpiévog aoupgpuwva: pe Am J Cardiol 2000;85 (10A):12-19




D oprokevTIKI) 0vaToin o€ aclgve
avtwppuopkn ayoyn:Iloco ace

on Aappavoov
ROTEAECUATIKY &Elval,

 EKT0C 070 TO YEYOVOS OTLY] (QUPUOKEVTIKN YOV
Ocwpeiton Tp@TN Moy ot owyeipion T KM
T0G0 Y10 TNV avdTocn 060 Kol Yo TN OL0TI|P1)G1] TOV
oAiefoxkopufrkod pvOuov ko

* H avaykn peimong

\ 4

* TV VTOTPOTIOV KAL TV VITOTPOTTDV UETA ATTO
KaTdivol.......

*  THS GUYVOTHTAS VOO AELAS Yo avaTadln 1 Yia.
KOpPO10aYYEI0Kd, cOUBduato Kol

*  KOATEMEKTAGN THS UEIWGNS TOD KOGTOVS PPOVTIOaS avd,

ac0cvi] KaTéoTNOAY EMTAKTIKI] TV AVAYKN AVEVPECHS But With New Drugs and Many New Patients, Now More Than
=ver AADs Are Certain to Remain an Important Part of Therapy

véwy avtiappoOuikdy papudkov KATEVOLYOUEV Q)Y
svavti tnc KM ooco to dvvatov
EKAEKTIKOTEDOL.
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YV VYV

H Xvvovaopévn avtioppoOpikn ayoyn sivol avoykaio otny
KAMVIKI] TPOKTIKT] 0ALG 0TOTEAEL L0 TPOPANUOTIKY GYETIKA
TTPOGEYYLO).

IpokvmteL 00 TPOSPUTES NEAETES OTL M| LOP YN ON
avTIep pLO KNS aymyng o€ acOeveic mov 16N Aappfavovv
avTLOPPLOUIKT] ay®YN EIVOL 0TTOTEAECUOTIKY] KOL AGQUANG .

Mikpog o ap1Ouog twv ueiet@v Kot Ty aclevayv e avTES TIS
UEAETES

Meyain y avouoroyéveia tng KM

H KM civai vooog ue ovveyn eE621En 0outk v uetafoiamyv oto
KOATTIKO HDOKAPOLO TTOV ATTAITOVY AVTIGTOLYY OVVOULK] TOV
avTiappvOuUIKov PapudKov

Aey 0TAPYOVY CYETIKES KATEVOVYTHPIES 00N YIES




U H goppoksvtikny avataén g KM mpémer va s€otopikeveTon.

U H emioyn] ToV avTioppuOiK®@V Kol TOV 6GVVOVAGHOD TOVS
e€apTatal amod T 6VVOO0 VOSTIPOTNTO, TNV AVOYY] TOV
TOPEVEPYELOV, KUl HEALOVTIKG OTTO TO YEVOULKO TPOPIA
RETUPOAOHOD TOV QPUPUAKOV .

U Ta tpéyovra avrioppoOpuikd ¢appoke £Xovv Tov TEPLOPIGUO TNG
apoappvluiog, Tyns ToSIKOTYTAS KOl THS AVENOoNS TS OvnToTnTAC.

U Ta vedTtepo avTioppuOpikd apnoko ne KOATIKN EKAEKTIKOTNTO,
ELVaL TOALG VTOGYOnEVY] Ogpameio,ne VEQ EATLOOQOPO UNVOROTO
Y10 T1] QUPUROKEVTIKY avTineTOmIoN TS KM .




OAOI OI XYNAYAXMOI
EINAI AYNATON NA
AITIOBOYN
EIIIKINAYNOIL..........
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OPKOX IIIIIOKPATOYX

ATAITHMAXYI TE XPHXOMAI EIT
QDOEAEITH KAMNONTON KATA
AYNAMIN KAI KPIXIN EMHN

Tic ovvrayss kat tis Ospancics Oa T1g
ATOPAGICO HE HOVO KPITIPIO TO KAAO TOD

APPAWGTOV , 0G0 KOAVTEPO HOV ETITPETOVY 01
YVAGEIS KAl 01 OVVAUEIS HOD

EYXAPIXTQ I'TA THN
ITPOXOXH XAX

© opKO% TOY INNokPATOY S

MNY™Y ATIOAANANA IHTPON KA AFEANTOM
TS TERn R S e
ISTOPAS MOlEYMENDS EMY
TEAEA rlgltgztm KATA AYNAMIN KAl KPSN EMAN
OPKON T KAl EYITPASHN THNAE HIHI A
AIMENTON AMAATANTA ME THN TEXNHN TAYTH
M 1SA FENETHSIN BMoisi kAl ploy KoiNASASOAl K
Al XPEAN XPHIZONTI METAAO$N NolhsAseal k
v @ Oi5 (fON EMEPIV
o Am:ri‘g): At:JETExNN TAYTHN
ANG, / Y MisBOY kA|

TTPAD NS DAPAITEAINS TE KAl AkP OMHSIof kal rﬁ
AOUNHS ADASHS MASHSIOL META L OFIN NOISAS
OA! YIOISI TE EMOIs) KAl TOIS TOY EME ALAATAN
TO3, KAl MASKTAIS SYTTETPAMMENGISI TE KAl AP

KIMENOIS NoMA, [FTPIKNA AAAN, AE SYLEN]
SIAITHMAS] TE XPHIOMAT EN' NG EAEIN, RAMNO
NTAN KATA AYNAMIN KAL EPISIN EMEN, BN Aw Al
FEI AE KAl AAIKIN BEIPEEIN oy AnsA AE OYaE
SAPMAKON OYAEN] AITHOEIS GANA SIMON, OYAE Y
SHITFOMAL TYMBOYAINN TOIMNAE OMoINg AE oy
AR I'YNAIKI DESSON 9OOPION AN AINAS A
€ KA] 0FINS AIATHPHSA Blon ToN EMON KAl TEXN
HN THN EMpN OF TEMEN AE OYAE MEN Ale
IANTAS, EEXNPRIA AE EPTATHEIN ANAPAS) 1P
NEIof THSAB. B3 OIKIAS AE OKO3AS AN EHA
ESEAEYSOMAI EIV NGO EAEIM, EAMNONTAN, T
OF ENN NASHS AJIKIRS EXOYSING KAl 9OOPINS T
M5 TE AAARS KAl ASPOAISIAN EPTAN ENUTE Iy
VAIIEE\N SAMATNAN KA ANAPANN EAEYOEP
NANTE KAI ASYAAN, A &' AN EN SEPANEIN,
1AD, K AKDY SN, H KAL ANEY OEPANHINY KATA B
ON ANGPATVAN, A MM XPH NOTE EKAANEESOA|
EXN SITHIOMAL APPNTA MPEY, Of EINAITA TO
WBYTA.  OPKON MEN oYV MOl TONAE ENYTEAE
A NOIEONT] kAL MM EYXEONT], EIMN ENAYPATE
Al KAl MOY kAl TEXNHS ACE ATOMENN, NAPA N
ASN ANOPIANONS E5 TON AIE| XP ONON NAPASA!
NONTL AR KAl ENOPKOTNT| TAMANTIA TOY) '




