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Mapiréva Zaumovpa
ayomn'roi @idot kau péAn g EAE®I,

310 TAPOV TEVYO0G TAPOVOIALOVIE TIPOOPATEG EMOTNUOVIKEG eEEAIEEIS TTOV OYETI-
Covtan pe v @appakevtikn Iatpikn, mpoteivovtag oag emieyuéva apbpa amd v
S1iebvn Prfaoypapia.

EmutAéov Snuootetovpe apbpo oOykplong twv ovotuatwv Papuakoemayplsvn-
ong, 6eBopéva un mapepuPatikng KAVIKNG peAeg ya ) pLOuon tov Zakyapmdn
Awapnn tomov 2 otv EAAGSa, emokomnon ya v a&lohoynon texvoioyiag Yyeiag
Y1 TNV OTTAVIA VOOO TNG UEYOAAKPIAG KAl EVIIUEPKOT] YUP® QIO TNV TPWTOLoVvAia
g EAE®I yia v tp€xovoa eykprtikn mopeia twv Khvikov MeAetwv otnv EMada.

Ta NTrpata yopm asto Ty €pevva, TNV atloAdynor) ¢ KAVOTOUIAg KAl TNV KAWVIKT)
nipaln Ppilokovral otabepd 01O EVOIAPEPOV HAC KA EVEATTIOTOVUE OTL AVTATTIOKPi-
vovtal oTig avadntnoelg Twv Hedwv kat pidwv g EAEDL.

AvauEVouE TTAVTA TIG ATTOWELG 0AG KA1 0AC TTIPOTKAAOVUE VA TIG S1ATUMIMOETE e Ap-
Bpa oyoAMaopoy oTo TTEP1OSIKO.

Me To TEAOC NG KAAOKAIPIVIG TIEPLOSOV , EMAVEPYOUAOTE UE TIG EKONADOELS -CLIN TN -
O€1G [ag Yia Tig omoieg Ba exete ovuvTopa vea pag!

Kaho @Bivomwpo
Ex pépoug tov A.X. EAEDI
Bappapa Mraapovtoov

EAAnvikn ETaipgia PappakeuTikng latpikAg (EA.E.®.1.)*
MéAog Tng AieBvoug OpooTtrovdiag ZuAoywv PapuakeuTikAg latpikig (IFAPP)

Maidvdpou 23, ABriva 11528

TnA.: 2107211845, 2107243161 (latpikr) ETaipeia ABnvwv)
Fax: 2107226100

email

* 31nv EA.E.®.1. ouppeTEXOUV WG WEAN 1ATPOI, PAPPAKOTIONOI ) TITUXIOUXO! BIOAOYIKWY ETTICTNUWY, Ol OTToiO!
aoxohouvTal HE KAIVIKEG HEAETEG (EpEUVA), PAPUAKOETTAYPUTTVNOT), EYKPIOEIG PAPHAKWY Kal JE AAAOUG
Topeig TNG PappaKeUTIKAG laTpikAg.
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BapBdpa Mnapoultoou

1.

BiBAloypagikn Avackonnon

EmnéAe€a ta mpotevopeva aphpa og eviiagepovta aAAd kal avTutpo-

OWTEVTIKA TV TA0EWV 0TV 51e0vn BifAloypapia Tov Topéa pag.

EAmtidw va avtamokpivovtal onig avadntnoeig oag kat 0a avapuéve tov
OXOAMaOUO 0ag OXETIKA Le Ta Bepata avtd, eite oav ypauuata 1 ap-
Opa oto meplodiko.

KaAr) mtepuynon xat avayvwon !

Patient Safety is not a Luxury

Source: http://www.thelancet.com/action/doSearch?searchType=quick&searchText
=Patient+safety+is+not+a+luxury&occurrences=articleTitle&journalCode=&search

Scope=fullSite

The fundamental tenet of medicine, first do no harm,
seems obvious for the provision of high quality health care.
Yet in the UK alone, on average, one incident of patient
harm is reported every 35 seconds. Since the publication of
the US Institute of Medicine report To Erris Human in 1999,
improving reporting of harm and implementing measures
to improve patient safety have been prioritised by health-
care providers worldwide. However, statistics such as
those reported in the UK clearly show that more needs to
be done. On March 8-10, 2016, health-care professionals,
researchers, and policy makers gathered in London for the

Vol. 387, March 2016

Looking forward, Patient Safety 2030 provides a toolbox
that highlights six areas with high potential to improve
patient safety over the next 15 years. Of note, leadership
at all levels, including from patients, is needed to
strengthen safety in health systems and to foster a culture
of safety. Education and training, in particular translating
knowledge into practice, is essential for administrators
and health-care providers alike. Digital health solutions
are approached cautiously in the report, but rigorous
evaluation of their effectiveness should be included in the
toolbox. The almost ubiquitous use of smartphones and

Drug Regulation and Pricing _ can Regulators

Influence Affordability
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Source: http://www.nejm.org/doi/full/10.1056/
NEJMp1601294#t=article

PERSPECTIVE

Drug Regulation and Pricing — Can Regulators Influence
Affordability?

Hans-Georg Eichler, M.D., Hugo Hurts, M.Sc., Karl Broich, M.D., and Guido Rasi, M.D.

ublic debate in the 1990s over

drugs’ clinical toxicity has
given way to concerns about their
financial toxicity. Although drug
regulators aren’t supposed to be
concerned with pricing, they've
been drawn into an acrimonious
debate over the cost of medi-
cines.

evidence standards to ensure that
approved drugs have favorable
benefit-risk profiles. Regulators
have, for example, developed rig-
orous standards for the genera-
tion and analysis of clinical trial
data and for acceptable trial end
points and study designs. Regu-
latory requirements have undoubt-

DRUG REGULATION AND PRICING

matically drop. Even pharmaceu-
tical executives admit that this
assumption is naive; companies
tend to charge whatever the mar-
ket will bear. Any belief in a cor-
relation between R&D costs and
market price was dispelled dur-
ing the recent debate over the
price of the new hepatitis C drug
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 http://www.thelancet.com/action/doSearch?searchType=quick&searchText=Patient+safety+is+not+a+luxury&occurrences=articleTitle&journalCode=&searchScope=fullSite
 http://www.thelancet.com/action/doSearch?searchType=quick&searchText=Patient+safety+is+not+a+luxury&occurrences=articleTitle&journalCode=&searchScope=fullSite
http://www.nejm.org/doi/full/10.1056/NEJMp1601294#t=article
http://www.nejm.org/doi/full/10.1056/NEJMp1601294#t=article

' 3 APKEIAEM.E.DI.

BIBAIOTPAPIKH ANAZKOMHZH

3. Good Clinical Practice Training:

Identifying Key Elements and Strategies for
Increasing Training Efficiency

Source: http://dij.sagepub.com/content/ear
ly/2016/03/09/2168479016635220.abstract

Jaime Arango, EdD', Tina Chuck, MPH?, Susan S. Ellenberg, PhD?,
Bridget Foltz, MS* Colleen Gorman, MPH, MBA®, Heidi Hinrichs, MS®,
Susan McHale, MS-’, Kunal Merchant, PhD'*, Jonathan Seltzer, MD, MBA’,
Stephanie Shapley, MBA'?, and Gretchen Wild, MBA, MHA®

Abstract

Good Clinical Practice (GCP) is an international standard for the design, conduct, performance, monitoring, auditing, recording,
analyses, and reporting of clinical trials. The goal of GCP is to ensure the protection of the rights, integrity, and confidentiality of
clinical trial participants and to ensure the credibility and accuracy of data and reported results. In the United States, trial sponsors
generally require investigators to complete GCP training prior to participating in each clinical trial to foster GCP and as a method to
meet regulatory expectations (ie, sponsor’s responsibility to select qualified investigators per 2| CFR 312.50and 312.53(a) for drugs
and biologics and 21 CFR 812.40 and 812.43(a) for medical devices). This training requirement is often extended to investigative site

4. Transparency and the European Medicines
Agency

Source: http://www.nejm.org/doi/
full/10.1056/NEJMp1409464#t=article

Sergio Bonini, M.D., Hans-Georg Eichler, M.D., Noé&l Wathion, Pharm., and Guido Rasi, M.D.

Transparency, whether in poli-
tics, finance, or science, is a
fundamental value of our society.
In health care, decisions about
medicines made by governments,

products. It represents the first
step in implementing the princi-
ple of allowing the widest possi-
ble access to data while respect-
ing the privacy of personal data

Although the access policy is
generally considered successful,
some aspects of it were not uni-
versally welcomed. In 2013, three

cases were brought to the General

5. Pragmatic Clinical trials

Source: http://www.nejm.org/doi/full/10.1056/NEJMrai1510059#t=article

The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

THE CHANGING FACE OF CLINICAL TRIALS
Jeffrey M. Drazen, M.D., David P. Harrington, Ph.D., John J.V. McMurray, M.D., James H. Ware, Ph.D.,
and Janet Woodcock, M.D., Editors

Pragmatic Trials

lan Ford, Ph.D., and John Norrie, M.Sc.

From the Robertson Centre for Biostatis-
tics, University of Glasgow, Glasgow (L.F.),
and the Centre for Healthcare Random-
ised Trials, Health Services Research
Unit, University of Aberdeen, Aberdeen

RAGMATISM IN CLINICAL TRIALS AROSE FROM CONCERNS THAT MANY
trials did not adequately inform practice because they were optimized to
determine efficacy.’ Because such trials were performed with relatively small

samples at sites with experienced investigators and highly selected participants,

N ENGL) MED 375;5 NEJM.ORG AUGUST 4, 2016
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6. Cost effectiveness and Clinical Guidelines

Source: http://www.valueinhealthjournal.com/
article/S1098-3015(16)30445-4/abstract

= Previous Aricle July=August, 2016 valume 19, lssue 5, Pages 512-515 Mext Aricle =

Cost-Effectiveness and Clinical Practice Guidelines: Have
We Reached a Tipping Point?—An Overview

Louis P Garrison Jr, F'thZI

Department of Pharmacy, University ofYWashington, Seattle, W, LISA

Abstract

Given recent developments in the United States, where professional clinical societies have atternpted to
define "value" and consider it in their deliberations about appropriate care, this thematic adicle describes
those recent specialty society efforts in the United States in cardiology and oncology and the multispecialty
efforts in the United Kingdom for over 10 years. Despite our high levels of health spending, and our field's
long and consistent approach to the basic tools of cost-effectiveness analysis (CEA), LIS private and public
pavers are not routinely or explicitly using CEAs in their reimbursement decisions. This is a puzzle that raises
the following question: Why does the United States have so many skilled pharmacoeconomic practitioners
and produce so many CEAs given this apparent lack of interest and trust? There are multiple reasons, hutthe

Source: http://www.valueinhealthjournal.com/
article/S1098-3015(16)30447-8/fulltext

= Prewious Article July—August, 2016 volume 19, Issue 5, Fages 525-530 et Article =

Climcal Guidelines: A NICE Way to Introduce
Cost-Effectiveness Considerations?

Michael Drummond, PhDEA LD

N T PR P Sy S 1 S TR |
Centre for Health Economics, University of York, Heslington, York, Uk

FUTICE@ Full Text  References

Abstract

The Mational Institute for Health and Care Excellence (MICE) in the United Kingdam initiated its clinical
guidelines program in 2001 and moare than 200 guidelines have bheen produced to date. As with most of
MICE's other programs, the clinical guidelines program also musttake into account the relative costs and
henefits of interventions when deciding whether to recommend them. The three main advantages of the
program are that 1) it represents an important collaboration with the medical profession, thereby increasing
the likelihood of recommendations being adopted; 2) the guidelines provide an appartunity to review all
aspects ofthe clinical pathway, rather than focusing on only the adoption of a new technology, and 3) the
guidelines offer the potential to discuss disinvestment as well as new investment. All the guidelines contain a
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POpHa KATAYPAPNG OTOIXELIWV KALVIKWV
HEAETWV

:%&HHHHkH-HH-HH-Ha

Ayasmroi ouvadeAgot

Metd v oAokANpwon Tov 20V Zuvedpiov g EAE®I tov Mdaptio, To Alokn-
TIKO ZUUPOVAIO AITOPACIOE VA TIPOYXWPTIOEL OE OTOXEVUEVEG SPACELS TTPOKEL-
UEVOL VA LTTOOTNPIEEL EVEPYA TNV AVTILETOITION TV Oepdtwy stov avadeiydn-
kav. Me tov TpOTo avuto To0 ZUVESPIo EKTOC QITO ETITUXNUEVI] EMOTNUOVIKT)
ekOTAwOoT], LTopel va ammoTteAéoel Kal Evavoua yia Spaotnplomoinon mov Ba
£yel ta embuuntd yia 6Aovg pag, BeTikd Kal OLOIAOTIKA ATOTEAECUATAL.

Mia asmo Tig evepyeleg mov ATOPACIOTNKAV TTAV 1] CLAAOYT] OTOIXEIWV, ATTO
Ta e g Etaipeiag pag stov epyadovial 0Tov TOHEN TV KAIVIKOV HEAETWV,
000V a@opd oe SLoKOAiEG TToV avTileTOmoav otig Stadikaoieg Eykplong/Oie-
Eaywyng Twv Stapopwv poypaupdtwy. I'a to okomnd avtd 1o AY avebeoe ot
opada ammd oTeAEYT) TOL XOPOL LE EUITEIPIA OTO AVTIKEIUEVO VA OPYAVDOOUV
OXETIKT) £peVVA.

2Ta TAQLO1A AUTA TTPOETOIUACTNKE TO AVTIOTOIXO £VTUIIO CUAAOYTC OTOLXELWYV,
TO 07TO10 €€ TN SUVATOTNTA VA KATAYPAWEL LUE GUOTNUATIKO TPOITO TA S10pO-
pa (NTHUATA TA OTTOIA TTAPOVOIALOVTAL KATA TN S1EEaywyn T®V KAMIVIKQOV pe-
Aetawv . Ta (nmpata avtd Ba mapovolacBolv pe CUYKEVTPMTIKO TPOIIO 0TI
KkaBe Popa apuroddieg apyeg MTPOKEUEVOL va Yivouy ot avaykaieg StopBwtikeég
evepyeleg. [apdMnia opwg 500nke 18aitepn Epgaon ®ote va eivat evko-
AN Kat ypriyopn N GUUITAT POOT) TOU EVTUITOV, AAuBAavovtag vy 0 HeYaAo
(POPTO £PYAOIAG TTOV KAAOVUAOTE VA SIEKTIEPADMOOVUE KAONUEPTVAL.

'Onwg propeite va deite amtd 1o LITOSeTY A TOL EVTUITOV TTOL akoAovbel auTov
Tov onuetwpatog (PA. emouevn oel.), mepAauPavel KuPIWG EMAOYES KAl UITO-
pel va cupmAn pwBel oe Atya HOAG AETTTA YW Pig VA TTAPAAEITTOVTAL OVCTAOTIKEG
TAN| POPOpiEC.

Eipan onuepa oty guxaplotn H£0m va 0ag avakovmom OTL TO £VTUITO avap-
mMOnke oV 10t00eAida g EAE®I kau eivan mAgov tolpo va 6exBel otot-
xeia. [http://elefi.gr/component/content/article/58-congresses-c/2nd-elefi-
congress-c¢/306-form.html]. Ztnv katevBvvon avtn npotpénw Bepud OAoLG
TOVG CLVASEAPOULC TTOV £PYALOVTAL OTOV TOUEN TOV KAIVIKOV UEAETOV VA EITL-
oke@Bolv TV 10T00eAISA pag KAl va OTEIAOVY TA OXETIKA OTOLXELA EVTOC TV
EMOUEV®V TPLOV UNVDV.

Kh\etvovtag Ba fela va toviow ot 1) S1axeiplon OAwV TOV OYXETIKMY UEUOV®-
UEVOV EVTUTI®V KAl TV AVTIOTOL{®V OTOXEIMV Oa YIVEL He AITOAVTA EUITIOTEV-
kO ko a&lomoto tposo. Ta otoryeia Ba SnuociomomnBovv cuykevIpWTIKA
ka eipon BEPan 611 Oa artoteAEooLVV TOAVTILO EPYAALIO YA TNV EMLTUYT E0TI-
Qo1 TV TPOoTADEI®V Hag Kat TeEAKA yia T feAtioon g kadnuepvotntag
TWV OVVASEAP®V TTOL £pYALOVTAL EVIATIKA O€ AUTO TOV TOUE.

Me ouvadeA@koLg xa1peTiopovg

H IMpoedpog
K. Nanabwpad

—'
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POPMA KATATPAPHZ ZTOIXEIQN KAINIKQN MEAETQN

®OPMA KATATPA®HZ AMNOKAIZEQN (a1mroé To ®EK 390 ka1 dAAwv)
KATA TH AIAAIKAZIA AIEZAT QI'HZ KAINIKQN MEAETQN

lMNapakaAoUue emAEETE TNV KaTnyopia aTnv orroia utrayerai 1o mEOBANUQ TTOU avTIUETWTTIOATE Kai
aKoAoUBwG UTTopEiTE va TapabéaeTe pia auvroun TepIypa®n.

Katnyopia 1 : PEK & ‘Eyypaga

O Amairoupeva dIKaIoAOYNTIKA yia TNV KatdBeon oT1o EToTnpovikd Zupfoulio (EX)
Tou Nocokopeiou 6x1 cUpgwva ue To PEK 390.

O Aitnua yia aAAayég otn ZupBaon Aiegaywyng KAIviIKng MeAETnNG/un Thipnon Tou
TTPOTUTTOU.

Katnyopia 2 : KaBuaTtepnoeig/ekTipnon xpévou (xpovodiaypauuaTa)

O Kobuaotépnon oto EZ.  Aidornua kaBuotépnong: | [V]
O Mn éykaipn utroypa@r oupBaong atrd Aloikntri/AL. Aigotnua kabuotépnong: | [V ]
O KaBuotépnon otov Popéa Oikovouikng Alaxeipiong. Aidornua kabuoTtépnang:| [V ]

Katnyopia 3 : Ayoiéc, TTAnpwéC, KoaToAdynon, TiyoAdynon

O ATokAioeig ammd Ta BeopoBeTnuéva TTOCOOTA TTAPAKPATNONG OTIG AUOIBEG.
O KooTtoAdynon €6eTA0EwWY un oUP@WVN PE TO I0XU0V OXETIKO DEK.
O Mn ékdoon TiyoAoyiwv.

O MNpoBAjuata oTnv atrdd0ocn TwV TTPORAETTOUEVWV APOIPWY TWV EPEUVNTWV.

O AAM\o, mpoaodiopioTe:

20vroun Mepiypa@n:

Avriuetwrrioare 10 mpoBAnua :

210 NOOOKOJEIO: HpueAétnAtav: O [NAPEMBATIKH
| V]

O MHNAPEMBATIKH
210V ®opéa Alaxeipiong

| v
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A€i1oAoynon TexvoAloyiag Yyeiag (HTA) otnv
Nepintwon tng Zndviag Nooou MeyaAakpiag

Xpnotog EAeubepiou,
M.Sc., Ph.D., péAog A.3. EAESI

ITEPIAHWYH

H peyarakpia elval pia omavia xpovia vooog opeIAOUEVN O OYKO TIg LITO-
(LoNg 0 omolog vVitepmapayel aventikn oppovn (GH). Adyw tov evpewg pa-
OUATOC GUVVOOT|POTNTWV eMPBAPUVEL ONUAVTIKA 0€ KAIVIKO KAl OTKOVOUIKO
eminedo tovg aobeveig kAl To CLOTNUA VINPECIOV VYeiag.

IMapayovteg HeyEOUVONG TOV KOIWVMVIKOOIKOVOUIK®Y EMITOOEDV TNG LE-
yalakpiag asotedovv 1 kaBuotepnuevn S1ayvworn Katl 1 [n 1KAVOIIo Tk
pLBUION TV aoBevav, empEpovTeg aLENUEVN voonpotnta, Bvnootnta kat
VYPNAO KOOTOC.

H @appakevtikn Bepaseia eppavidetal va €xel T HeyailTePn CUUUETOXN
0TO OLVOAIKO 1aTP1KO KOoTog. H AGioAdynon Teyvoloyiag Yyeiag (HTA) pito-
pel va fonbrjoet oty LVICOETNOT 01IKOVOUTKA ATTOSOTIKGOV ETAOYMV WC TTPOG
TNV AVTIUETROIION TNG LEYaAaKpiag.

H NOXOX

O1 o7avieg vooo1, ava@Epovtal emiong Kal wg 0peaveg, ennpedlovv eva pi-
KpPO 110000TO Tov ANBvopov. Etnv Evpwmaikr 'Evwon otig onavieg voooug
KATATACOVTAL ATTEIANTIKEG Yia TN {wT) 1] Xpovieg pBopommolEg voool e emuo-
AQOUO HIKpOTEPO atd 1 0TaA 2.000 atopa (1). H peyadakpia katatdooetal
®G OTAvVia vOoog (2, 3) e emIToAaoO mepimov 60 acgbeveig ava ekatopplo
mAnBuvopuov (4).

H peyahakpia eivar ouviBwg amotéheopa karonBwv oyknv (adevoudtwv)
7OV avasrthooovtal otny vitoguon (Ewkova 1).

H peyahakpia mpokaleital ammd TV TAPATETAUEVT VITEPEKKPIOT) AVENTIKTG
oppovng (GH) asmd toug Oykoug oTnv LITOPULOT 1] OTTola EMTAYEL 0TI OLVE-
XEW VIIEPEKKPLOT TOV VOOLAIVOEISOUE avEnTikoy mapayovta-I (IGF-1) ano
T0 N)7tap. Avto 10 aitio odnyel 0e CLOTNUATIKEG EMUTAOKEG KAt PAAPeg Twv
0TOV UE QIOTEAEOUA OWUATIKT TAPAUOPPWOT] KUPIWE TOU TTPOOMITOL KAl
TV AKPWYV, AAAA KAl LIEPTAACIA E0WTEPIKOV opyavwv (5). 'Eva mocooto
miepinov 70% Twv Oykwv Tov vrepekkpivovv GH eival SinOntikd paxpoade-
vouata (4).

O1 KAvikEG ekdNA®OEIg TNG LEYAAAKPIAG TTOTKIAOUV QITO EMITAOKES OTO LVO-
oKeAeTIKO ovoTNUa Omtwg apBpomddeia (75% twv acbevmdv), kapSrayyelakeg
emmAOKEG (60%), AVATIVEVOTIKEG ETTUTAOKEG, KAPKIVO JTAXEOS EVIEPOV, VEL-
POAOYIKEG KAl YUXIATPIKEG Sratapayeg, evOoKpvikEG dratapayeg, mabnoeig
8eppatog (4-7).

E€aitiag Twv emummAokayv, ta mocootd Bvnouotntag oe aocbeveig pe peyaia-
Kpla eival 1-3 popeg LVYNAITEPA QIO EKEIVA OTO YEVIKO TTANOLOUO, eV TO
PoodOKIUO {wN¢ TV acbevav petovetal kata 10 et (8, 9).

Ot aoBeveig pe evepyd peyadakpia ep@avidovy onuavtika vmopfaduiopevn
mo10tnTa {wng oe oX£oT e Tov Yeviko mAnbuvouod (10). H oxetildouevn pe v
vyeia oot ta {wng (HRQoL) otn peyadakpia eival apouola pe ekeivng
aoBevav pe HIV, vnoSeeotepn exeivng acbevav pe apBpitida, xpovia mvev-
Hovikt) vooo 1 dtafntm (11).
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AEZIOAOTHZH TEXNOAOIIAZ YTEIAZ ZTHN NEPINTQZH THZ ZMANIAZ NOZOY MEFAAAKPIAZ

H Siayvwon g peyahakpiag kabBuotepel epimov Katd 10 €11 LETA TNV EKTL-
pouevn &vapén Twv oupPTTOUAT®Y, otav £xovv Non ovvteleotel PAafepég
EMUTTMOELG TNG VOOOU, e€antiag Tng SLOKOAAG CLOYETIONG TOV CUUTTOUATWV
LE TN VOOO artd Toug Ui e&etdikevpevoug yiatpoug (4, 6).

Ta emineda Oepamevtikwv dpdcewy ot peyaakpia teptiauavovuv:

1. Xelpovupyikn ektour)

2.  AktivoBepaseia

3. ®apuakoloyiko €leyyo tng mapaywyng GH otnv vmog@uon: aywvioteg
vromapivng - carbergoline, avaioya owpatootativng (SSA) - octreotide,
lanreotide.

4. DappakoAoyko eleyyo vrmodoyxewv GH otovg 10tolg: pegvisomant.

Qg emrtuyia Bepaneiag Bewpeitar n peiwon twv eminedwv GH kdtw amo ta
2,5 ug/l xat puolohoywkog IGF-I avaloya pe to @UA0 kat v nAkia (12). Ot
un pvBuiouevol acbeveig vpioTavTal ONUAVTIKA AVENUEVT] VOOT|POTNTA KAl
Bvnowomrta Aoym moAamAamv ovvodmv voonuatmwv (8). Mia avaivon twv
Kkataypapav mpayuatikov nediov (Real-World Evidence) oe maykoouio emi-
nedo £8e1€e 0T epinmov 50% Twv aobevmdv pe peyalakpia EVPICKOVTAL e un
eleyyouevn vooo (13).

AZEIOAOI'HXH TEXNOAOI'TAX YT'EIAX (HTA)

IMa v aflohoynon g amodoTikoTNTAg TV Oepamevtik®v mapepfacewv
TIPETEL va A favovTtal vtown ot SUVNTIKEG EMUTTMOOELS TG VOOOUL KAl 1) e7ti-
Spaon twv Bepamevtikwv mapeufaceny oty vyeia kal v modmta {wng
TV A00eVaV 0 OXEON LLE TIG OIKOVOUTKEG LETABOAEG TTOV APOPOVV OTOV aobe-
VI], TNV OIKOYEVELA TOV, TNV KOWV®VIA, TO CUOTIUA LYEIAG KAl CUVONKA TNV
olkovouia.

Ta owovouka peyEdn kat cvpmepaopata a&loAoynong 6ev umopolv va pe-
TAPEPOVTAL AVTOVOLA TTPOC EPAPUOYT) A0 Ui Ywpa oe aAAn dioT vidap-
XYoLV peydieg S1apopeg HETAE) TV XWPQYV,
TWV OVOTNUATOV Vyelag, Twv Sladikaoimv,
Kal TV KOOTwV TV Bepasteiov (14). Kabe
xopa xpelrddetal va aflodoyei ta Sedopeva
g Yyelag kau g Texvoloylag Yyelag oto
610 g mePIPArOV.

Nivakag 1. Napdpetpol cuvoAilkol KOGTOUG VOOOU HeyaAakpiog

A. Aueco kootog oto clotnua Yyeiog

KaBuotépnon Gudyvwong

laTPLKO KOOTOG - MapoX MPWTORABULAC, VOOOKOUELAKNC KAl GOPUOKEUTIKAC
Bepaneiag Kot KOOTOC SLayVWOTIKWY EEETACEWY (YL TNV TIPWTOYEVH VOOO KL TLG
GUVVOONPOTNTEG)

B. Apeoo kootog otov agbevr

ZUMHETOXN OTO LATPLKO KOOTOG MPWTOPRABLAG, VOOOKOUELAKNG KAl GAPUOKEUTLKAG
Bepaneiag koTd To Mood nou Sev KAAUTITETAL atd TNV KoWwvIKA aodddion (yia
TNV TPWTOYEVT] VOOO Kal TLE OUVVOONPOTNTES)

I. Eppeco kdotog otov acBevi

Anouoia ano tnv epyacia

Melwon napaywytkotntag otny epyacia (Adyw vOoou, UVWWOONPOTHTWY)
Avepyia og nepintwon anwlelag epyaciag Adyw g vocou

Avepyla Aoyw avikavotntag epyasiag Adyw Tng vooou

BorjBela oo TPITOUC YL GUYKEKPLUEVEC EPYUOLES

A. Eppeoo kGoTog otnv okovopia

Eneldn n peyadaxpia eival pia omavia vo-
0og, umopel va Bewpnbel o0t elval oxetika
LKpPT) 1) OKOVOLIKT) emPBApuvorn Twv Ov-
OTNUATOV VYelag OTTwg KAl ] avAyKI O1KO-
voukng alohoynong twv Oepamevtik®mv
mapepPfaoewv. Oung, eneldn n peyadakpia
Slapkel e’ dpov {wng twv acbevov, em-
PEpel MOKIAEG OUVVOOTPOTEG, AVLEAVEL TN

Anwlela mapaywyng Adyw tng amovolag and v epyaocia kot Bvnowpdtntag
Melwon mapaywyLlkotnTag otnv epyacia (Adyw vOooU, CUVWOONPOTATWY)

E. Adpato-avBpuwnivo kootog otov acBevi

Noonpdtnta Adyw Tng vOoOoU Kol TWV CUVVOOTpOTHTWY

OvnoludtnTa

BaBuog avannpiag

Melwon Nowdtnrag {wng oxXeTOUeVNG e TNV Lyeia (MEPLOPLOUOG CWHATLKIC
gueiag - puotkng AettoupyLkdTnTag, Meploplopog Puxikrg evetiag -
ouvaloBnuatikic vyelacg, MepLOPLOROE KOWWVIKAG AElToupyLKOTNTAC)
Melwon tkavotntag epyaciag

Ikavomoinon /Sucapéokela and TNV APOo)r) UTINPECLWY UYELAC

IT. AOpato-avBpwItivo KOOTOG AUECOU OLKOYEVELAKOU TEpLBaAAovTOg

Xpovog napoyrc dpoviibag otov aoBevr) yLo AVTLLETWITLON TWV EMUTIWOEWY TNG
vooou
IuvaloBnuatikod poptio

voonpoTNTA KAl BvNoluoTnTa kat emdeve-
vel T oxeti{Opevn pe v vyeia molotntag
Cwng (HRQoL) twv aoBevav, cuvdeetal pe
OT|ILAVTIKO O1KOVOUIKO (POPTIO KAL AVAAOYT|
emBApuvon TV CLOTNUATKOV VYEIOVOUIKT|G
mepiBadyng.

H avdivon tov ovvoAlkoy KOOTOUg TG
peyalakpiag, Ba mpémel va amoTIunoel To
OUVOAO TWV TIAPAUETPWV Ol OTOlEG aVTL-
TPOOWITEVOLVV afia kal ennpeadovial amd
TN vOoo kal Tig Oepamevtikeg mapepfaoeig
(MMivakag 1):
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IMapatibetal OUYKEVIPWTIKOG TVAKAG TOV EMUTTOOEMY TNG UEYOAAKPIKTG
vooov kal Twv Bepamevtikav mapeufdoewv oe diagopa emimeda (kKAviko,
oyxetilopevng pe v vyela mootrtag (wng — HRQoL, otkovoukd) omov 1
AfoAdynon Teyvoroyiag Yyeiag (HTA) pwtopel va amoTunoel, va TPOTEPAL-
O7IOWN0EL KAl KAt va vrtodeiet emhoyeg (e mpoefdpyovoa IPOOITTIKT TO O@E-
Aog tov Zvotnuatog Yyeiag) (ITivakag 2).

Mivakag 2. Emuntdoeg e peyakarpric végou kat Twy Bepansutiw nopepfaoswy oe kAo, HRQoL kat
oKovopLKG eminedo dmou uneroépyetal n AfloAdynon Teyvohoyiag Yyeiag (HTA)
MAIH IYNOHKEX / XPONIKOZ EMNINTOIEIX ITHN AJAETAZEIZ MAPA
BGEPANEYTIKEE OPIZONTAE YTEIA AIGENOYE | METABOAHE | METPOI
ENIAOTEE ENINTQIEQN AZIAZ KOETOYE
MPIN TH KaBuatépnon -MakpompdBEeauEs, -GvnadTTn -Zlotnpa -ALETO
AIATNQEH Suyvwong ETMUTTWOEL -Noanpotnta / Yyelog “Eppego
n FuwvoonpoTnIEg -AoBevrg -Aopato
o -HRQaoL -Owkovouia
P ~OIKOYEVELD
E| AIATNOEH -Mixpoabévwpa -Lbotnpa -Apeoo
| -MokpooSEvupo Yyeiog -EQuEDo
A -AoBevrig
MNpoyewpoupyikn - ATOTEAEOPOTIKOTATE ~BvnapaTnTa ~ZloTnpo -Ausco
N ¥pfian S5A -AadaAELn -Noanpotnta / Yyeiog -Eppeco
o -MaxkponpdBeopec ZuwvoonpdTnreg -AaBevic -Adparto
I EMLTWOEL -HROoL
O| @EPANEIA -XEpOU AYIER -ATIOTEAECUOTLRATATR -@vnalpaTnTa -ZloTnpo -AHETO
Y| nPOTHE enépfaon -Aaddlera -Noanpoétnta / Yyelog “Eppeoo
PAMMHE -ArtiveBepare o -MakponpoBeajiet ZuwwoanpdTnTee -AaBevie -Adprito
-DapUOKEUTLER EMUMTWOEL -HRQoL -Owovopia
Bepanein -OIKOYEVELD
BEPANEIEE | -DapUokeuTLkn -AMOTEAECIOTLRATN T -BvnapaTnTa -ZloTnpo -Apeoo
DEYTEPHZ / | Bepaneia -Aadileln -Noanpotnta / Yyelog “Eppego
TPITHZ -AhAn Bepameio -MuoaxponpoBeopeg FuwvoonpoTnIEg -AoBevrg -Aopato
PAMMHE ETUMTINTEL -HRQaoL -Owkovouia
~OIKOYEVELD

Ta SeSopeva v olkovoutk®v avaAboewy detyvouv 0Tt 1] peyahakpia empa-
PUVEL OTLAVTIKA TA CUOTILATA VYEIOVOIKNG mtepiBayng (15). To péoo etm)-
010 AUECO 1ATPIKO KOOTOG VI TNV AVTILETMIIOT TNG UEYOAAKPIAg VITOAOYI-
otnke otV lomavia, o€ 9.700 evpw ava acBevr) (16). H etnoa dpeon 1atpikn
Samavn ywa Bepameia g peyaiakpiag otov Kavada (stAinbuouog 35 ekat)
Bpebnke 6T1 avTioToiyel oe 10 ekat evpw (17).

To ouvoAiko Sia Piov Tov agBevolig 1ATPIKO KOOTOG TNG HEYAAAKPIAG HEIDVE-
Tal 000 N XEPOLPYIKN emepufaoct e@apuodetal vopltepa otnv BepamevTik)
otpatnywkn (14). H xpnon akuvoBepaneiag Exet Spaotikd peiwdel enedn ov-
voSevetal amtd avénuévn voonpotnta kat Bvnowomra (4, 6).

H Samavn yia @appakevtikn Oepasmeia, 18img pe SSA, amotelel o peyahv-
TePO HEPog g Bepastevtikng Samavng yua ) peyoiakpia. v EAada, to
ALECO PAPUAKEVTIKO KOOTOG S1ayelplong g peyaiakpiag vioAoyiletanl oe
23 KAT. EVP® Y1A XPOVIKO 0pidovta 5 1wV (18).

Adyw mNg S1ayelplong Twv GLVVOOTPOTNHT®V, OIS 1| Kapdromddeia, o Siafn-
g, ot apBpomabeieg ka1 n LIEPTACT], TO OTKOVOUTKO (POPTIO TNG peyaakpiag
elval 0NV TPAYHATIKOTNTA TTOAD VYNAOTEPO ATO TO AUETO 1ATPIKO KOOTOG
eAéyyov g vooov (19). Ttig HITA pe avdivon ototyeiwv and 2 peydieg Pa-
0€1g 8e80UEVOV TTPOYPAUUATWV VYELAG TIEPLOCOTEPWOV ATTO 2.000 LEYAAAKPL-
KoV aoBevav Bpebnke OTL e GUVLITOAOYIOUO TWV GLYVOOT|POTNTWY TO HECO
£TNO10 1ATPIKO KOOTOG ava aobevr) avtiotoyel oe 22.800 gvpw (20). Xtov
Kavadda to péoo ouvoliko 1atpiko k0otog ava acbevr) 81 fiov avtiotoiyel oe
700.000 gupm (19).

H péon 16ia (out of pocket) ovppetoyr) twv acBevav 0o 1aTP1kd KOOTOC LITO-
Aoyiomke otig HITA, 6Tt avTiotoiyel ota 1.700 gvpw avd acBevr) ava €tog
(20).

310 01KOVOUTKO opTio Tng vooov (Burden of Disease) ektog asto To AUETO 1a-
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TPIKO KOOTOG JIPETEL VA GCUVUITOAOYIOTEL KA TO EUIECO KOOTOG Y1a TOV aoBevn),
TNV O1KOYEVELA TOV KAl TNV O1KOVOUiQ, TO 0010 TIPOKVITTEL QIO TNV ATTOAELQ
TAPAYWYTS KA TAPAYWYIKOTNTAG AOYy® NG acbévelag.

>tig HITA, og £pevva pe 106 peyalakpikovg acbeveig vtoloylotnke to ov-
VOAO TOV €UUETOL KOGTOUG TIOL APOPd 0€ KOOTOC QITovoiag asmo Vv epyaoia,
anmwAetag g Bong epyaciag, avepyiag Aoywn avikavotntag kat advvapiag
EKTEAEOTC EPYAOIOV, OTL AVTIOTOLXEL KATA UECO OPO Og 23.000 ELVP® AVA
aoBevi ava £1og, Tpeig PopeEg LYNAITEPO ATTO TO AVTIOTOIXO KOGTOG YA TOUG
kapxivomadeig (20).

Emiong otig HITA, extiunfnke 1 owkovopukr empapuvon yia ta pHeAn oko-
YeVElmV peyalakpik®v acbevav. H péon etola anmmieia e1000nuatog Aoym
arovoiag amto v epyacia yia mapoyr @povtidag otov acbevi) avtiototyel
0€ 470 gupw (20).

H a&ohoynon Bepamevtikmv emioywv e v texvoloyia vyeiag (HTA) yi-
VETAl UE KUPLO KPLTIPL0 TIG TTAPAUETPOUS OIKOVOUIKNG artoSoTIKOTNTAG, OMTWG
N OXEOT KOOTOVG ¢ TPOg TNV amoteleopatikotnta (cost-effectiveness), ex-
ppaopevng oe KepSiopeva 'Etn Zong (LYGS), kat 11 0X€01 KOOTOUE w¢ P0G
™ ypnowotnta (cost-utility), ekppaouévng oe Iootikad Etabuopéva 'Etn
Zong (QALYS). Vv meplntwon v S1apopwv OepamevTik®y eMAOY®OV yia
TN HEYAAQKPIQ, 01 AVWTEP® TTAPAUETPOL Sev Exouv peetnBel emapkrmg (6).

>tov Kavada, 1o pHeoo 11010 KOOTOG (papUaKeLTIKNG Beparteiag g peyaa-
KpPLlag avTIoToLYEl 5.700 €vp® kal Aaufavovtag vmoyn n peiwon g Bvnot-
puoTNTAg, N OXE0T KOOTOUE WG TTPOG TNV ATOTEAECUATIKOTITA TNG PAPLOKEV-
Tkng Oepameiag voAoyioOnke og 22.000 gvprm aAvA KePSIOUEVO €Tog {wrg
(21). Me autr) TN 0X£0T) KOOTOVC-ATTOTEAETUATIKOTNTAG 1) (PAPLAKEVTIKT) AVTL-
LETMION TNG LEYAAAKPIAG O EMUEVOVTA VOOO LETA TO XEIpOovpYeio kpiBnke
O1KOVOLIKA QITOSOTIKT).

Me 0tOY0 TN peElWoN NG EMMTOONG TV BEPATEVTIK®VY ETMAOY®V OTOV TTPOV-
TIOAOY100 TV ovoTnuatwv Yyeiag (budget impact), éxovv SiepevvnBei opt-
ouéveg eMAOYEC 0T PapuakevTikn Bepameia kal otn Siayeiplon twv vyel-
OVOUIKGOV TIOPWV, OTWG 0TI TEPIITWOT TOV AVAAOYOV O®UATOOTATIVIG N
TIPOEYXEIPTTIKT) XPT|0N, 1] EMEKTAOCT] TOV LECOSIAOTNHATOG LETAED TV SO0EWV
(extended duration), n aUTOXOPTIYNOT TIPOYEUIOUEVTC EVECTIC QITO TOUG 1810V
toug aoBeveig (self-administration), n amopuyn cvupaviov amoppaing eve-
ong (clogging) (22-24).

H mpoeyxelpntiki Xprnon avaloywyv OwUATOOTATIVIG peAetnOnke oe peya-
Aakpikovg aoBeveig pe pakpoadevaopata, katl empefaindnke n av&non g
OUVOAKNG QITOTEAEOUATIKOTNTAC, TOV TIPOCOOOKILOV {wNg, OMWS KAl TNG Pap-
LLAKOOTKOVOUIKT|G OXEONG KOOTOUG-AMOTEAETUATIKOTNTAG (25). X& auTd Ta Te-
protatikd, o O Opraxog Aeiktng Kootoug Amotedeopatikotnrag (Incremental
Cost Effectiveness Ratio — ICER) au£owg petd Tnv YXelpovpyikn encufaon
AVTIOTOLXEL 0€ 17.000 VP® AvaA aoBevn, Eve Y Ta etopeva £t kat Sia fiov
Tov a0Bevolg apapével g TOAD YaunAd emineda (pe apvnTko TPOoTUo)
(26).

Ymv EAMASa, peletnoape v peimon KOOTOUE KAl EMIMTWONG OTOV JIPov-
TIOAOYIOLO vyeiag, xwpig HETABOAN TNG ATOTEAEOUATIKOTNTAG, He Stapopo-
7I0INON EMAOYQOV PAPUAKEVTIKNG Bepareiag pHetd ) Xelpovpyikr| emteufaon.
AgiyBnke o eivan Suvat 1 peiwon tov GuVoAIkoL kOoTovg Bepameiag ava
a00evi KATd 30.000 £VP®. Xe PEANOTIKO EVAAMAKTIKO GEVAPIO Y1a 5ETT) TIEPT-
080, LITOAOYIOTNKE HEIWOT] TOL GUVOAMKOD KOOTOVE KATA 780.000 evp® (3%)
(18).

XYMIIEPAXMATA

O1 KOWVWVIKOOIKOVOUIKEG EMUTTOOELS TNG Heyaiakplag eivan onuavtikeg. H
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vO0O0g EMPEPEL LYNAT] O1KovopIKn emfBapuvon (apeco kal Eupeco KOOTog)
0TOUG A00EVEIQ KAl TO CLOTNUA VINPECIOV LYELAG. 2T Samavn yld 1aTpikeg
VTN PEDieg TTPETEL VA oLVLTTOAOYIZETAL 1) onuavTikn damavn ywa diayeipion
TV ovvvoonpottwv. H Bvnopnotta, voonpotnTa Kal T0 GUVOMKO KOGTOG
petwvovtal oe pubopevoug acbeveig.

H kabvotepnuevn dityvwon g peyahakpiag oupfaiel oe vynAd k6ot g
TAPATETAUEVTC TTPOSIAYVOOTIKN G PAON G KAl TNG EEEMENG XPOVIWV ETTTTAOK WV
pe peimon tov mpoodokipov emPinong. H opikpuvon tov Staotnuartog amd
mv &vapin pexpt m Stayvwon/Bepateia tng vooou ptopel va emitevyOel pe
™ SpAon TPOYPAUUAT®V TPOCVUTTOUATIKOD EAEYXOL KAL TNV EMUOPPWOT)
TV OIKOYEVEIAKQOV YIATP®V Y1a TTp®Iun Siayvwor g vooou.

H @appaxevtikn Oepameia eppavidetar va €xel T HeyaAdTeEPT) CUUUETOXN
0TO GUVOAIKO 1ATPIKO KOOTOG, LE TA aAvAAOYya omuaTooTativig SSA va eival ta
mA&ov Xprotpomolovpeva. To ouvoliko Sia flov acBevoig 1aTpikd KOOTOC NG
UEYOAQKPIOG UEIWVETAL 000 T XEIPOVPYIKN emepfaon epapuoletal vopitepa
Kal 600 VYNAOTEPO eival TO TO0OOTO XeEPovpYIKNG emtuyiag. H aflohoyn-
0T T®V XEPOVPYIKMDV KEVIPWV WITOPEL va ouvteAeoel oe PeAtiotormoinon g
OXE0T G KOOTOUG-QTOTEAEOUATIKOTITAG KAl HEIWOT) T®V GUVOAKMV SATTAV®V.
H npoeyyeipntikn @appakevtikn Oepasteia pe SSA oe aobeveig pe paxkpoadé-
VoOUQ 0 KEVTIPA TToL dev Tapovotaldovy BEATIOTA XEIPOVPYIKA QITOTEAECUATA,
SkaioAoyeital aso v Arowyn Tng O1KOVOLIKNC aloAOYyNoTG.

H Arjyn 0pBoAoyikav katl TEKUNPLOUEVHOV AITOPACE®Y 0TI O10ELP10T) TNG pE-
yohakpiag omwg kal kaBe aAAng vooov xpeladetal TNV UIAPEN TOTKA TPO-
OOPUOCUEVROV HEAETAOV OTKOVOUIKNG A&loAOYNONG KAl TNV UIapen evog popea
Afioroynong Texvoroyiag Yyeiag pe 0toxo Vv vioBET o otkovoukda amodo-
TIK®OV EMAOYWV UE YVOU®VA TN BeATioTomoinon g mapoyng agiag yia touvg
aoBeveig.
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ABSTRACT

OBJECTIVES: To assess the control of Type 2 Diabetes Mellitus (T2DM)
and the 10-year cardiovascular (CV) and stroke risk of patients per differ-
ent treatment strategy (lifestyle modification, oral antidiabetic drugs-OADs,
OADs + insulin therapy, or insulin therapy alone), in primary care setting in
Greece.

DESIGN: 380 patients with T2DM with or without antidiabetic treatment,
inadequately controlled (HbA1c > 7% at baseline), age of 18 years or older
with informed consent were followed up for 12 months. The glycemic profile,
the percentage and the time to achieve HbA1c<7%, the blood pressure and the
lipid profile per treatment strategy were measured at 6 and 12 months. The
10-year CV and stroke risk were calculated at baseline and after 12 months
using UKPDS score tool.

RESULTS: Glycemic and lipid profiles of all groups of T2DM patients were
improved. A mean overall fall of HbA1c from 8.1% at baseline to 7.3% at 12
months was observed for all patients, the mean time for achieving HbA1c<7%
was 10.3 months and 44.6% (95% CI : 39 %-50.2 %) of patients overall
achieved HbA1c<7% at 12 months. Furthermore there was a highly significant
decrease in 10-year CV risk and a non statistical decrease in 10-year stroke
risk from baseline to 12 months.
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CONCLUSIONS: Different treatment strategies to achieve glycaemic control
with interventions to achieve lipid profile control can be considered as a
useful therapeutic approach for T2DM patients, accompanied by a decreased
10-year CV and stroke risk.

Keywords: Type 2 Diabetes Mellitus, glycaemic and lipid control,
cardiovascular and stroke risk Abbreviations: T2DM, type 2diabetes mel-
litus; OADs, oral antidiabetic drugs; cardiovascular, CV

INTRODUCTION

Cardiovascular disease (CVD) is the most important cause of mortality in peo-
ple with diabetes. » 2 Patients with diabetes have a two to four fold increased
risk of CVD incidents compared with non-diabetics.? Up to 75% of patients
with Type 2 Diabetes Mellitus (T2DM) will die from cardiovascular complica-
tions.* Furthermore, they show a worse prognosis after a major cardiovascu-
lar (CV) event; this could be due to a greater severity of vascular lesions or to
concurrent myocardial dysfunction.5

Although the mechanisms linking diabetes and CVD are poorly understood, it
was initially believed that the toxic effects of high glucose levels on small and
large vessels was the predominant mechanism through which the diseases
are linked and that by lowering glucose levels, CVD event rates would be di-
minished. Indeed, lowering blood glucose through lifestyle modification im-
proves many cardio- metabolic intermediate risk factors, but targeting lower-
ing of blood glucose does not appear to affect CVD event rate.®

Prospective randomized trials such as the UKPDS, the ACCORD, the
ADVANCE and the VADT, failed to show that intensive glucose control,
aiming for a glycated haemoglobin (HbA1ic) < 7%, significantly reduces
CV events.7%9° The ACCORD trial even suggested that under certain
circumstances, intensive glucose control is associated with an increased risk
for CV and all-cause mortality. In contrast, a 10-year post randomization
follow-up study of the tight glucose intervention arm of the UKPDS showed
that intensive glucose control was associated with a significant reduction in
the risk of myocardial infarction (MI), diabetes-related deaths and all-cause
mortality suggesting that early strict glucose control generates a legacy effect
that is eventually translated into protection from CV events."

Meta-analyses of the above randomized trials have also shown that intensive
glucose control is associated with a reduced risk of MI, without a clear benefit
on other CV diseases such as stroke. Furthermore, these analyses have also
shown that intensive glucose control is associated with increased rates of
severe hypoglycaemia but not increased rates of CV or all-cause mortality.*

Recent guidelines published by Hellenic Diabetes Association-EDE and in
accordance with ADA/ EASD and ESC/EAS guidelines support the glycemic
goal of HbA1c <7.0% and recommend that appropriate T2DM management
requires addressing multiple comorbidities for patients with or at high risk
for coronary artery disease-CAD, with aggressive goals for lipid and blood
pressure reduction and effective interventions to revert dyslipidaemia, hyper
coagulation and hypertension (Low Density Lipoprotein-LDL<100 mg/dl in
the absence of CVD or LDL<70 mg/dl in the presence of CVD and blood pres-
sure (BP) goal of 140/85 mmHg.'3141516

In order to assess the control of T2DM and 10-year cardiovascular and stroke
risk of patients per different treatment strategy (lifestyle modification, oral
antidiabetic drugs-OADs, OADs + insulin therapy, or insulin therapy alone),
in primary care setting in Greece, we conducted a 12+2 months multicenter,
national, non-interventional prospective study (ARROW) in district and
semi-urban primary care units.
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Figure 1. Study Flow chart

SUBJECTS AND METHODS
Study design

This multicentre, 12+2 month, non-interventional cohort study was designed
to collect data of T2DM patients, including their demographic characteristics,
clinical profiles, therapeutic strategies and outcomes. The data were collected
prospectively at 3 visits: baseline, at 6+1 months and at 12+1 months. It was
conducted in 21 primary care sites in Greece between March 2011 and May
2014. The site selection was performed following a feasibility questionnaire
from an external vendor to 95 sites in primary care setting. These primary
care units were dispersed in the entire Greek geographical territory, indicat-
ing a degree of representativeness on a countrywide basis. 60 primary care
unit sites replied to the feasibility process. Out of the 60 centres, there were
36 cancellations for various reasons (bureaucratic, personal, withdraws etc)
with the final list including 24 centres. Out of 24 centres, 21 centres eventu-
ally participated in the study. Each centre had to recruit a maximum of 20
consecutive patients. The study protocol was approved by hospitals scientific
committees and by National Organization of Medicines and conducted in ac-

380 patients consented and

included (V1)

cordance with the Declaration of Helsinki. This study
was conducted under the auspices of Hellenic Associa-
tion of General Medicine-ELEGEIA.

Study population
Patients with T2DM with or without antidiabetic

L

| patient died, 73 patients were

lost to follow up

treatment, inadequately controlled (HbAic > 7% at
baseline), age of 18 years or older with informed consent,
for whom the physicians decided to initiate a new
treatment strategy prior to the recruitment, were eligible

306 patients at & months follow

up {V2}

for the study. Exclusion criteria included patients less
than 18 years, pregnant or lactating women or patients
who, due to geographic, social or other conditions, would

1 patient died, 2 patients were lost

Y

¥

not be followed up throughout the study.

1o follow up A total of 380 patients were consented and included

303 patients at 12 months follow

up (¥3)

in the baseline visit (Visit 1), 303 patients (79.73%)
completed the study and 77 patients (20.26%) were
dropped out and did not complete the study, with the
main reason lost to follow up (Figure 1).

Objectives and safety measurements

The primary objective was to assess the percentage of T2DM patients
achieving HbA1c<7% per different treatment strategy (lifestyle modification,
OADs, OADs + insulin therapy, or insulin therapy alone) at 6 and 12 months.

The secondary objectives were to determine the time to meet primary endpoint
per treatment strategy, the change from baseline concerning the glycaemic
profile (HbA1c, FPG), body weight, waist circumference, blood pressure and
lipid profile (HDL, TG, LDL, tChol) per treatment strategy at 6 and 12 months
and finally to estimate the 10-year CV and stroke risk at baseline and after 12
months using UKPDS score tool.

Spontaneous reporting of adverse events by the Investigators was applied for
the study. Documented symptomatic hypoglycaemia was defined as an event
during which typical symptoms of hypoglycaemia (such as palpitations, tremor,
hunger, sweating or confusion) were accompanied by a measured plasma
glucose concentration <70 mg/dl (3.9 mmol/1).”7 Severe hypoglycaemia was
defined as symptomatic hypoglycaemia where the assistance of another person
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and/or an injection of glucagon were necessary to treat the hypoglycaemia,
accompanied by a measured plasma glucose concentration <40 mg/dl (2.2
mmol/1). 7

Sample Population Size

The sample size estimation was based on the clinical variable of HbA1c
improvement and thus the expected percentage of patients who succeeded in
achieving target HbA1c <7% at the end of the study. The expected proportion
of patients with HbA1c<7%, is approximately 35% according to literature
data.®®

Initially 1079 patients from 95 sites were planned to be recruited. Assuming
that HbA1c target will be reached by 35% of patients, enrolment of 1079
patients would provide a precision of 2.85% in the calculation of the 2-sided
95% CI. However, only 380 patients were finally included due to the fact that
only 21 centres accepted to participate in the study. That is the reason the
study did not achieve its sample size target.

Statistical Analysis

For the implementation of the statistical analysis, descriptive statistics were
used. Statistical measures used were frequencies and distribution percent-
ages for discrete variables and descriptive measures (mean, median, maxi-
mum, minimum, standard deviation) for continuous variables. Statistical
tests among discrete variables were implemented by using the Chi-Square
statistical test. For statistical tests of discrete variables with two categories
each (2x2 tables) the Fisher Exact Test was used. Also, the statistical Students
T-test was used for the comparison of values of continuous variables between
two categories of discrete variables and the statistical Anova F-Test for the
comparison among more than two categories of discrete variables. For com-
parison of values over time the paired t-test was used as well as the non-para-
metric Wilcoxon test for comparison among two value categories with a small
number of observations (<30). All statistical analyses were implemented at a
significance level of a=0.05 by using the statistical package SPSS version 16.0.
For the calculation of the time curve regarding goal achievement the Kaplan
Meier method was used and for the comparative check of the curves between
treatment categories, the log rank statistical test was used. In order to study
the treatment effect on HbA1c<7%, a multivariate analysis was set using as a
covariate the baseline glycosylated haemoglobin measurements with adjust-
ment for potential confounders of diabetes diagnosis and diabetic complica-
tions, either on 6 or 12 months

RESULTS

Baseline characteristics

Baseline population characteristics, glycaemic and lipid profile, blood
pressure and heart rate values, diabetic complications, comorbidities and
family history of the population are presented in Table 1 (next pages). Out
of 380 patients participating in the study, 46.1% were men and 53.9% were
women. The mean patient age was 67.3 years. The mean time of diabetes
diagnosis was 10.1 years. Concerning diabetic complications, 5.8% of patients
had chronic renal failure, 5.0% had microalbuminuria, 3.7% had proteinuria,
8.4% had retinopathy, 11.8% had neuropathy and 26.1% had macrovascular
complications. Concerning comorbidities, 79.7% of patients had hypertension
(significantly higher percentage of women (85.4%) versus men (73.1%),
p<0.01 and among ages >65 years old (85.5%) versus ages <65 years old
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Table 1

Baseline population characteristics, glycaemic and lipid profile, blood pressure and heart
rate, diabetic complications, comorbidities and family history of the study population

Variable - -
Gender n %
Men 175 46.1
Women 205 53.9
Age n %
<65 years old 138 36.3
65+ years old 242 63.7
Mean height n cm
Men 175 170
Women 205 158
Mean weight n kg
Men 175 88.5
Women 205 80.7
BMI (kg/m2) n %
Normal 34 8.9
Overweight 104 27.4
Obese 242 63.7
Waist circumference n cm
Men 175 109.8
Women 204 105.3
Mean time until diabetes diagnosis n %
<10 years 201 52.9
10+ years 179 47.1
Blood tests - p
FBG (mg/dl) 170.4 -
HbA1c% 8.1% -
<65 years old 8.3 % <0.01
65+ years old 8.0 %

Presence of chronic renal failure 8.7 % =0.02
Presence of macroalbuminuria 9.0 % <0.01
Presence of retinopathy 8.6 % <0.01
Total cholesterol (mg/dI) 198 -
HDL(mg/dl) 46.7 -
LDL(mg/dl) 119.1 -
Triglycerides (mg/dl) 165.8 _
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Physical examination n

Mean Systolic blood pressure mmHg 379 140.7
Mean Diastolic blood pressure mmHg 379 81.5
Mean heart rate beats/min 379 76.3
Diabetic complications n %
Chronic renal failure 22 58
Microalbuminuria 19 5.0
Macroalbuminuria 14 3.7
Retinopathy 32 8.4
Neuropathy 45 11.8
Macrovascular complications 99 26.1
Comorbidities % p
Arterial hypertension 79.7 -
Men 73.1 <0.01
Women 85.4

<65 years old 69.6 <0.001
65+ years old 85.5

Heart failure 4.5 -
Atrial fibrillation 4.5

<65 years old 0.7 <0.001
65+ years old 6.6

Family history % p
First degree relatives with cardiovascular 32,6 -
Men <65 years old 25.8 -
Women <65 years old 23.4 -
Men 265 years old 37.3 -
Women 265 years old 28.0 =
First degree relatives with hypertension 62.4 -
Men 52.6 <0.001
Women 70.7

<65 years old 71.0 =0.01
65+ years old 57.4

First degree relatives with diabetes 58.9 -
<65 years old 69.6 <0.01
65+ years old 52.9
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Table 2

Treatment Strategy by mean
time until diabetes diagnosis,
diabetic complications and
comorbidities (at baseline).

(69.6%), p<0.001), 4.5% had heart failure and 4.5% had atrial fibrillation.
Concerning the family history, 32.6% of patients had first-degree relatives
with cardiovascular disease, 62.4% had hypertension and 58.9% had diabetes.

Antidiabetic treatment at baseline

Atbaseline, 3.4% of patients (n=13) did not receive any antidiabetic treatment.
72.9% of patients (n=277) received OADs treatment mainly metformin
(n=250, 90.4%) and fixed combination of metformin and DPP-4 (n=208,
75.2%). 5.8% of patients (n=22) received insulin therapy of whom (n=17,
76.7%) received basal insulin, (n=5, 21.1%) received biphasic insulin and (n=7,
31.1%) fast acting insulin. 30.4% of patients (n=5) on basal insulin and 15.8%
on biphasic insulin (n=1) were co-administered rapid acting insulin. 17.9% of
patients (n=68) received a combination of OADs and insulin treatment.

There was a significant correlation of the type of treatment with the mean
time until diabetes diagnosis as well as with diabetic complications while no
significant correlation was found with comorbidities. The disease was much
more advanced in patients receiving insulin as presented in Table 2.

Combination | OADs Insulin None
therapy only only (n=13)

Mean time until diabetes diagnosis

<10 years

221 % 61.7% | 91% | 100.0 <0.001

10+ years

779 % 383% | 909% | 0.0%

Diabetic complications*

Chronic renal failure

11.8 % 29% | 227% | 7.7 % <0.001

Microalbuminuria

13.2% 3.2% 4.5 % 0.0 % <0.01

Macroalbuminuria

8.8 % 2.2 % 9.1% 0.0 % =0.03

Retinopathy 20.6 % 43% | 273% | 0.0% <0.001
Neuropathy 20.6 % 83% | 364% | 00% <0.001
Macrovascular complications 324 % 231% | 545% | 7.7% <0.01
Comorbidities™

Arterial hypertension 79.4 % 809% | 81.8% | 53.8% n.s.
Heart failure 103 % 3.6 % 0.0% 0.0 % n.s.
Atrial fibrillation 8.8% 40 % 0.0 % 0.0% n.s.

*percentage of existence within each treatment group

Table 3

Time series of treatment
strategies

Changes of antidiabetic treatment at 6 and 12
months-

Overall, 48.8% of patients changed their treatment at 6 months while 28.4%
of patients changed their treatment at 12 months. As presented in Table 3,
the main change was the

progressive increase of

Treatment Baseline 6 months 12 months
/% /% combination treatments
from 17.9% at baseline

. . . - = Q,
Combination n=68/17.9% n=55/26.1% n=55/28.1% to 26.1% at 6 months
= 5 " m . and 28.1% at 12 months,
OADS only n=277/72.9% n=221/66.7% n=218/64.0% with a decrease of OADS
Insulin only n=22/5.8% n=20/6.3% n=20/7.3% treatment and patients

with no treatments.
Maone n=13/3.4% n=10/1.0% n=10/0.7%
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Table 4
% of T2DM patients achieving HbA1c<7% per treatment at 6 months.
Treatment
Combination OADs Insulin None Total
HbA1cs 7% No n 43 138 13 4 198
% 78.2% 62.7% 65.0% 40.0% 64,9%
Yes n 12 82 7 6 107
% 21.8% 37.3% 35.0% 60.0% 35,1%

(p=0.06)

Table 5

% of T2DM patients achieving
HbA1c<7% per treatment at 12
months.

Other co-administered treatments

Other co-administered treatments at baseline were ACE inhibitors (71.1%),
statins (61.6%), antiplatelet agents (40%), diuretics (37.9%), calcium channel
blockers (35.0%), beta inhibitors (25.5%), nitrates (6.6%) and fibrates (3.7%).
Throughout the study, no significant changes were observed in co-adminis-
tered treatments. Finally, 99.2% of patients were given instructions for diet
and exercise from their doctor at baseline.

Primary objective:

Estimation of percentage of T2DM patients achieving HbA1c<7%
per treatment strategy (lifestyle modification, oral antidia-
betic drugs-OADs, OADs + insulin therapy, insulin therapy) at
6 and 12 months

At 6 months, overall 35.1% of patients achieved HbA1_<7%. More specifically
37.3% of patients (82 out of 220) on OADs treatment, 35% of patients (77 out
of 20) on insulin, 21.8% of patients (12 out of 55) on a combination of OADs
and insulin treatments and 60% of patients (6 out of 10) without an antidia-
betic treatment achieved HbA1, <7% (Table 4).

At 12 months, overall 44.6 % (95% CI: 39 %-50.2 %) of patients achieved
HbA1,<7%. More specifically 49.5% of patients (108 out of 218) on OADs
treatment, 35% of patients (7 out of 20) on insulin, 23.6% of patients (13 out
of 55) on a combination of OADs and insulin treatments and 70% of patients
(7 out of 10) without a treatment achieved HbA1_<7% (Table 5).

There was a statistically significant correlation between achieving the goal of
HbA1C<7% at 6 and 12 months and patient compliance regarding exercise
and diet.

With the use of multivariate analysis, the differences between treatments in
the HbA1c change were not sufficient after adjustment for potential confound-
ers of diabetes diagnosis and diabetic complications either on 6 or 12 months.

Treatment
Combination OADs Insulin None Total
HbA1cs7% No n 42 110 13 3 168
% 76.4% 50.5% 65.0% 30.0% 55,4%
Yes n 13 108 7 7 135
% 23.6% 49.5% 35.0% 70.0% 44,6%
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Table 6

Mean times to meet primary
endpoint of HbA1c<7% per

Secondary objectives:
1. Time to meet HbA1c<7% per treatment strategy

Based on Table 6, patients not receiving antidiabetic treatment displayed
8.5 months on average to meet HbA1_<7%, followed by patients on insulin
only (9.9 months on average), next followed by patients on OADs only (10.1
months on average) and finally by patients on a combination treatment of
OADs and insulin displaying the longest time (11.3 months on average). With
the use of Kaplan Meier analysis the mean time for achieving HbA1C<7% was
10.3 months (95% CI : 9.9-10.7) with a median of 12.3 months (95% CI :12.1-
12.4) (Figure 2).

treatment strategy.
Mean time until Confidence
Treatment
HbA1c £7% interval 95%
Combination (n=13) 11.3 10.6-12.1
OADs only (n=108) 10.1 9.7-10.5
Insulin only (n=7) 9.9 8.4-11.4
None (n=7) 8.5 6.5-10.5
(p=0.01)
. Figure 2
Kaplan Meier curve for the
1.0 4 —— achievement of primary
endpoint of HbA1c<7% for
.8 4 % all patients
\
L--L
.6 o -
-
.2 + +
0.0 4=
= <3 8 10 12 14
Months

2.Efficacy of treatment and changes from baseline in glycae-
mic profile (HbA1c, FPG), body weight, waist circumference,
blood pressure and lipid profile (HDL, TG, LDL, tChol) per
treatment strategy at 6 and 12 months

There was a statistically significant decrease of HbA1 and FPG for all patients
and per treatment strategies between the baseline and the 6-months period
(p<0.001) as well as the 12-months period (p<0.001) as presented in Table 7
(next page). Regarding the change from baseline of body weight, there was no
statistically significant change at 6-months period, while there was statisti-
cally significant decrease at 12-months period for patients on OADs treatment
(p<0.001). Regarding the change from baseline of waist circumference, there
was a statistically significant decrease for all patients at six and twelve months
(p<0.001). There was a statistically significant decrease in patients receiving
only OADs treatment (p<0.001) whereas there was no statistically significant
change in the other treatment strategies.

Regarding the change from baseline of systolic blood pressure, there was
a statistically significant decrease for all patients at six and twelve months
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Table 7

Time series of mean HbA1c%, FPG (mg/dl), body weight (kg), waist circumference-
WS (cm) values and Treatment strategies.

Treatment Baseline (mean) | 6 months (mean) | 12 months (mean) p1 p2
n/HbA1c (%) n/HbA1c (%) n/HbA1c (%)

Combination | (n=68)/8.4% (n=55)/7.9% (n=53)/7.7% <0.001 | <0.001
OADS only | (n=277)/8.0% (n=221)/7.4% (n=218)/7.1% <0.001 | <0.001
Insulin only (n=22)/8.4% (n=20)/7.8% (n=20)/7.5% <0.01 <0.01

None (n=13)/8.0% (n=10)/6.9% (n=10)/6.8% <0.01 <0.01
Total (n=380)/8.1% | (n=306)/7.5% (n=303)/7.3% | <0.001 | <0.001
Treatment Baseline (mean) | 6 months (mean) | 12 months (mean) p1 p2
n/FPG (mg/dl) n/FPG (mg/dl) n/FPG (mg/dl)

Combination | (n=68)/174.4 (n=55)/150.8 (n=55)/148.6 0.04 0.02
OADS only | (n=277)/169.7 | (n=221)/151.8 (n=218)/139.0 | <0.001 | <0.001
Insulin only (n=22)/177.0 (n=20)/147 A1 (n=20)/152.0 0.03 0.05

None (n=13)/151.8 (n=10)/136.8 (n=10)/133.4 0.01 0.01
Total (n=380)/170.4 | (n=306)/150.8 (n=303)/141.4 | <0.001 | <0.001
Treatment Baseline (mean) | 6 months (mean) | 12 months (mean) p1 p2
nfweight (kg) n/weight (kg) n/weight (kg)

Combination | (n=68)/83.4 (n=55)/82.6 (n=55)/82.6 NS NS
OADS only | (n=277)/84.1 (n=221)/83.5 (n=218)/82.0 NS | <0.001
Insulin only (n=22)/84.7 (n=20)/83.4 (n=20)/82.6 NS NS

None (n=13)/92.7 (n=10)/93.1 (n=10)/93.5 NS NS
Total (n=380)/84.3 (n=306)/83.6 (n=303)/82.5 NS 0.02
Treatment Baseline (mean) | 6 months (mean) | 12 months (mean) p1 p2
n/WS (cm) n/WS (cm) n/WS (cm)

Combination | (n=68)/106.3 (n=55)/106.0 (n=55)/105.5 NS NS
OADS only | (n=277)/107.5 | (n=221)/106.0 (n=218)/105.2 | <0.001 | <0.001
Insulin only (n=22)/106.2 (n=20)/105.5 (n=20)/104.3 NS NS

Naone (n=13)/113.7 (n=10)/110.0 (n=10)/111.6 NS NS
Total (n=380)/107.4 | (n=306)/106.1 (n=303)/105.4 | <0.001 | <0.001

p1: comparison baseline to 6 months

p2: comparison baseline to 12 months
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Table 8

Time series of mean systolic (SBP) and diastolic (DBP)
blood pressure (mm hg) and Treatment strategies.

p1: comparison baseline to 6 months

p2: comparison baseline to 12 months

(p<0.001) as presented in

Treatment | Baseline (mean) | 6 months (mean) | 12 months (mean) |  p1 p2 Table 8. This decrease was

n/SBP (mm hg) | n/SBP (mmhg) | n/SBP(mm hg) measured in all treatment

strategies, with more signifi-

Combination | (n=68)1138.8 | (n=55)135 | (n=55)1134.9 | 0.04 | 0.03 cant decreases in the case of

OADs treatment only. There

OADS only | (n=277)140.7 | (n=221)/135.1 | (n=218)/134.3 | <0.001 | <0.001 was a statistically significant

decrease of diastolic blood

Insulinonly | (n=22)/146.4 | (n=20)137.0 | (n=20)1136.8 | <0.01 | 0.02 pressure for all patients at six
and twelve months (p<0.01).

None (n=13)/1415 | (n=10/132.3 | (n=10)/134.8 NS NS There was a statistically sig-

nificant decrease of tChol for

Total (n=380)/140.7 | (n=306)/135.1 (n=303)/134.6 | <0.001 | <0.001 all patients at six and twelve

months (p<0.001) as pre-

Treatment | Baseline (mean) | 6 months (mean) | 12 months (mean) p1 p2 sented in Table 9 (next page).

n/DBP n/DBP n/DBP The decrease was statisti-

cally significant in the case of

Combination | (n=68)/81.7 (n=55)/79.8 (n=55)/79.7 NS NS OADs treatment (p<0.001).

Regarding the change from

OADSonly | (n=277)/81.3 | (n=221)79.6 | (n=218)/79.4 NS | <0.01 baseline of HDL, there was

a statistically significant in-

Insulinonly | (n=22)/82.4 | (n=20)/78.6 (n=20)/80.2 003 | NS crease of HDL for all patients

at 6-months period (p=0.02).

None (n=13)/83.5 | (n=10)/81.7 (n=10)/82.8 NS | Ns This increase was statistically

significant in the case of OADs

Total (n=380)/81.5 | (n=306)79.7 | (n=303)/79.6 | <0.01 | <0.01 treatment (p=0.02) or insulin

treatment (p=0.03). In addi-

tion, a statistically significant
decrease of LDL for all pa-
tients at 6-months (p=0.02)
was observed which was more

significant at 12-months (p<0.001). The decrease was statistically significant
in the case of OADs treatment strategy (p<0.001). Regarding the change from
baseline of triglycerides, there was a significant decrease for all patients at
6-months period as well as 12-month period (p<0.01). The decrease was sta-
tistically significant in the case of OADs treatment (p<0.01).

3. Estimation of 10- year CV and stroke risk at baseline and af-
ter 12 months of follow-up using UKPDS Risk Calculator Score
Tool

The UKPDS Risk Calculator was provided to investigators to measure CV and
stroke risk for enrolled patients based on current age, sex, ethnicity, smok-
ing status, presence or absence of atrial fibrillation and levels of HbA1c, sys-
tolic blood pressure, total cholesterol and HDL cholesterol. * At baseline, the
10-year CV risk was estimated to be 31.5% while the 10-year stroke risk was
estimated to be 24.2% in a total of 378 patients (99.5%). At 12 months, the 10-
year CV risk was statistically significant reduced to 26.4% (p<0.001) while the
10-year stroke risk was reduced to 23.7% (p=0.48) in a total of 303 patients.
There was no statistically significant difference in the change of the risk com-
pared to the initial treatment strategy (p=0.10).
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Table 9

Time series of mean tChol (mg/dl), HDL (mg/dl), LDL (mg/dl) and triglycerides (mg/dl) values
and Treatment strategies.

Treatment Baseline (mean) 6 months (mean) 12 months (mean) pl p2
nftChol (mg/dl) n/tChol (mg/dl) n/tChol (mg/dl)

Combination (n=68)/194.9 (n=55)/183.2 (n=55)/189.3 NS NS
OADS only (n=277)197.7 (n=221)/187.1 (n=218)/185.6 <0.001 <0.001
Insulin only (n=22)/196.0 (n=20)/178.8 (n=20)/172.1 NS NS

None (n=13)/225.5 (n=10)/207 .4 (n=10)/205.4 NS NS
Total (n=380)/198.0 (n=306)/186.5 (n=303)/186.1 <0.001 <0.001
Treatment Baseline (mean) 6 months (mean) 12 months (mean) p1 p2
n/HDL (mg/dl) n/HDL (mg/dl) n/HDL (mg/dI)

Combination (n=68)/47.5 (n=55)/48.8 (n=55)/46.6 NS NS
OADS only (n=277)/146.4 (n=221)/47.7 (n=218)/147.5 0.02 NS
Insulin only (n=22)/45.0 (n=20)/47.4 (n=20)/45.9 0.03 NS

None (n=13)/51.4 (n=10)/48.5 (n=10)/50.9 NS NS

Total (n=380)/46.7 (n=306)/47.9 (n=303)/47 .4 0.02 NS

Treatment Baseline (mean) 6 months (mean) 12 months (mean) pl p2
n/LDL (mg/dl) n/LDL({mg/dI) n/LDL{mag/dl)

Combination (n=68)/119.7 (n=55)/104.8 (n=55)/113.0 0.02 NS
OADS only (n=277)/118.0 (n=221)/114.5 (n=218)/109.1 NS <0.001
Insulin only (n=22)/120.0 (n=20)/105.8 (n=20)/98.0 NS NS

None (n=13)/137.9 (n=10)/135.3 (n=10)/138.2 NS NS
Total (n=380)/119.1 (n=306)/112.8 (n=303)/110.0 0.02 <0.001
Treatment Baseline (mean) 6 months (mean) 12 months (mean) p1 p2
n/TGs n/TGs n/TGs

Combination (n=68)/147.9 (n=55)/148.4 (n=55)/148.8 NS NS
OADS only (n=277)/170.0 (n=221)/147.6 (n=218)/151.8 <0.01 <0.01
Insulin only (n=22)/159.3 (n=20)/140.5 (n=20)/138.6 NS NS

None (n=13)/183.2 (n=10)/156.2 (n=10)/116.3 NS <0.01
Total (n=380)/165.8 (n=3086)/147.5 (n=303)/149.2 <0.01 <0.01

p1: comparison baseline to 6 months

p2: comparison baseline to 12 months
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Table 10

Incidents per
treatment strategy
between visits at 6
and 12 months.

At 6 months Combination OADs only | Insulin only None

(n=55) (n=221) (n=20) (n=10) P
Coronary disease 1.8 % 05% 5.0% 0.0% n.s.
Heart failure 3.6 % 0.5% 0.0 % 0.0 % n.s.
Left ventric. hypertrophy 0.0 % 0.0 % 0.0 % 0.0 % .
Peripheral arterial disease 1.8 % 0.5 % 0.0% 0.0 % n.s.
Myocardial infarction 0.0 % 0.5% 0.0% 0.0 % n.s.
Stroke 3.6 % 0.0 % 5.0% 0.0 % =0.02
Atrial fibrillation 3.6 % 1.4 % 0.0% 0.0 % n.s.
Microalbuminuria 5.5 % 2.3 % 10.0 % 0.0 % n.s.
Macroalbuminuria 1.8 % 0.9 % 10.0 % 0.0 % =0.02
Other 10.9 % 5.0 % 0.0% 10.0 % n.s.
At12 months Combination OADs only | Insulin only None

(n=55) (n=218) (n=20) (n=10) P
Coronary disease 26 % 0.5% 10.5 % 0.0 % =0.01
Heart failure 1.3 % 0.0 % 0.0 % 0.0 % n.s.
Left ventric. hypertrophy 0.0 % 0.0 % 0.0 % 0.0 % .
Peripheral arterial disease 2.6 % 0.0 % 5.3 % 0.0 % n.s.
Myocardial infarction 1.3 % 0.0 % 0.0 % 0.0 % n.s.
Stroke 0.0 % 0.0 % 5.3 % 0.0 % <0.01
Atrial fibrillation 26 % 1.0 % 0.0 % 0.0 % n.s.
Microalbuminuria 6.5 % 2.5 % 211 % 0.0% <0.01
Macroalbuminuria 2.6 % 1.5 % 10.5 % 0.0 % =0.1
Other 39% 4.5 % 53% 0.0 % N

Safety results

Incidents between visits per treatment strategy at 6 and 12 months

The incidents of the intervening periods between visits per treatment strategy at 6 and 12
months are recorded in Table 10.

Hypoglycaemic episodes

The number of documented symptomatic and serious hypoglycaemic episodes per treatment

strategy at 6 and 12 months are described in Table 11 (next page). At 6 months, 15.7% of
306 patients were recorded to have documented symptomatic hypoglycaemic episodes (2.8
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Table 11

Number of documented symptomatic and severe hypoglycemic
episodes per treatment strategy at 6 and 12 months.

8 monthe Combination OADs only Insulin only None
(n=55) (n=221) (n=20) (n=10)
Symptomatic hypoglycemic incidents
No episode 70.9% 89.6 % 55.0 % 100.0 %
1 episode 9.1% 6.3 % 15.0 % 0.0 %
2 episodes 55 % 1.8 % 10.0 % 0.0 %
3 episodes 5.5% 0.9 % 50% 0.0 %
4 episodes 36% 0.0% 5.0 % 0.0 %
5 episodes 5.4 % 0.0 % 0.0 % 0.0%
6+ episodes 0.0 % 14 % 10.0 % 0.0 %
Mean* (p=n.s.) 2.7 2.6 3.4 0.0
Mean** (p<0.001) 0.8 0.3 1.6 0.0
Severe hypoglycemic incidents
No episode 98.2 % 99.1 % 95.0 % 100.0 %
1 episode 0.0% 09 % 5.0% 0.0 %
2+ episodes 18% 0.0% 0.0% 0.0 %
Mean* (p=n.s.) 4.0 1.0 1.0 0.0
Mean** (p=n.s.) 0.1 0.0 0.1 0.0
> morthe Combination OADs only Insulin only None
(n=55) (n=218) (n=20) (n=10)
Symptomatic hypoglycemic incidents
No episode 70.1 % 93.5 % 73.7 % 66.7 %
1 episode 10.4 % 2.0% 15.8 % 0.0 %
2 episodes 5.2 % 3.0% 53 % 333 %
3 episodes 26% 0.5% 0.0 % 0.0 %
4 episodes 3.9% 0.5% 0.0 % 0.0%
5 episodes 0.0 % 0.5% 0.0 % 0.0 %
6+ episodes 7.8% 0.0 % 52 % 0.0 %
Mean* (p=n.s.) 4.0 2.2 2.2 2.0
Mean** (p<0.001) 1.2 0.1 0.6 0.7
Severe hypoglycemic incidents
No episode 98.7 % 99.0 % 94.7 % 100.0 %
1 episode 1.3% 0.0 % 53 % 0.0%
2+ episodes 0.0 % 1.0% 0.0 % 0.0 %
Mean* (p=n.s.) 1.0 25 1.0 0.0
Mean* (p=n.s.) 0.0 0.0 0.1 0.0

*Qut of those having hypoglycemic incidents

**Out of all patients
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episodes on average) (115 episodes in total) and 1.3% were recorded to have
documented severe hypoglycaemic incidents (1.8 incidents on average) (5
episodes in total). At 12 months, 14.5% of 303 patients were recorded to have
(during the last 6 months) documented symptomatic hypoglycaemic incidents
(3.2 incidents on average) (118 episodes in total) and 1.3% were recorded to
have documented severe hypoglycaemic incidents (1.8 incidents on average)
(6 episodes in total).

DISCUSSION

The results of this 12-month non-interventional study, conducted in pri-
mary care units in Greece, showed an improved glycaemic and lipid profile
in T2DM patients per different treatment strategies (lifestyle modification,
OADs, OADs + insulin, insulin therapy). A mean overall fall in HbA1ic from
8.1% at baseline to 7.3% at 12 months for all patients was observed, the mean
time for achieving HbA1c<7% was 10.3 months and 44.6% of patients overall
achieved HbA1c<7% at 12 months. The multivariate analysis suggests that
there were no significant differences in Hb1Ac change between therapeu-
tic strategies after adjustment for baseline characteristics either on 6 or 12
months. These were accompanied by a decrease in blood pressure.

Finally, there was a statistically significant reduction of 10-year CV risk and a
non statistical reduction of 10-year stroke risk for patients from baseline to 12
months using UKPDS scoring tool.

Therefore, different treatment strategies (lifestyle modification, OADs, OADs
+ insulin, insulin therapy) to achieve glycaemic control with interventions to
achieve lipid profile control can be considered crucial for optimization of clini-
cal outcomes in patients with T2DM as shown in previous studies.?° However,
in real world it seems that there is a suboptimal management of lipid goals of
diabetes patients despite high use of evidence based therapies.2*

Primary care health professionals dealing with T2DM may find these data
useful to enhance control of comorbidities for the benefit of their diabetic
patients. The results of this non-interventional study can be a good cause
and give a good motivation for systematic educational programs for T2DM
management among primary care units and health centres organised by of-
ficial state bodies and the implementation of National Plan of Action for the
Prevention and Treatment Diabetes Mellitus and its complications.??

The results of the present study have several limitations, first the total number
of patients recruited was rather small, second patients were already on treat-
ment when included so the magnitude of treatment effect cannot be assessed
and third treatments were not decided at random, therefore causal relation-
ship between treatments and outcomes cannot be established.

This non-interventional study aimed to extend our understanding of the man-
agement of T2DM patients and CV risk in primary care units in Greece and
whether the various guidelines are applied in real life setting.

In summary, the results of the present non-interventional study, suggest that
different treatment strategies (lifestyle modification, OADs, OADs + insulin,
insulin therapy) to achieve glycaemic control with interventions to achieve
lipid profile control can be considered as a useful therapeutic approach for
patients with T2DM. Beyond glycaemic profile control improvement, there
was a benefit in lipid profile control and a statistically significant decrease in
10-year CV risk for patients from baseline to 12 months using UKPDS scoring
tool. This may lead to improvements in the management and a reduction in
the burden of this chronic disease.
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Iepiinyn:

H evapudvion ywa tg Spaotnpilo-
Tnteg mov oxetidovtal pe v Pap-
pakoemaypLsvnon exet viobeOet
ato g tpeg mepoyeg (Evpmomm,
Apepikn kol Iamovia) pe tpnon
TWV KATELOLVTNPLWV YPAUUGOV TNG
AeBvoug Atdlokewng yia v Evap-
povion (ICH). AMA 10 gpodTnua
mapapével 1810: Exovv vioBetndel
uovo Bewpnrikd; Ta amoteAéopata
mov Aaupavovrar and v PipAo-
YPAPIKT VAN TNOT WIOKAAUIITOLY
nwg KAOe meployn £xel viobetroet
Tig S1kéQ N¢ kKatevBLVTNPIES YpapL-
UEG, KATTO1EC OUOIOTNTEG LITAPYOLVV
aA\A o1 Sla@opég mapapévouvy ov-
owotikeg. Ta tig Spaotnplotnteg
7oV oyetiovtan pe mv ®appaxo-
EMAYPLTIVNOT, OMWG T AVAPOPA
AvemBountwv Evepyeiwv (ADR),
Ta ypovodiaypaupata vitoPoAng
twv Emkaiponomnuévov ExOéoewv
Aogaieiag (PSUR), ta Tvotnuata
Awayeipong Kivétvov (RMP) kan 1)
Emxowvwvia ya Bépata aopaiei-
ag, Ol OUOLOTNTES VITAPYOLV, CAAA
N ovXVOTNTA LITOPOANG TAPAUEVEL
ma  onuavtikn  Stapopd  avape-
oa OTIg Tpelg meployeg. Tehkd, 1
vofémon Ttwv  katevbuvtplwv
ypapumv g AleBvovg Aldokeyng
yia v Evappovion (ICH) akopa
TTOPAUEVEL, AAAA 1] TIPAYUATIKT
EQAPUOYT TNG EVAPUOVIONG UEVEL
va vhomoinHet.

AgEerg kA1 evappuovion,
(PAPUAKOETAYPLITVI|OT), AVAPOPA
avemBLUNTOV evepyELLV,
AVAPOPA ETMKALPOTTONUEV®V
ekBeoewv aopaieiag, cvotnuata
Siayeipiong kKivdvvov, emkovovia
yia O¢pata acpaieiog

A comparison

of the three

major worldwide
pharmacovigilance
systems (EU, USA
and Japan). Do they
remain harmonized?

Abstract:

Harmonization for pharmacovigi-
lance activities has been adopted
by the three regions (Europe, USA
and Japan) abiding to ICH Guide-
lines. But the question remains the
same: Is it adopted only theoreti-
cally? Bibliography results reveal
that each region has its own Guide-
lines adopted, some similarities ex-
ist but the differences still remain
substantial. For pharmacovigilance
activities like Adverse Reaction
(ADR) reporting, Periodic Safety
Update Report (PSUR) submission
timelines, Risk Management Plan
(RMP) and Safety communication
similarities exist, but the frequency
of submission remains a major dif-
ference among the three regions.
At the end, the adoption of ICH
Guidelines still exists, but the ac-
tual implementation of harmoniza-
tion remains to be realized.

Keywords: harmonization,
pharmacovigilance, ADR
reporting, PSUR reporting, Risk
Management Plan (RMP), safety
communication
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2YTKPIZH TQN TPIQN KYPIAPXQN MAFKOZMIQN ZYZTHMATQN PAPMAKOEMATPYNNHZHZ

(EYPQMH, AMEPIKH KAI IANQNIA)

I. Evoaywyn

O opog «harmonize» (evapuovilw) opiletal, ovupwva pe 0 Ae&iko g Mer-
riam Webster, wg «bring to a state free of conflicts, inconsistencies, or
differences».' e 1 emineSo OUwWS 0 OPIOUOC AVTOG, Ppiokel epapUOYT), OTNV
TN POTNTA TOV OTOV TOWEA TNG PAPUAKOETAYPUTTVNONG, S1eBvig; H Atebvrg
Atdokeyn ya v Evapuovion (ICH) e€e8woe katevBuvtrnpieg odnyieg e
OKOmO petaly dMwv va dmoel v evkaipia Kal 0TI TPEIS OUUUETEXOVOEG
emkparteleg (Evpomn, Auepkn kot Iamwvia), mov akohovBolv 1o ev Adyw
TAQIO10 KAVOVWV, VA EVAPUOVIOOUV TIC TEXVIKEG AIIALTIOEIS TTOV APOPOUV
kasoleg Sradikaoieg @APUAKOETAYPVITVIONG 08 OXECT) UE TA (PAPUAKEVTIKA
nipoiovta.? [ pa oe1pa asmd artieg Kat apd 10 yeyovog 0Tt kabiotatat mAs-
OV KOWI) TTapadoyr) 1 avaykn yia 51eBvomoinon g «amoTeAEOHATIKNG PAp-
LAKOETAYpLITVIIONG», TO epwTnua mapauévet: IToo eivatl to Tpeyov eminedo
EVapUOVIoNG KAl Ttola Stagaivetar va eivat ) opeia eEEMENG Tov;

Yxomog tov apbpov avtov eival va mapateBodv o1 TPEXOVOES OUOIOTNTES
kabwg kal o1 vtapkTeg Srapopeg otig BepeMadelg TapauETpovg e Pap-
UAKOETAYPLIIVIIONG OMwE 1 ava@opd twv Avembountwv Evepyeiov (Ad-
verse Drug Reactions- ADRs), ta amaitovpeva xpovodiaypaupata vmofo-
Mg twv Emkaipomomnpuévov ExBeoewv Aopaieiag (Periodic Safety Update
Reports- PSURs), ta Tvotiuata Awayeipiong Kwvdtvvou (Risk Management
Plans- RMPs) kat 1 pon Siayvong g mAnpogopiag yia Bepata aocpaieiag
petald tov 1pov nreipwv (Evponn, Auepikn kot Iamwvia) emyeipomviag va
avaderyBovv ta media npog Pertimon tng Sradikaoiag £To1 MOTE va KaTtaoTel
UEAOVTIKA EPIKTN T) TTAT|PNG EVAPUOVIOT] TOVC.

TUYKPLOT) TOV TPLOV CUOTIHUAT®V
@APUAKOETAYPVITVIONG

I1.1. Ava@opa tov AvernOvuntewv Evepyewwv (ADR
reporting)

O oplopog g AvemBountng Evépyelag (AE) eival . avtamokplon tov opya-
VIOUOV 0 €va PAPLAKEVTIKO 18100KeVACUA TTov  prtopel va eitvan emPAafng
Kkat akovotla.? O1 TePIOTATELS 0TI OTOIES TO TTPOTOV AVTO UITOPEL VA TTPOKAAE-
01 I LILAPYEL LTTOWPIA OTL EXEL TPOKAAETEL AVTNV TNV aAvemBvunTn eveépyela
glvat TOAEG: XOPTIYNOT OVUPOVA LLE TOUE OPOVE TNE Ade1ag KUKAOPOPIag Tov,
£KTOC TV 0pwV TN adelag kukAogpopiag tov (vmepfoAkn 8oon, xpron eKTog
evoeltng g Beparmeiag, 1aTPIKO OPAAUA K.ATL) 1) KA1 KATA TNV S1dpkeid g
emayyeALaTIKng €ékBeong.?

I1.1.1 Evponn

H vouwkn Baon twv avagopmv twv AE oty Evpmnn, mov mepiiapfavet
28 kpatn péAn kal 3 pEAN oV evpUTEPT OTKOVOUIKT] mieployn g Evpmrng
(NopBnyia, Atytevotarv kar Iohavdia), eivar o Kavoviopog 520/2012 kat
n GVP Evomrta VI3 H avagopd twv AE otnv Evponn mpaypatomoleitan
nAektpovikd peow g Paong Sedopévwv Eudravigilance anmo kabe Katoyo
Aberag Kukhogopiag (KAK) mov €xet oy Siabeor| tov éva eibikevpevo Pa-
O€1 VOUODETIK®OV QITALTIOEWMV ATOLO, LITEVOVVO V1A TN PAPLAKOETAYPUITTVI|OT)
(QPPV), o omolog pépel KataMnAn ekmaidevon £1ol moTe va Sievepyel pa
t€tola evepyeta.t Katd v Sidpkela tov teAevtaioy 2 etav mepinov (2014),
o1 aoBeveig eivar emiong oe Beon va avagepovv Tig AE anevBeiag péow da-
Swtvov (http://www.adrreports.eu), o€ €va 10TOTOTO JTOL PLAOEEVELTAL ATTO
tov Evpwnaikd Opyaviopo Pappakmv (e atdyo TV EVIoXuon Tng avapopag
twv AE asto toug aoBeveig.s'Omwg eivatl non yvwotd, IpoasmaltodUeva yia tmy


http://www.adrreports.eu
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eykvpotnta kabe avapepouevng AE amtoteholiv Ta 4 akdlovba kal oe ouoyeé-
TI0T oToLEla: &va atopo mov Ba avagépet v AE, &vag aoBevr|g, TovAdyt-
OTOV Hia DITOITTI) TTAPEVEPYELA KAL £VA VITOIITO PAPHAKEVTIKO 18100KevAouUA.3

'‘Ocov apopd ta ypovodiaypauuata ota omoia Ba rPEMEL va IPayUATOIOL-
gltan 1 avagopd twv AE, avtd S1apopomolovvtal oOUPOVA [E TO XAPAKT-
plopo tovg oe ooPapég 1 un. E@ocov np AE kpi0ei coPapny (Bavatog, voon-
Aela 0g voooKoElD, AIENTIKO GLUUPBAV Yia TN {wT), Avamnpid 1 avikavotnta,
ovyyevr) avopaiia / Stapaptia Stamddoeng), kprinpla cvppova pe mv GVP
Evomta VI, Ba mpenet va avagepbet otnv Eudravigilance evtog 15 nuepo-
AOYLOKQOV NUEPWV atd TNV NuEpa yvwong g AE (nuépa 0). Ztnv avtifetn
neplitwon omov N AE Sev katnyoplomoteital oe oofapr), TOTE N aAvapopa
g Ba mpémet va yivetar evtdg 90 nuep®V ammo v nuépa yvoong g AE.°
To mAnpeg ovotua vroPoArng ekBeocewv ADR g Evpanng @aivetal oto
Tynua 1:3
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I1.1.2 Apepwn)

To ocVvomua avagopdg AE tov Food and Drug Administration (FDA) faoide-
tau otov Title 21 of Code of Federal Regulation (CFR), tapaypagot 310.305,
314.80, 314.98, 1271.350 kaBwg ka1 otnv evotnta 760 Tov Food Drug and
Cosmetic Act (FDCA).”'Oleg o1 coPBapég kat ampoodoknteg AE papuaxwv kat
un Broroyikav epforiwv avagepovial xpnoipomoinviag to 'Evtumo 3500A
tov FDA, 10 osmolo mpémel va amootedetal otnv niektpovikn Baon FDA
Adverse Event Reporting Systems (FAERS). I'a ta epfoia, n avapopd yi-
vetal oe Swagopetikn Paon SeSopévwv Vaccine Adverse Event Reporting
System (VAERS).”

YoBapd kat wrpoodoknta cuuavra tov TPoEpyovIal eKTOg Apept-
KI)G Tpemel va SnAovovral eite pEow e @opuag CIOMS I 1 péow
1oV Evivmtov 3500A, akoun KAl yld TI§ AVAPOPES TTOV APOPOVV O
eupoiia. 'Ora ta edopeva propovv va vrrofarrovral eite o€ nie-
KTPOVIKT] €lTE 0€ EvTUa Hop@T]. ATTO TO 2000, 0 FDA £yelr amtodey et
™MV NALKTPOVIKT VITOBoAN TwV ekOecewv aoc@aierag o pop@r) xml.”
To £vtumno pe 1o omoio varoarrovrat ol AE pénel va epiEyetl ta 4
akoAiovla kat oe CLOYETIOT) OTOLELA: ATOUO IOV KAVEL TNV AVAPO-
pa, acOevng, AE kat brronto okevaoua.’

SVUPOVA UE TO 10XVOV OLOTNUA, Ol AVAPOPES TV COBAPOV KAl ATtpoado-
kntwv AE mpénet va amootéAovtar otnv FAERS evtog 15 nuepoloylakmy
nuepwv amod v nuépa yvoong mg AE. H napandve eékBeon avagpopag Oew-
peital wg pua 15-day Alert Report .7 e avtn tnv 15-day Alert Report ovpe-


https://vaers.hhs.gov/index
https://vaers.hhs.gov/index
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pappavovtar emiong avagopeg AE mov mtpogpyovtarl asto v BipAoypapia
MG KL AVAPOPES ATtd KAIVIKEG HEAETEC, O1 0TToleg Exouy S1e€ayBel petd v
KUKAO(OPIA TOV (PAPUAKOL OTNV ayopd.’ ZNUAVTIKT JTIAPATHPNOT] ATTOTEAEL
70 011 01 AE Ba mtpérmel va ava@épovtal aveEaptnTa We T CLOYXETION TOVG 1)
LT LLE TO VITOTITO (PAPLAKO, AKOLT KA1 AV TIPOEPXOVTAL VOTEPA AITTO ATTOCLPOT)
TOV (PAPLAKOV, KATAKPNOT 0VOIwV 1) utepSocoAoyia, Tuxaia 1 okoun. 8

I1.1.3 Iatwvia

To ovotua viofoArg AE oy Ianmwvia epstintel oto Nopo mept Papuakev-
Tkav [Ipoiovtwv (apBpo 77- (4) -2-1). 9'Oleg o1 AE, mpoepxOUeEveES EVTOG Kal
extog lammviag, mpEmel va ava@Epovtal NAEKTPOVIKA 0TV 10TooeAMSa Tov
Pharmaceutical and Medical Devices Agency (PMDA).® Ztnv Iantwvia, yia va
katnyoplomomnBel wa AE kat va kaBoploTel To ¥poviko mAAiolo avapopag
g Ba mpémel va eEeTao oV TAPAUETPOL OTIWG 1] XWPA TTPOEAELONC, ) 0oPa-
POTNTA, 1] £VTAOT] KAL TO AV EUITITTEL 0TIV KATNYOPIA AVAUEVOUEVNG T} un). ©

Yty lantwvia opidovtal 2 xpovodiaypappata yia tny vrtofoAn avagopwv AE
oLUP®VA pe TV Katataln mg faoet Twv kprmpiwv mov poava@epdnkay.
O1 TEpUTTMOELG OTTOL TIPETIEL VA AVAPEPOVTAL EVTOC 15 NUEPDV ATTO TNV NUEPA
YVQOTG TOUG eivat:

1. ewaldopeveg avemOUuunNTeg eVEPYEIES Ol OTTOIEC OYETI{OVTAL UE TO VITOITO
Papuako kat exovv avapepbei oty Iamwvia kat 0to eEmTEPIKO,

2. TEPUITOOELS OTOV 1) euPavion g AE, n ouyxvotntd g kai/ 1) o1 ouvOnkeg
évapéng g AE nrtav anpoodoknteg pe BAon TIG EYKEKPIUEVES TTPOPUAA-
Ee1g oto dVAAO OdNy1®VY Tov aeBevoig Tov Papuakov,

3. JIEPUITOOELS JTOV EXOLV TIPOKVPEL ATO AOTUMEELG KA1 EXOVV AvAYVWPLoTel
WG TIPOTYOVUEVES OOPAPES MEPUTTMOELG,

4. yvwortoi Bavarot,

5. AAAAYEG 0TIV euPAvion TV Taoewv o oofapeg AE mov Ba odnyovoav 1
Ba av&avav toug kivduvoug yia v Snuooia vyeia,

6. evépyeleg mov Bewpeitar 0Tt pokarovvtal artd Tig AE Twv gpapuakwv pe
veeg SpaoTIKEG OLOIEG EVTOG 2 ETMV AITTO TNV NUEPOUNVIA TNC EYKPLOT|S TOUG
KaBm¢ KAl MEPUITMOELG TTOV TIPOKVITTOVY A0 PAPUAKA TTOV HONG £XOUV
KUKAOQOPT|OEL TNV ayopa. °

O1 TEPUITWOELG TTOV EUTTIIITOVV OTO YpovodSiaypauua ava@opdag evtog 30
NUEPWV AT TNV APYIKT NUEPA YVOONG teplhapavouv:

1. Qva@opES EPELVOV OTAV TO PAPUAKO YPTOIUOITOIEITAL EKTOG TG EYKEKPL-
uevng evéergng mov avaypagetat oty Iepianyn Xapakinplomk®V Tov
IIpoidvtog (ITXII) (off label use),

2. kaBe meplntwon mov aPopd oe avasnpia 1 kKAnpovopkn acghévela mov
artodibetal oe pia yvwotn mapevepyela stov ouvefn oty lamwvia.?

I1.2. Eakaipoomueveg ek0eoeig acpaieiag
(PSURs)

O1 emkaipomonuéveg meplodikeg ekbeoelg yia v acpdieia (PSURS) Bew-
pouvtal, oVUPWVA UE TOV 0p1opo Tov Evpwmaikoy Opyaviopuot dapudkmyv
(EMA), &yypa@a mtou apeXouV pia afloAdynon wg rpog To TPOPiA Ktvovvou-
0PEAOVG TOV (PAPUAKOV, 01 0710ieg LITOPAAOVTAL 08 KABOoPIoPEVA KAl TAKTA
xpovikd Sraotuata amo tovg KAK. * H ICH &yet mpofet otnv ékdoon tng
oxetikng katevBuvinplag odnyiag E2C, ovupwva pe tnv omoia 1 vofoAn
PSUR o@eidel va yivetar facel Kool TpoTOIou Kal Yid TI¢ TPELS Neipoug
(Iantwvia, Apepkn kat Evpoomn).'2
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I1.2.1 Evpwsn

H avagopd towv PSUR oty Evparn kat o1 faotkég amarthoeig mpofAEmovtan
péow tov Kavoviouov 726/2004 kabmg kat g odnyiag 2001/83/EK." To me-
PIEXOUEVO KAL T] LOP@T] TV ETKAIPOTONUEV®Y ekBEoewv otnv Evporn me-
prypagovtatl oty 'ExBeon Ileprodikng A& iohoynong Kivbuvou (PBRER) mov
ovtepapfavetar oty katevBuvinpla odnyia E2C (R2)." H vtofoAn pag
PSUR mpayuatosoteitar nAektpovika otn Paon Sedopévwv Eudravigilance
(PSUR repository).® Katoyot ASeiag KukAogpopiag yevoomuwv, kabiepmpevng
LATPIKNE XPTIONG PAPUAK®DV, OUOI0TIAONTIKGOV OKELATUAT®WY KAl stapadoota-
KQV PUTIK®OV QPAPHAKEVTIKOV TIPOIOVTWV TIpemel va viofaiovv PSUR povo

Iivaxac 1 av Kol €QOOOV 1) LITOXPEWOT] AUTI TEPTYPAPETAL 0TIV ASE1d KLKAOPOPIiag
Toug 1) av {Nnoel anod v avtiototyn appodia apyr).®

Svyvomnta vofoAng PSUR

otv Evpdm. H ovyvotnta vofoAng twv PSUR otnv Evpwn gaivetal otov IMivaka I:

Adere Kokhogopiog peta lovio 2012
‘Evéeién omnv adewr kukiopopicg

DOrav to Apoidv eV KUKAOPOPEL

LY o
> -g UKOMA oTNV ayopd
E o - -
5 & Ortav to mpoidv KukAopopsl Gy
= =
sl g .
5 = ayopa
'-g e
= [
= B

Ipoiovra Ta omoie gprepriéyovror ota MP
ArtALTE. 10(1), 10a, 14, 16a of Dir. 2001/83/EC
Ortav couneprhopfaverw oty EURDIist

Orav dev oopmepiapfavera oty EURDIist

Katémy aimpartog

Zuypvomta vrofoiiic Ty PSUR

Axohovleitan 1) avaypa@opevn anaitnon oty
adelo Kukkogopiog

Kdbe 6 pnveg pégpt tnv eykexpipévn kKukhopopia
TOU PUPHAKOL STV ayopd

Kafe 6 pives yux to pdta 2 ypovia

1 popa o ypoévo Yo To EmOuEva 2 ypovia

Kabe 3 gpovia petd

Euyvornta vrofoiic PSUR

Axohovbei Tnv cuyvomta e EURD list
Agv yperaleta

Apgowg

I1.2.2 Apgpwr)

H avagopd twv PSUR otnv Apepikr| yivetau pe faon tov Title 21 twv mapa-
Ypapwv 600.80 ka1 314.80 tov CFR. O meprodikég exBeoelg mpemetl va vmo-
BaAovTal NAEKTPOVIKA KAl O€ EVTUITN LOP@T] KAl TIPETEL VA TtepAapBavouy
pa ovvroun mepiAnyn kabmg kar avaivoelg twv AE ov €gouv 1181 avagep-
O¢l, ig AE mov Sev exovv avapepBel (uéow g 15-day Alert Report péow tov
Evtimov 3500 A) kat Sev ovptepirapufavovial 6to Xpoviko S1aotnia mov
kaAvmttel  PSUR kaBmg kat eptypa@r) TuXOV OXETIKMV EVEPYELDV, O1 OTIOIES
mpaypatomomdnkav atod v teAevtaia avagpopd. Avembivunteg Eveépyeleg
IOV JIPOEPYOVTAL EKTOG ALEPIKNG avapEpovTal peow tov Eviimov 3500 A 1
g eopuag CIOMS 1.7 Eniong stpwv v vitoPoAn 'ExBeong Ieprodikng Afio-
Aoynong (PBRER), mov meptypagetat otnv katevbuvtipla odnyia E2C (R2),
oMot o1 KAK eivat vrtoypemwpévol va kavouv aitnon otov FDA yia v kataBe-
OT) TOV JTAPATAV® EYYPAPOL.'3

'‘Ocov apopd 0TI oUYVOTNTA, 01 TeP1od1KeEg ekBeoelg aopaieiag Oa mpemel va
vrofaihovtal kaBe 3 UNveg yia Ta IpeTa 3 XpOvia LETA A0 TNV €YKP10T NG
aiTnong Kat 1 (popd To XPOVO UETA TO TTEPAC TOV 3 XPOV®V.”

I1.2.3 Iatwvia

H Ianwvia evo £xel amodeybel v katevbuvtipla odnyia E2C tov ICH, to
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Zymua 2
Apxéc Zxebiov Atayeipiong
Kwévvov (RMP) (GVPV, 2012).

apBpo mov eivar oe 10y eivat to apBpo 63 Tov Kavoviopol EmifoAng Nopov.?
IMa @dappaka ov datiBeviar oty ayopd omolaconmote EEVNG XOPAg, o
nepieyxopevo twv PSUR mpénerl va meprhapfavet oieg tig AE mtov avagepOn-
Kav otnVv &&vn xwpa kot kabe pvBuiotikn mpadn mov ovvePn.o Iaparinia,
otav o1 meplodikeg ekbeoelg aopaeiag vopfaroviar and Eevovg KAK, to
TEPLEXOUEVO TOUC B TTpemel va GLuITTEPAAUPAVETAL HECA OTIS EMIKALPOITOL-
nuéveg ekBeoelg v Iamwvikwv KAK 1) mpémel va emouvamtetal padl pe tig
exBeoelg aopaeiag mov katatiBevtal Tomkd padl pe AAeg TAnpo@opieg 0To
Tunua «MEtpa yia v pueAovtikn ao@daiela oyxedaouéva facel twv Aro-
tedeouatwv Emtnpnong».° O meprodikeg exBeoelg aopaieiag voairovral
NAEKTPOVIKA Y1 TA PAPLAKA TTOV GLVTAYOYPAPOLVTAL KABKOE Yl KAl auTd
7oV Ppiokovtal oty nepiodo enavetetaong.®

'‘Ocov a@opd ot oLYVOTNTA NG LTTOPBOATG, OAEg o1 ekBETEIS ao@aleiag vITo-
BaArovtal kdBe 6 pnveg yia Ta TPWOTA 2 £ astd TV nuepounvia paong (xpo-
VoG EYKPLOTG), AKOAOLOMVTAG CUVEXOUEVES LITOBOAEG U1A (POPA TO XPOVO KATA
NV VITOAOLTN MEPiodo NG enavetetaong.?

I1.3. €810 Awayeiprong Kwwdtvvov (RMP)

H mapdapetpog ovykpdtmong touv Zxediov Awayeipiong Kivdvvov (RMP) ya
kaBe okevaoua €10MXON OTNV PAPUAKOETAYPVITVNOT], L€ OKOIO TNV 000 TO
Suvatov o mpmiun avayvoplon kat Staxeipon Bepdtwv acgaieiag tov
oKeLAoUATOG KABGE KAl TOV KAAUTEPO XAPAKTNPIOUO TNG PUONG TV KivEL-
VOV JTI0V AItoppeovv amd v xpnorn tov. To RMP sepypdgel ta pétpa mov
Aaupavovtal wg mpog TNV TPOANY 1) £0TW TNV EAAYIOTONOINOT TV SuvnTl-
KQV KIVSUV@V 0L TIPOKVITTOLY BAcel TN meploSikng a&loAdynong Tov mpopiA
ao@Aielag tov.” ALidel va TOVIOTEL TG 1 EPAPLOYT] TV HETPMV AVTOV ATOTE-
Ael vopukn voypeéworn kaBe KAK. Ot apyeg touv Zxediov Alayeipiong Kivdivou
paivovtal 0to Tynua 2.4 Av Kai 1 eviaia epapuoyr) Tov TePLYPAPETAL HECW®
g katevbuvtprag odnyiag ICH E2E (2004), 1) Tpgxovoa E@APLOYT) TOL OTIC
Tpelg mpoavapepbeioeg nreipovg paivetal mTwg akoua ep@avidel Siapopeg.'s

r

aopuiEing oou Kal
dokipooe/enavelitace Ta
TAGVY AOQULEINS GOV

1. Tevtomoinoe toug
KIvoivoug ﬂ

4. Eravelétaos ta pétpa [ KYKAOZI AIAXEIPIZEHE

2. Eykabidpuoe 11 0&heg va

KIRANNGN TPOCTATEVGELS KOl oW sival

3. Tavtomoince pétpa yio ™
peiman tou Kivdivou (Bel.ndoag
aopaielag/mhdva acpdielng)

0 TPOTE coL onuein

I1.3.1 Evpwnn
H vopukn Baon tov Zyxediov Alayeipiong Kivdtvvou ywa v Evponn eivar n
odnyia 2001/83/EK ka1 0 Kavoviouog 726/2004. ZOU@@VA UE TO TPOAVAL-
pepbHev kavovioTiko mAaiolo, Zxedio Alayeiptong Kivbivou vofaietan otig
AKOAOLOEG TTEPITTMOELG:
o 'Otav vapyel Lo oNUAVTIKT aAAayn oty adeia KukAogpopiag Aoyw:

1. Néag popeng Socoroyiag.

2. Néag 080U yopnynong.
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3. Iadratpikov mAnbuvouov.
4. AN\®OV ONUAVTIKOV 0AAAY®OV otV EvOeidn.

5. Néag Sadikaoiag kataokevng g PlOTEXVOAOYIKNG TTPOEAELONG TOV
TIPOIOVTOC. 4

o 'Otav vIapyel avnouvyia yia tn oxEorn opEAoVg-KIvShVoU Tov TTPoiovVTog
kat 1 Appodia Apyr ¢nmoetl v kataBeon yediov Awayeiprong Kiwvdo-
vov.'4

e Tn otyur) ov n Adela KUKAOPOPIAg aAvave®VETAL, EPOTOV TO TIPOIOV EXEL
vrapywv Zxedio Atayeiprong Kivdvou tote mpémet emiong va avavewbel.

Telog, Zxeblo Alayeiprong Kivduvov Ba mpémet va vitofdretal povo eav
VITAPYEL M1A OMUAVTIKT 0AAQYT) 0TV avaloyid KivSOVou-opeAoug Tov pap-
pdxov. 4

I1.3.2 Apepwxn

>mnv Apepikn o FDA evbéyetat va ¢ntnoet ammo tovg KAK, faoet o mpopid
kaBe pappaxov, v epappoyn Zxediov AfloAoynong kat Ztpatnyiov Metpt-
aopoV twv Kivduvwv (Risk Evaluation and Mitigation Strategies-REMS).” Ta
mapamave Txedia AEloAdynong akoAovBovv v Hop@r, TO TEPIEXOUEVO KAl
TIC VOUIKEG QmalTioelg ;mov avagepovratl otnv O8nyia ywa v Blounyavia,
odnyia mov eykpiBnke ano tov FDA tov Zentéufpilo tov 2009.” Ta REMS
elvan e181ka mpoypdaupata Srayeiptong kivovvou sov vtofarovial KaTtdmy
artrjpatog tov T'evikov Ipappatéa (The Secretary).” Avto to altnua yivetat
51011 £xe1 kp1Bel OTL TA OPEAT TOV PAPUAKOL VIEPTEPOVY TWV KIVOUVWV EVOG
AITOVVTOC TTOL Kateyel pa adela yia eéva veo mpoidov (New Drug Application-
NDA) 1 yia éva proroyiko mpoiov (Biologics License Application- BLA). Ta
REMS npérnet va vrtofaAAovtal evtog 120 NUEPQOV Ao TNV €18070inon Tov
FDA yia v vtooAn 1) evtdg tov xpovov mov opidet o FDA yia Aoyovg dnuo-
olag vyeiag.”

I1.3.3 Iatwvia

To Ymovpyeio Yyelag, Epyaoiag kat IIpovolag (MHLW) g Ianmwviag €xet
exdmoel avtioTolyeg 0dnyieg pe Titho «Zxedio Awayeipiong Kivduvou Ipooa-
vatoAopov» PFSB/SD No 0411-1 kat PFSB /ELD No 0411-2 pe nuepounvia
11 AtpiAiov 2012.'° H teAevtaia avaveémor autoV TV 00T Y10V TTPAYLLATOTO-
nonke v 4n Maptiov 2013.° ZOp@®vVA pE TNV TEAEUTAIA AVAVEW®OT], OAOL 01
KAK 0a mpémet va vitofadAovv oty 1o0toceAdida tov PMDA 1o Japan-RMP
(J-RMP) O0tav pia aitnomn yia £va veo Aapuako 1) yia éva proicodivvapo mpo-
10V €xel vitoPAnBel katd T Sidpkela Tov ATPIAIOL TOV 2013 KA1 EKTOTE. Zye-
S1a Awayeiprong Kivbivwv mpémet va €xovv vtoPAndei otov PMDA astod tov
exaotote KAK, ywpig yvwot meplodikotnta, S10Tt asmod tov ApiAlo tov 2013
véa Bgpata yia v ac@aiela pmopel va exovv mpokUpet.’ H vtofoArn mpémet
va yivetal eite peow NAEKTpovikoL tayvdpopeiov (email) eite nAekTpovika oe
pop@t PDF.*©

I1.4 Emiikowvovia mAnpo@opev yia 0gpata
ACPAAEIAG

H ovMoyn, enefepyacia kat S10yvomn mpog OAA TA EUTTAEKOUEVA UEPT] TWV
TN POPOPLOV IOV APOopoLV oe Bépata acparelag dtadpapartidel kvpiapyo
POAO OTOV TOUEA TNG PApPUAKOoETAypLITVNONG. Ol (papUAKEVTIKEG ETAIPEL-
£¢ AITOTEAOVV TOVG BACIKOUG (POPEIG YO TNV ETKOIVOVIA TOV TIAPOPOPLOV
A0PAAELAG, UETA TNV KUKAOPOPIA TOV PAPLAKOV OTIV Ay0opa, P0G TIG APUO-
S1eg PuBuotikeég Apyeg kabe nateipov kat v petemerta Siiyvon/avralhayn
TV TANPOPOPIOV AVTOV TIPOC TOVG EMAYYEAUATIEG TOV TOUEN TNG vYyeiag Ka-
B¢ ka1 Ttovg aoBeveig.”
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I1.4.1 Evpoan

Stnv Evpomn, n ev Ayw avtodayr] TANpo@opiedv yia TV ao@Aield amno
toug KAK 1) nv appodia apyr| yivetar peow evog eyypagov pe ttho «Fpaupa
armevBeiag emkowvaviag oe emayyeApatieg vyeiag» (Dear Health Care Pro-
vider Letter-DHCP).*® To cuyKeKkpIUEVO £YyPAPO Y1A TNV ACPAAELA ATTOOTEN-
Aetan astevBeiag 0Tovg emayyeALATiEG Vyelag [Le OTOYO TNV EVIUEPWOT] TOUG
V1O TNV AVAANYPI QTATOVUEVROV EVEPYELWDV T) TNV AVTIOTOLKN TIPOCAPLOYT) TV
TPAKTIKGOV TOUG IOV APOPA 0TO OXeTIOHEVO pappako.’® Ttnv Evpomn, dAa
EMTPETOUEVA UECA TIAPOPOPTIOTS AVAPOPIKA LE TNV ACPAAELA PAPUAKDV
neprapfavovy &yypagpa og eKAATKeLUEVT] YA®OOoA (VIO TN LOPPT) EPWTIOE-
WV KAl QITAVINOEmV), EVIIUEPWOT) LECW SeATiwV TUTOVL €K HEPOVE TOV APUO-
S1wv Apxwv, dnuootedoelg oe eMOTNUOVIKA TEPLOSTKA KAl ETMAYYEAUATIKA
epPlodika, avaptnoelg oe 10TooeAideg Omwg 1 10TooeAiba Tov Evpwmaikol
Opyaviopob Papuakmv, EVIUEPOTIKA GUAAASIA kAl eviuepwTika SeAtia ka-
B¢ kat 1) evoemkovwvia Hetald Twv appodiwv apymv.:

I1.4.2 Apepwkn

YV Auepikn, to &yypapo REMS, mov ypnotomoteital wg oxedio kivdvvou,
astoteAel To gpyaieio yia Vv emkovwvia Bepdtwv acpaieiag gapuakwy
JIPOG TOVG KATAVAAMTEG KAl TOVG emayyeiuatieg vyeiag.” To mapamave &y-
YPAPO TEPIEXEL EMEENYNOEIG OXETIKA Ue BEpata aopaieiag, otoryeia yia v
Staopaiion g acparovg xpnong (Elements to Assure Safe Use- ETASU)
QITo TO YEVIKO TTANBuouo, ®VAA0 OSnywv Xprong tov AcBevoig kal «pap-
pata arevbeiag emkovwviag oe enayyehpatieg vyeiag» (DHCP).?

I1.4.3 Iatwvia

H emxowwvia avtiototywv mAnpoeopiov yia Béuata acpaieiog oty Iamw-
via yivetal uE€ow TOV QAPUAKEVTIKOV ETAIPEIQV TTOV petadidouvv mANpoPo-
pleg 0TO KOWO HECK TOV EMTAYYEALATIOV VYEIAC, TWV ETAPIKWV 10TOCEAIS WV
Kkal puAadSiowV pe extatSevTikd 0KomoO yia tovg acbeveic. 7 Alagpnuioetg, ol
omoleg petadidovv mAnpopopieg amevbeiag otovg katavarlwteg Sev emTpé-
JIOVTAL EVK ONUOCIEVOELS O€ EMOTNUOVIKA TIEPIOSIKA LIIOKEIVTAL 0€ AUOTNPEG
pvBuioeie.” ITapdAAnAa, o€ OTL APOPA OTA CLVTAYOYPAPOVLEVA PAPLAKA, T)
EMMKOVOVIA TTANPOPOPIROV Yia BEpata acpaieiag mpog ToV KATAVAAWTI) Yive-
TA1 HEOW TNG XPTIONG EVOG PUAAOV 1ATPIKGOV TIANPOPOPIRV Katavahwtr (CMI)
LE KATOAANAA TIPOCAPLOCUEVT] PWTOYPAPIA TOV PAPUAKOUL. 7

II1.1. Zvdnimon

Metd v mponynbeioa mtapadbeon twv S1adkaoimv QaApUAKOETAYPLITVIONG
IOV 10YVOLY 0 KAOe pia amd Tig Tpelg ovupeTEyovoeg otn Aebvn Atdokeyn
ya v Evapuovion emkpateieg kal v €6£€TaoT) Toug 0060V apopd oTig S1a-
Swaoieg avagopag twv AE, Ba pmopovoe kaveig va vrtootnpiel v pepkn
emiteven g evapuovIoNg TOVG VM OPLOUEVES S1apopEg apapEvouv. Xapa-
KTNPoTIKO eival OTL Kat o1 Tpelg netpot Stabetovv Sradiktvakeg Paoeig yia
NV NAEKTPOVIKT) VIToPoAn Twv AE pe v Apepikn kan v Evponn va amat-
TOUV T€00epA PACIKA KAl O€ GLOYETION OTOIKEI Yia va BewpnBel eykvpn ta
v1td avagopd AE (dtopo mov kavel v avagopd, acbevng, AE kot vmomnto
papuako). Ev avtiBéoet, oty lanwvia n eykvpdmrta piag AE e€aptatat amo
v meployn otnv omoia ouvePn n AE kat amtd to av n AE katyopilomorleitan
O€ AVAUEVOUEVT] T) Ol Z€ OTL APOPA OTA XPOVOS1AYPAUUATA TOV AVAPOPDYV,
01 OpO10TNTEG KAOME KAl 01 S1apopeEg TV TPV NIEIPpwV cuvOWi{ovTal OTOV
MMivaka II.
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Zofupni AE Mn Zofiapi) AE
Hivaxag 2 15 nuépeg 90 nuépeg
- . . . . . . . £yl
P Evpdmn (oo v Nuépa mov £yive YvooT)  (amd TV NUEPE TTOV EYIVE YVOGTR)
Siaomuara 15 nuépeg 15 nuépeg
avapopdg Apegpukn (06 TV Nuépa oL Eyive YVoot): (a6 TV NUEPK OV EYIVE YVOOTH)
AE omig 'Tp elg 15 nuépeg 30 nuépeg
T7TELPOVS 2 : ; : ; ; : ; e
(Evpeon, lorovio (omd v NuEpa ov £yve yvwoTi))  (amd TV NUEPA OV EYIVE YVOOTI])
Apepuxn xat ' Aev 103061 100 Gha TaL KpaTn péA.
TIanwvia). ”
“EoumepriapBaveror 15-day Alert Report.
3 TopmepihapPaver povo off label use @éppoa.

Soppova pe tov mapamave Ilivaka, kabiotatar cagrg n evapuovion tov
TAQIOIOV KAl TV TPIOV NIEIP®Y WG TIPOG TA XPOvodiaypauuata avapopag
twv cofapawv AE o1 omoleg mpémel va SnAmvovtal evtog S1aoTnuatog 15 nue-
POAOYIAKMV TJUEPGOV QIO TNV NUEPA TTOV EYIVAV YVWOOTEG KAl OTIC TPELG ETT1-
kpateleg. Emutpoodeta twv aveotépw, n Auepikr epiiaufavel wg amapai-
™ evépyela kat pua 15-day Alert Report sov Sivetat pe otoxo va vdpyet
0AOKANPWLEVOG 15T EPOG KatdAoyog AE. AvtiBeta OTav mpoKkelTal yia Tig un
ooBapég AE, o Sraotua avagopag oty Evpomnn kabopiletar oe 90 nué-
PEC QIO TNV OTIYUN TNG EMYVWOTG TOUG, EVK OPIOUEVA EK TOV KPATOV UEADY
mg SnAwvouyv Tig un cofapég AE mov cvpPaivovv otnv meployr Tovg ot
Baon SeSopevwv g Eudravigilance. e avtég ovpmeprapfavovrar n Av-
otpia (kupiwg yia un copfapég AE oxetidopeveg e eufora), n Feppavia (yia
un ooPapég AE yia epfoiia kar yia aAa mpoidvta Dotepa amd aitnua g
PuBuiotikng Apyng g xopag), n Aavia, n Kpoatia, n IToAwvia, n Povua-
via ka n Itada (ue e€aipeon tig un oofapeg AE mov mpogpyovtal amod tnv
BipAoypapia). ITBavn Sievpuvon yia OAa Ta KpATn UEAN yia v Sniwon un
ooPapav AE avapevetal va ovpPel 1o 2017. H Apepikn) Statnpel 1o Stdotnpa
TWV 15 NUEP®Y TOCO YA TIg coPapeg 000 kat yia Tig un oofapeg AE padi pe
v 15-day Alert Report eve otnv Iamtwvia to Sidlotnua avtiotoiyel oe 30 npe-
peg KLPIwg yia Ta ektog EvdeEng xpnong (off label use) pappaka. H mbavn
Sievpuvon g Paong dedopévav g Eudravigilance ywa v Sniwon twv pn
ocoPapav AE 1o 2017, DOTEPA ATTO TNV TANPN EPAPLOYT TOL Katvovplov Ev-
pWIATKOV NOpOV, 100 ATOTEAETEL TEAMKA €VA EVAPKTNPLO BT Tpog TNV Jie-
PALTEP® EVAPLOVIOT] TV XPOVIKOV S1A0TNUATOV avapopag LETAED Twv Tpi-
WV NIEIP®V KA1 O€ AUTN TV TEPINTWOT), SESOoUEVOL OTL TA TAPATIAV® X POVIKA
Staotuata avagopag twv un cofapwv AE amotelodv onuavtikn Stagopa
oty epappoyn g dradikaoiag avtrg.

Ava@opika pe o mAaiolo vitofoAng twv PSUR, ta Staotiuata vitofoAng twv
TAPATIAV® EYYPAP®Y TTAPAUEVOUV SIAPOPETIKA Tapd TNy vioBEtnon g
oyetikng odnylag ICH E2C ka amo 1i¢ tpeig emkpateleg. Emiong, mapoio mov
N Apepikn €xel amodeyBel Tov kavovplo TUTo meplodikwv ekbeoewv (Periodic
Benefit Risk Evaluation Report-PBRER), ypetdletar va vopAnBei aitnomn ya
v katabeon g kawvovplag €kBeong apov mpwTiotwg S00el Tpdovo Pug
a6 Tov FDA.

Txetkd pe ta Txedia Atayeipiong Kwvdtvov RMP, 1600 11 Evpmrn oo kat 1
Iamwvia €gouv evapuovioTel o€ 0Tt aQopd OTO TEPIEXOUEVO KAL TNV LITOBOAN
TV TAPATAVK EYYPAPwY, pe TNV Iammvia va tapovotadel we mpog n dopur)
TOV EYYPAPOU KATO1EG LIKPEC Srapopeg (Tumog J-RMP), aAAd kuping pe v
Apepikn va TapapEvel 1) ePLoyn oTnVv omoia katatifetal SiapopeTikov TU-
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mov Xxedo KivGuvou (REMS).

Telog, 600V agopd ota gpyaieia kat Tig peBodovg emkovwviag twv Sedo-
UEVOV ao@aAelag, o1 TPEXOVOES TIPAKTIKEG TAPAUEVOLY KOIVEG, wOTOCOo Ba
LUITOPOVOE KAVEIG VA ava@EPel OTL 01 S1APOPESG OTA XAPAKTNPIOTIKA KAOe
£0voug, dnAadn o1 S1apopooNoEIg OTOV TTOAMTIOUO/KOVATOUPA KAl 0TIV OL-
uIeP1popd (01 YapaKTNPIOTIKEG EVEPYELEG EVOS ATOUOV, 0 TPOTTOC AVTIOPAOT|G
TOV 0€ OUYKEKPIUEVA EEWTEPIKA T) E0WTEPIKA epediopata), aAAA kat o1 Stapo-
PEC 0TIV EPAPLOYT] TWV TAPATIAV® HeBOSwV, ennpedlovV TOUg TOUELS Kat Ta
UEoa emKovaviag.

IV.1. Svumépaocua

Q¢ Sagaivetar peow tov apbpov, ot kowva amodekteg Apyxeg katd ICH kau
QIT0 TIQ 3 EMKPATEIES EPAPUOOVTAL TIPAKTIKA HECW TPV Sadikaoiwv/vo-
UIKOV TTAACI0V QAPUAKOETAYPVITVIONG UE TIG ETTL LEPOVE S1APOPES TTOV TTE-
PLEYPAPNKAY VRPITEPA O OTL APOPA 0TI VIO EEETAOT TTAPAUETPOVS: S1A0TH)-
pata avapopdg v AE, otnv Soun Baoikwv eyypd@wv 6mmg eival to RMP 1)
REMS aA\d kat oty epappoyn twv pefodwv emxovmvia.

Ed® tifetat Aowtov to e€ng kaiplo epaonua sov Ba kabopioel onuavtika v
TIOPELN TWV TIEPAITEP® EVEPYELMV TTOV QITALTOVVTAL JIPOG TNV TIEPALTEP® EVAP-
uovion twv Stadikaoiwv. IToteg eivat o1 artieg?

Emyepovtag va evtomioetl kaveig mbaveg yeveolovpyEg altieg Tov pavoue-
Vou Tapatnpet otyovpa 0Tt o1 tpoavapepbeioeg Sradikaoieg dev oyedidom-
kav ab ovo. AvTifétwg, kaOe pia €€’ auTV EMPETE VA ATTOTEAEDEL TI] CUVEXELQ
PoVTTAPYOVTOC VouoBeTikoL mAaoiov Kal oty mepintwon g Evpmmnng
OUYKEPAOUO KAl EVAPUOVIOT] AKOUA TO KATAKEPUATIOUEV®DY VOLOOETIKWV
mAaoiwv. Qg ek ToUTOV, T0 eninedo KaBmg Kal To ¥POViKO TAAIC10 EPAPLOYTS
TWV KAVOVOV AVAUEVETAL VA TTapovotadel S1apopomotroelg LETald TV 3 Lo
eEETAOT EMKPATELRDV.

Emumpdobeta, o1 Stagpopég oty diadikaoia vopobétnong kabawg kat xapang
TOATIKOV HETAED TV EMKPATEI®V SV UITOPEL VA LNV GUVLITOAOYIGTOVV OTIG
AITIEG TOV PAVOUEVOV. A1APOPES OTTMWE 0TIV KOLATOVPA TOOO O€ TTOAMTIKO 000
Kol o vopoBetikod eminedo, yia mapaderypa apbuog kat e1dog vopobetikwv
OWUATWYV, Tpovmobeon 1) 61 Snuooiag StafovAevong, apiBuog, eidog kat ave-
apmnoia KpATIKAOV KAl AAAGDV POPEMVY OTTOV KAAOVVTAL VA 0XeS1A00VV KAl va
£QAPUOCOVY TNV TTOMTIKT Htopel va aAAAdel ONUAVTIKA QUTO IOV YEVIKA 0pi-
{e1 &va oLOTNUA ApYDV, AP KAL TOV TPOITIO AEITOVPYIAC KAl AVTAVAKAACGTIKWV
TOV 0TIV AAAay™.

TNa mapaderypa, n Apepikr S1abetel TOAVTAOKOUG UNYAVIOUOUE 08 OTL QPpO-
PA OTNV £YKPLOT] KAL/T) 0NV aAAayT) TOU VOUoBETIKOU TG TTAALCI0V UE ATTOTE-
AEOLA VA QUTALTEITAL HEYAAVTEPO XPOVIKO S1A0TNUA YA TNV AVATIPOTAPLOYT
TOLG L€ OTOXO TNV EVAPUOVIOT) TN¢ S1adikaoiag, av mpakTika emtevydel mote.

T&Aog, auTo 7tov cuvowpiletal oty evvola tov «lobbing» eival kATt T0 oOl0
Slagpepel mapa TOAD OTIG TPEIS AVTEC VOUODETIKEG EMKPATEIEG TOOO OF ETi-
71e60 000 KAl O€ TOOTIKA XAPAKTNPLOTIKA. O1 KUP10l EUITAEKOUEVOL POPELG
mov ennpeddovv ) Sradikaoia omwg 1 Papuakofrounyavia, ot Pubuiotikeg
Apyég, ot Iatpikoi ZvAoyot, o1 TVAAoyol AcBevarv kabmg kat 1 Akadnuaikn
Kowotnta apovotadovy Srapopetikd fabud avtoovveldnoiag aAla kat Sia-
popeTiko Pabud 10ybog oe kKAOe pia aTd TIQ TPEIC EMKPATELIEG LUE ATOTEAETUA
va 51apopootovvTal o€ TOAD pHeydho Babuod o1 GLVEPYELES TTOV AVATITUOO0O0-
vl petal Tovg oe eninedo emkpATELAS.
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>t BAon auTn KAl pHe YVMOUOVA TOV 10TOPIKO XAPAKTNPA NG dourg wg Exel
KaBmS KAl TO TETEAEOUEVO T) U TV TTpoava@epBEviny artinmv, avtd Ba pto-
POVOE VA ATTOTEAECEL TO EVAPKTIPL0 eSO YA L1 GUVOAIKT OV TNOT) HETAagD
TV TPLOV NIEIPWV UE OKOITO TNV EMTEVEN UG «ITTPAYUATIKNG» EVAPUOVIONG.

SUUMEPACUATIKA, Ba pmmopoioe Kaveig va 10XVPIoTel OTL LE TA HEYPL TWPA
Sebopéva o abuog g evapuoviong 1kavomolovoe g Yeviko Pabud v Aet-
TOUPYLA TWV TPIOV ETMKPATEIDV 0 eMMESO PAPUAKOETAYPVITVIONG Y1 AUTO
ka1 Sev v pxav avaAoyeg CUANOYIKEG EVEPYELEG OGO APOPA OTNV EEOLAALV-
01 TOV TAPATAVK S1apop®V AAAA kKAl Twv BabiTepwV AITI®V IOV TPOKAAOV-
oav TG TAPATAVK S1POPES. ZTO XPOVIKO S1A0TNUA TTOV EMETAL, O1 AAAAYEG
70V €xovv 10N avakowvwbel amd tov Evpwmaikd Opyaviopo @apudkwy ya
TO 2017 OXETIKA UE TNV SNAwon akoun kat twv un oofapwv AE ot faon Se-
Sopévav g Eudravigilance, iowg amtoteAéoovv v ®Onomn ya v mepaite-
P V10DETNON KOWVAOV YPAUUMY KAl ATtd TG VITIOAOITEG NIteipovg aAd kat evog
YEVIKOTEPOL KAIHATOG CLTNONG LETAED TV TPIMV NIEIPWV e KOO OTOYO
TNV TANPECTEPT] EVAPUOVIOT] OTOV TOUEA TNG PAPLAKOETIAYPUITVIOT|G.

To av avuto kat oe oo eminedo epappootel pEow ovpuPatikwv N eEwovupa-
TIKOV TT10 OAOTIKOV TIPO0EYYIoEMV HEVEL va kabBoplotel v enopevn mepiodo
pe  ovpPoAn OAwv TV eprAekopuevav pepwv (stake holders).

Ye kabe meplmtwon, 1 TPooLEyylon oty eEEMEN g aopaielag evog pap-
paxov Ba mpémet va eival o S1EmMOoTNUOVIKT He TV yoviun aflomoinon g
EUTELPOYVOLOOUVIE ATTO OAOVE TOUC OXETIKOUS KAASOUE A Kat 7110 TToAvITa-
PAYOVTIKT), AQuPAVOVTAC LITOWN TTAPAYOVTEG TTOV EXOVV VA KAVOLV U TNV O1-
APOPETIKOTNTA KABE Aaov o BEUATA CLUITEPLPOPAS, TPOTIOV EKPPACTIC AAAA
KAl eQapuoyng vopobetik®v mAaioimvy. AVt ov OUKG Tapapevel 1 Ba mpé-
JIEL VA TTAPAUEVEL ASIATPAYUATEVTA KOWVOG OTOX0G LECTK TNG EPAPLOYNG TNG
Sadikaoiag vitd 0701001 TOTE HoPPT KAl av Japel, eivat N Stao@aiion g
OULVEXOVG ETTITIPTOTG TNG ATPAAELAS TRV PAPULAKKYV (TTapakolovOnong, exti-
unong kat BeATIoTomoinong Tov TPoPIA 0PEAOLG/KIVEUVOL TV PAPUAK®WYV)
KAl 1 A1 Tov avaykainov HETP@V Yid TV TPoacstion g Snuooiag vyeiag.
Ye 010 Babuo propet va emtevybel auto o evPVTEPO TAAIOI0 EVAPLOVIONG,
o uéAov Ba to Seiet!
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