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EIXATOQTH O
1 Mn HapepPatikeg MeAeteg (MIIM) eivan peAeteg

LETEYKPLTIKNC PATEMS KAl ATOTEAOVV TNV evaAlakTikn emmAoyn otig ITapepfatikeg K-
vikeg MeAETEG LETA TNV KUKAOPOPI TOU OKEVACUATOG, Ol OJTOIES TTAPEYOVV TTANPOPOPIES
Y1a TNV ¥P1 0T TOVU OKEVACUATOC KAl VA eMPBeBaidaouv To TPOTUITO ACPAAEIAg TOV, GTOV
npaypatikd mAnbuvopd (Real World Data). Ot Mn HapepPanikeg MeAéteg (Non-Inter-
ventional Studies) asotedov Tunua g Slayeiplong Tov KUKAOL (WG TOU PAPUAKOV
(Product Life Cycle Management). O okomog Sie€aywyng Tovg eival j cuAAoyn emutpo-
oBetwv 6edopevmv yia TNV ATOTEAEOUATIKOTTA KAl TNV ACQAAEIA TOV (PAPUAKOL KAl 1|
sapakolovOnomn g opbng xpnong tov. Tetoleg peAeteg UTOPOLV VA AVENOOLV TA ETT1-
otuovikad Sedopeva, Too0 oe Siebveg (Global studies) 600 kat oe Tomko eminedo (Local
studies), avaioya pe 1o oxeS1a010 TOUG KAl TO GTOXO TOUG.

OPIZMOX

Q¢ Mn Iapeppatikn Meietn 1) Aokiuny (MIIM) opidetal 1 peA£Tn KATA TNV 07oid TO 1)
TA VIO UEALTT) PAPUAKEVTIKA TIPOIOVTA GUVTAYOYPAPOUVTIAL ¢ ouvhBwg, ovupwva pe
TOVG OPOLG 7oV TTPofAemovTal otV adela KukAo@opiag Tov 1W1ookevaopatog. H évraln
Tov aoBevoig oe pa ouykekpUEVT BepartevTikn oTpatnykn dev amopaociletal ek Twv
TPOTEPMV ATIO TPWTOKOAO Sokiung. O aoBevrg evtdooetanl otnv peAétn pe aon my
TPEYXOLOA 1ATPIKN TPaKTIKT). H amogpaon xopnynong gapudkov Stayxwpiletal capmg amo
NV amd@AOT] CLUUETOXNS TOL acbevr) 0N peAétn. Ttovg acbeveig Sev mpemel va epap-
puodovtal emmpoobeteg Siadikaoieg S1Ayvmong 1) apakoAodnong yia Tovg oKomovg tng
peAetng. [a v avaivuon Twv ouleyopevmy deSopevawy Tpemel va epappolovtal emdn-
poAoykeg pebodot. (ApBpo 21 Directive 2001/20/EC)

Ot un mapeppatikeg peAéteg opidovrarl amo tn HeBoSoAoYIKT) TPOCEYYION OV XPNOILO-

moleital Kat 0¥l astd Toug EMOTNUOVIKOVG 0ToXove. [Tepthapfavouy tnv épevva tng Pa-

ong Sedopévav 1 v avabempnon twv apyeiwv, 0ov OAeg o1 eknAwoelg eviiapEpovtog

gxovv 1én ovpPel. Tetoteg peAéteg pmopet va eivan :

*  Merteykpitikéc Mehétec Acpdierag (Post Authorization Safety Studies -
PASS).

» MeAéteg Cohort (TpoomTIKEG KOt AVAOPOUIKEC).

*  Meléteg mapakorovBnong mepiotatikov (Case Surveillance).

*  Meléteg ohykprong mepiotatikov-pdptupa (Case-Control Studies).

* Awoctovpodpeveg Mekéteg ( Cross-Sectional Studies).

Mn ntapepPatikeg peAéteg eivan emiong ekelveg ov mePAAUBAVOUV TIPWTOYEVT] GUANOYT)
Sedopevwv (.. peAéteg anto ta apyeia/unTpwa twv acbevov ota omola ta dedouéva
7OV GLAAEYOVTAL TTPOEPYOVTAL ATTO TN GLVION KAWVIKT] TIPAKTIKT)), UIIO TOV 0PO OTL JIAT-
POLVTAL 01 TTPOVITODLCELS TTOV AVAPEPOVTAL AVHTEP®. TE AVTEG TIC UEAETEC, Ol CUVEVTED-
Eelg, Ta epwTNUATOAOYLA Kal Ta Selypata aipatog TPEMel va IPAyLATOTOI0UVTAl MG 1|
oLVTIONG KAVIKT) TTPAKTIKT) 0pidet Kal OX1 Y1 TOUG OKOITOVG TNG LEAETNC.

O1 avadpopikeg peAéteg elval XpNolUES O MEPUTTMOELS TTOV dlapaivetal amod Ta apyeia
Twv aofevav n eEaywyr| XpNoL®Y CUUTEPACUAT®V OGOV APOPA TNV ATOTEAECUATIKOTI-
Ta, TNV ACPAALELA T) TNV LETABOAT TwV 5000A0YIKGV OYNUATOV OE CUYKEKPIUEVOUS LITO-
ANOLOUOVG 1) 08 MEPUITMOEIS KATA TIC OJIOIEG LA TIPOOITITIKY TTPOoEYYIoT Ba Emaipve
TTOAU XpOVO yia va ovykevipwBoUv enapkn Sedopeva. Or avadpopikeg peéteg etvan ermi-
OTG XPTOUEG OTAV VITAPXEL 1A OTUAVTIKT XPOVIKT kabvotépnon uetald £kbeong oe Evav
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TAPAYOVTA KIVOUVOL Kal TNV avauttudn pag vooov. O1 avadpopikeg HEAETEG
£XOLV OYETIKA XAUNAO KOOTOG KAl LITOPOVV VAL XPTOLOTIOU|OOVV TIG VITAPYOU-
oeg Baoeig SeSopévmv Kot unTpmwv/apyeinv acdevmv.

2KOIIOX

Ot un mapepPatikég peréteg Sie€ayovral e oKoIO TNV TAPATHPNOT), KATA-
ypagpn kat ouAAoYN §eSopevmv TTIPOAYOVTAG £TOL TNV EMOTNUOVIKT YVQOOT] KAl
katdaption. H a&ia kar ouvelo@opd tovg otnv Epevva eivar onuavtikn kadog
Ta TPoodokmuEVA 0PEAN TokiAouy. Mepika asmo avta eival ta e€ng :

*  KoAvtepn yvadon tov popudKov cg xopniynomn o€ vpL TANOLGHLOKO
delypa, g GLUVONKEG TPAYUOTIKNG KAVIKNG TPOKTIKNG, EKTOG TOV
«eheyyOuevav» oplov TV TapeUPaTiKOV HEAETOV.

* Muwpotepo k66TOG amd TIG TOPEUPUTIKEG KAMVIKES LEAETEC.

* TIpo®Onon Kot vrooTNPIEN TG EMGTNUOVIKNG EPEVVOG

*  EvtomopogonaviovavemBountovaviidpioemvn oA AETOPAGEDY
pe AL GKELACLLATOL.

*  Avayvdpiomn LTOdYVOGUEVOV VOCT|ULATOV.

* H mpocOnkn vémv dedopévav yio 1o tpoidv, to omoia mbavdv va
00N YNGoLVV 61N depevvnon VEwV evOeiiemv.

*  Avvatdtnto GLGYETIONG LLE “TTOMTIGTIKOVS, “KOVmVIKoUS” Tapdyo-
VTEG KOl EVIOTIGHOG S10popdV HETAED Opad®mV TANBvooD.

* Anpovpyio peydAov Bacemv 0£d0UEVOV GYETIKA LLE TO PAPLOKO,
™M VOGO, POPLOKOOKOVOUKA GTOoLyElOL.

*  Moakpoypdvio AmOTEAEGUATO ACPAAELNG.

*  Mehét vrd-opadmv TAnbuvcpov.

o ZUYKEVIPWON OedOUEVOV YL TNV EUEAVION, TN Slomopd Kot
petdooon piog vosov otov dvlpwmno.

* Zvuykévipwon dedopévov yia v e&EMEN dupdpwv voonUdToV,
KaOAdG Ko Yo TV TPOANYY TOVG HEG® KATAAANA®Y BEPATEVLTIKMV
napePacewv.

o ZUYKEVIPWOOT OEQOUEVMV Yo TNV TTOtOTNTA LONG TV 00OEVAOV.

o ZUYKEVIPWOON 0£S0UEVOV TNG CUUUOPPOONG TV AGHEVOV MG TPOG
TNV GLVTOYOYPAPOVUEVT] BEPATELTIKY Oy@YT).

EIAH MH HAPEMBATIKQN MEAETQN

1. MEAETEX PASS
Post-Authorization Safety Studies

Sopepwva pe v odnyia 2001/83/EC (DIR) Art 1(15) wg peAétn PASS (Mn
HapepPatikny Meteykprukr) MeAétn Ao@dlelag 1 ATOTEAEOUATIKOTNTAG)
opiletan 1 ueAétn n omoia Sie€AyeTan Pe OKOO TNV AVAKAAUYT, TO XAPAKTI-
PIOUO KAl TNV EKTIUNOT) TOV KIVOUVOL aopaieiag evog Depasteutikoy okevd-
ouatog, empefardvovtag to eninedo ao@aieiag Tov, 1 TO EMKAPOTOULE-
vo Zxebo Alayeiptong Kivdivvou 1 HeTp®VTAG TNV ATTOTEAECUATIKOTNTA TOV.
Stnv EMAda, ya tov EO® anodektég yia katabeon kat €ykpion eivat povo
o1 Meteykprukég Mehéteg Aopaielag ovupmva pe v eykUkAlo 82798 ng
22/11/2012.

2, XYT'KPITIKEX MEAETEX ITAPATHPHXHX
Comparative Observational Studies

O1 mapadootakeg emdnuoroyikeg uébodol eivar 1o otoryeio kAeldi oy
a&lohoynon twv avemnbountwyv evepyelwv. YIAPYEL Hia O1pd aitd UEAETEG



4 APXEIA EAEPI.

Mn MapepPatikeg MeAETeg
(Non-Interventional Studies - NIS)
lpodiaypagég Evpwnaikwv Kpatwv

TAPATIPNOTG TTOV EIVAL XPTOIUES TNV EMKVPWOT ovuBaviov amd AUeoeg
AVAPOPES KAL OLIPEG MEPIOTATIKMV. TNUAVTIKEG UEAETEG AVTIG TNC KATNYO-
plag elvat o1 ovyypovikeg peréteg (cross-sectional studies), ot peAéteg aoBOe-
vov-uaptopwv (case-control studies) kat o1 peAéteg cohort (avadpopikeg kat
TIPOOTITIKEG).

e XYYI'XPONIKEX MEAETEX (11 AIAXTAYPOYMENEX XE
TOMEIY) Cross-sectional (survey) Studies

E&etadetan eite £va Tuxaio Seiypa 1 T0 OUVOAO TWV VITOKEIUEV®Y 0€ EVA KAAL
kaBoplopevo Vo peAétn mAnBuvoud mpokelEvoy va Anglel amavtnon oe
£Va CLYKEKPIUEVO KAIVIKO ep®@Tnua. Ta deSopéva cuAAeyovtal asmo Evav mAn-
Buoud aoBeviv oe Eva CUYKEKPIUEVO XPOVIKO onpueio (1] xpoviko didotnua),
avefapmta amod v €kBeomn 0TO PAPUAKO 1) TNV KATACTACT TNg VOOOUL. Av-
TOG 0 TUTTOG TV LEAETMV XPNOILOTOIEITAL KATA TTPOTIUNOT] Y va eEetaobel
N emKpATNOT plag achevelag oe eva Xpoviko onueio 1 ya va e€etacbovv ot
TAOELG UE TNV TTAPodo Tov XpOvov, OTav pItopovv va ouiexBouv Sedopeva
yla pa oglpd Xpovikav onueinv. Tétolov eibovg peléteg pwtopovv emiong va
xpnowosonBovv yia va e€etacbel n mpwtapyikn oxéon petadd tng Ekbeong
kat g ekPaong oe ovykekpiuévoug mAnBvouovg. Meilov peloveKTnua twv
UEAETQOV AUTQOV €lval OTL 1) XPOVIKT) oxEon petald g €ékbeong kal Twv amo-
tedeoudtwv. IToAeg popeg Sev eivan Suvatov va evtomobel adueoa 1 oxeon,
YEYOVOG TTOL TtePlopidel TN ¥XP1OoT TOUG Y1a AITIOAOYIKESG EPEVVEG EKTOG KAl AV
Ta evpnuata Se petafarrovian e tnv mapodo tov ¥povou.

e MEAETEX CASE CONTROL

ATOTEAOVUY OUYKPITIKEG KAIVIKEG UEAETEG XWPIG TUXALOITOINOT], Ol OTIOIEG LOT-
adouv g TIG TIPOOTITIKES KAl AVASPOUIKEG EPEVVEG TNC EMAYWYIKT|G O U10-
Aoylag pe ) Sragopd OTL 0T BE0T TOL AITIOAOYIKOD TTAPAYOVTA VITAPYEL TO
BepasevTikd petpo kal otn B€on Tov voooAoyikoD astoteAéouatog o Bepa-
mevTikd astotedeoua (laom, Pertioon, ekfaon kAm). Ot peAéteg avteg SieEa-
yovtal ouvnBwg avadpouikwg kat emdiwkovy va kabopioovy tig Srapopeg
TV vtomAnBuvoucmyv. Ot aobevelg pe P OUYKEKPIUEVT VOOO 1) KATAOTAOT)
EMAEYOVTAL KA1 CUYKEVTP®VOVTAL O uia opada eAéyyov. ITapdMnAa emié-
yeTal kot pua apopota opada, n omoia Se pepet ) vooo (controls). Katomy,
o1 teputtwoelg (cases) kat ot paptupeg (controls) ovykpivovrat yia mbavouig
TAPAYOVTEG KIVOUVOU 1] TTAPAYOVTES TTOV MBAVDG ELUTAEKOVTAL OTNV ALTIONO-
yia g vooov. Tnig peAéteg avteg eivan e€atpetikd SvokoAn n Sidkplon ko
£E0VBETEPWOT) TWV CUYXVTIKMV TTAPAYOVI®V KAO®OE oUXVA tapatnpeitatl avi-
0T KATAVOUT) TOV TIEPUITOOEWV HECA OTNV oudda eA&yyxov, £QOCOV TA VITO-
kelpeva dev AN polv ouykekplpueva S1ayvmoTIKA KP1TIpla 7tov opidovtal amo
TOV EPELVNTI.

e MEAETEX COHORT

O1 peAéteg Cohort amotehotv Staypovikeg TANOVOUIOKES GLYKPIOELS WS TTPOG
™V KAVIKT EkPaom oe GUVAPTNOT UE TNV EQAPUOYT| T) OX1 EVOG BEpAITTELTIKOD
petpov. Eme1dn o1 Siaypovikeg e€eAifelg evog meplotatikol eEapT®mVIAl Ao
TTOAOUG TTAPAYOVTEGS, TA EVPTUATA AVTMOV TOV UEAETM®V UITOPOVV va a&loho-
ynBolLv uovov dtav n amoteleopatikotnta g egetadopuevng puebodov eivat
TTOAD peydn. Ot peAéteg Cohort mepihapfavouvv v emhoyr| 8o 1 meploco-
TEPWV OUASMV KAl TTPOOIITIKY TTapakoAovBnot| toug el oe1pd etev. O opd-
Seg emméyovtan e Paon Tig Srapopg otnv €kBe0T) TOUG OE EvA CUYKEKPIUEVO
apayovIa kat ot acBeveig mapakorovBovvtal peypt va Stamotwhel mo10g
avamtoooel v mbavn acghévela. H emdoyr) pag ovykpioung opadag eivat
&va atd Ta 7o SVOKOAA ONUEld TV HEAETOV AUTOV. TUuXvA yivovtal ToAy-
TIAOKEG OTATIOTIKEG TIPOOAPLOYEG OTO 0TAS1I0 AvAALONG, TTPOKEIUEVOL va O1-
opBwbovv Srapopég peta&l twv dvo opddwv katd v evapén. O TAnBuopog
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oe kivduvo yia v gu@avion evog ovufavtog mapakolovbeitar oe Babog
XPOVOUL y1a TNV KATAYPAPT) KAl avAAvoT) Tov oupupfavtog avtov. [TAnpogpopieg
OXETIKA pe TNV katdotaon ekBeong yvwotomolotvtal kad’ oAn v mepiodo
mapakoovOnong yia ke aobevr).

Y1 poontikeg peAeteg Cohort mpdPAnua amoteAel to yeyovog 0Tt ouviOng
QITALTOVVTAL APKETA €N TapakoAovOnong, 1ol wote va eival Suvartr) n e€a-
YOYT) A0QAADV CUUTTEPACUATMOV, LE ATOTEAECUA VA AVEAVETAL OUAVTIKA TO
kootog SieEaywyng. Ot avadpoukég peréteg Cohort pmopoliv va peimoouvy
ONUAVTIKA TOCO TO XPOVIKO S1A0Tnua 000 KAl T0 KOOTOg Siefaywyr|g, ala Sev
glval TAvToTe e@IKTI 1) Tpaypatosoinot tovg. Ot peAéteg cohort amotelotv
TIG TAEOV KATOMNAEG, 1N TapeUPaTikeg LEAETEG OTNV ALTIOYVWOTIKT emdn-
poAoyia ywa tn Siepevvion g vmaping oxeong Hetal mpoodloploT®mv Kal
OUYVOTNTAG EUPAVIONG TV TaONoenV. Meydho TAEOVEKTNUA TV HEAETMV
cohort eival 10 yeyovog 0Tl WtopolV va LITOAOYIOTOUY ait’ evbeiag ta peTpa
ovyvotntag Twv ekPfdoenv ota ektebelpueva kal ta pn ektebepéva atopa.
Emonpuaivetat opmg 01t o1 peAéteg Cohort Oa mpémet va Sie€ayovtal e’ 66ov
vmapyovv evdeitelg amd dMa eibn peretmv (Case-Control Studies) ot vmap-
X€L oX€Eon petadl evog mpoadloplotn kot plag Ekfaong.

3. CASE-SURVEILLANCE STUDIES

SKOTOC TNE EPEVVAC AVTNC EIVAL VA UEAETNOEL TOVC ACODEVEIC e CUYKEKPIUE-
veg TaBnoelg, OOV 0e OPIoUEVEG TTEPIITOOELS eival mBavo va oxetidovtal pe
To MPOidV kKt va eCakpiPwoel Tnv £kBeon oTo Poidv avto. Amtotelel peAetn
QUTATC KAIVIKTG TTapakoAovBnong xwpig ovykpitikd Setyua, yeyovog mov aso-
TeEAEl ONUAvVTIKO peloveEKTNUa Kabmg N amovoia ouykpltikng opnadog propet
va £xel wg ovvemela va amodobel oto vd e€étaon yeyovog/ouupav pétpo ua
KAvikn Spaon (su.y. PeAtioon) mov Ba ep@avilOTay 0To TAAICIO TNG PUOIKNG
eEENENG NG VOOOU 1) oL OYeTI(ETAL e YVMOTOUS/ AYVWOTOUS TAPAYOVTES Ol
0710101 SUIOVPYOVV OTUAVTIKT] LETAPBANTOTNTA KA ACAPELA TNV TIPOYVOOT).
H xOpla peBodoloyikn avnovyia otig peAéteg avteg eykeltan otny e§ovdete-
PWOT] TWV CUYXVTIKGOV TTApayovinv (mapayovieg kKivolvov, ouvodad voorua-
TA, CLYXOPNYOULEVA PAPUAKA KAIL.) TTPAYUA IOV WITOPEL UE TOV KATAAANAO
TPOOITTIKO OXeS1a0U0, TNV KATAAANAT ETMAOYT] LAPTUP®YV, TOV HEYAAOL Sety-
HATOG OAAA KA [LE TNV TIPETOVOA TTOAVTIAPAYOVTIKT) AVAAVCOT) TTAAVEPOUNOTG
VA AITOTEAECOLV OTUAVTIKA EPYAAEla TTONUOAOYIKTIG PUOENS YA TNV EKTI-
UNOT) TNG ACPAAEING TOV PAPLAK®DV.

4. MEAETEX REGISTRY

'Eva untpao 1) Baon debopevav yia Tig peAéteg Registry, eival évag kataio-
yog apyeiwv acBevav ot omoiot ep@avidovv ta ida xapaktnplotko/d. Avto
TO XOPAKTNPLOTIKO WIOPEL va eival To voonua 1) T0 QIOTEAECUA TNG VOOOU
(untpwo voonuatog-Disease Registry) 1) 1 e€eidikevpévn ekBeomn (UnTpao Ex-
Beong oto pdappaxo 1N untpwo papuaxkov-Exposure or Drug Registry). Kat ot
800 xatnyopieg UNTPO®YV, 01 07T0lEg SrapEpouy HdGVO GTOV TUITO TWV OTOLYEIWV
Twv acBevav mov mapovoiddouvy evilagepov, eivat Suvatdov va odnynoovv
0TI CLAAOYT] LaG opadag TTANPOPOPLAOV LIE TI XPT)OT] TUTOTONUEV®V EPWTI-
patoloyiwv oe pakponpobecuo iaioto.

5. OUTCOME STUDIES

Eivan o1 peAéteg mov aflodoyovv Socoloyikd oxruata, Siagpopovg Tpomoug
xopnynong (akoun kat xpron 18100KEVATHAT®Y EKTOG TOV EYKEKPIUEVMDV EV-
Selfewv), LETPOVTAG TNV ATTOTEAECHATIKOTNTA T} TO Zx€S10 Alayeiplong Kiv-
SUvov otV ouviOn TPAKTIKT] O OXEOT e GUYKEKPIUEVT KATAOTAOT Vyelag
tov aoBevr) (Health Outcome).
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6. DRUG UTILIZATON STUDIES (DUS)

Ot peAeteg DUS meptypd@ouy Tov TPOTO UE TOV OTI0I0 EVA PAPUAKEVTIKO
TPOIOV EI0EPYETAL OTNV Ayopd, CLUVTAYOYpAPEITAL KAl Yopnyeital oe evav
TANOLOUO, KA1 TTOE Ol TTAPAYOVTEG AVTOL EMNPEALOVV TA ATTOTEAECATA, OU-
UTEPIAAUPAVOUEVOV TV KAIVIK®DV, KOWVOVIK®V KAl OIKOVOULK®MY OITOTEAE-
oudtwv. MeAéteg autng g KATNYoplag apEXOUV OTOIXEIN Y10 OUYKEKPL-
péveg mAnbuvoulakeg opadeg, OTTMS Ol NAIKIWUEVOL, Ta Tadid, o1 acbeveig pe
NITATIKT 1] VEPPIKT] SUCAEITOVPYIA, 01 OTT0101 CUYVA KATNYOPL0TOI0VVTAL KATA
nAkia, eUAO, TAPAAANAT PAPLAKEVTIKT AY®YT) KABmG eiong kal AAAA TTapo-
LO10 XAPAKTN PLIOTIKA.

ITPOATATPA®EYX KAI ETKPITIKEX ATAAIKAXIEY
EYPQITAIKON KPATON XTIX MH ITAPEMBATIKEX
MEAETEX

O oyeblaopog, n die€aywyr| kar n aflohoynon T®vV ATOTEAECUATWV TWV KAL-
VIK@V peAETOV 0TOV AvBpwito, Sigmetal amd éva ovvoho Oy, pebodoro-
YIK®V KAl EMOTNUOVIK®V TTIPodiaypapav mov meptypdgovial wg ICH/GCP
(International Conference of Harmonization / Good Clinical Practice). Qg
op0O1 KAvikn mpakTikn voeital éva ovvoro S1eBvig avayvopliopevmy molo-
TIKOV QIaltoewV 6€0VTOAOYIKOU KAl ETOTNUOVIKOU XAPAKTPA, JTOV JIPE-
TIEL VAL TNPOVVTAL KATA TO oXed1aouo, T dieEaywyn, v kataypaen twv Se-
Souévav Kat T Snpootlooinon TV AOTEAEOUATWY TOV KAIVIKOV UEAETOV
0TIg 07T01eg oVUUETEXOVY AvOpwrtol. H tpnon g opbng KAMvIKN g TpAKTIKTG
eEAo@AAilel TV MPOOTACIA TOV STKAUWUATWY, TNE ACPAAEING KAl TNG AKE-
PALOTNTAG T®WV VITOKEUEVWV, KAB®OE ka1 TNV a&lomoTtia TV aToTeAEoUATOV
TV pHeAeT®V. EKTog Twv 0dnyinv g Opbng Khvikng Ipaktikng (GCP) &xouvv
exdoBel ka1 katevBuvtipieg o8nyieg doov aPopd Tov oxeS1aoUO KOl EKTENE-
on TV un rapeufatikev KAIVIKQOV HEAETOV Kal e01kotepa Twv PASS pele-
TV Ue Toug kavoveg tng Opbng Ipaktikng @apuakoemaypvmvnong (GVP)
ka1 ovykekplugva oto Module VIIT ka1 Module VIII-Appendix 1 tng odnylag
EMA/813938/2011 Rev 1.

Yta mAaiola g vopobeoiag avtrg eusmimtouy kot n faon Sedouévov Eudra-
vigilance yia v ®apuakoenaypvmvnon otov Evpwiaiko Opyavi-ouo ®ap-
UAK®VY. ATOTEAEOUA TNG EPAPUOYNG avTNng NG Baong dedoutvav eivar va
VITAPYEL ATTOAVT Sla@avela wg pog v diefaywyn Twv HeAET®OV Kabng kat
EAEYXOG TV OTOLYEIWV IOV SNUOCIELOVTAL KAl TIPOKVITTOVY QITO TIG UEAETEG
PASS. H Evpwmaikn Evoon amaitel pia amoteAeouaTiKOTEPT] AVAALOT] TV
0edopuevav  aopAaielag amd AVTN IOV CUVERALVE TPV ATTO TNV EPAPLOYT)
g odnylag. TKomoOg AVTG TNG AETTOUEPEIAKTG ATAITNONG AVAPOPAS TWV
avemBuunNTwv evepyel®mv eivatl 11 600 To SUVATOV KAADTEPT) KATAYPAPT) TOV
TPOPIA avemBiUNTWV EVEPYEIDV TV PAPUAK®DY UETA TNV E10AYWYT TOUG
OTNV KAWVIKT) Xp1|oT.

[Tivascaec 1. National Authorities

BE | CZ FR | GER | AUS | BG | CYP | DNK | IT | SP | NL | UK | SL | EST | LITH | HUN | TUR
PX |7 X i v X PV VXX [V X W X v
X | v | X v X X v v OIX|X | XX | V] X X X X
X | X | X X X v X X | V|V | V| V] X]| X X X v
v | ?| X v ? v v X X | X | v | Vv | X v Vv vl X
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Mn MapepPatikeg MeAETeg
(Non-Interventional Studies - NIS)
Mpodiaypagég Evpwnaikwv Kpatwv

STOV VKA JTOV TAPATIOETAL TAPATTAVK AVAPEPOVTAL O1 EYKPLTIKES Sradika-
oleg o1 omoieg epapuodovral ota S1apopa kpatn-péAn g Evponaikng Eve-
ong (kat o1 povov) oxetika e ) SieEaymwyn towv un mapepfatikev KAViKov
UEAETOV'.

O1 un mapepfatikeg kAhvikeg peAeteg oty Evpwmn, Oa mpémnel va katatiOe-
VTAL TPOG EVIUEPWOT 1) TTPOG £Ykplon eite orig Emtpomnég Asovroloyiag 1) oTig
PuBuiotikég Apyeg avaroya pe to kpatog. O epevvntrg Oa mpémel va ovp-
pop@mvetal pe t vopobeoia mepl mpootaciag Twv mpoommikmv SeSoUEVWY .
To &vtumo mAnpopopnong Tov acbevr Oa mpémet va eivar og BEomn va mapeyet
AeTTOUEPT) TIEPLYPAPT] TV SedOUEVOV TTOV avaugvovTal va ouiiexBovv amd
TOUG EPEVVITEC.

Ta amoteAéopaTa NG HEALTNE KAl 01 AVAKOIVWOELSG, avapopes, Sokipia kat
o1 mBaveg emMOoTNUOVIKEG Tapovoldaelg Ba mpemel va vroAnBovv otig avti-
OTOLYES ApXEG LEoA o€ €VAOYO XpovikO Sraotnua. O katoxog g adelag k-
KAOPOPIAg TOLV OKEVACUATOC LITOYXPEOVTAL VA ATOOTEIAEL TIEPIANYT] TWV QITO-
TEAEGUATWV TNG LEAETNG 0€ OAOVG TOUG EPEVVITEG IOV OUUUETELYAV O QUTH).
H peAétn oe xapia nmepintwon 8¢ Ba mpémel va amoteAéoel Kivitpo yia v
powBnon 1 TN CLVTAYOYPAPNOT EVOG CUYKEKPIUEVOL PAPUAKOL.

[livakes 2. EU Regulatory Status Table

GER FR CZ IT TUR BE BG ML ROM

and Medical Devices

BfArM (CA) The Federal Institute for Drugs

X

Federal Panel Doctors' Association

X

Central Federal Association

Research)

CCTIRS (Ministry of Higher Education and

and Liberties)

CNIL (National Commission on Informatics

CNOM (National College of Physicians) X

Pharmaceutical Industry Self Regulating Body X

AIFA (Italian Drug Agency)

Ethics Committees

MoH (Ministry of Health)

Pharma.be

Bulgarian Drug Agency (BDA)

Competent Authority (CA)

NDA

NEC

S0V mapamave mivaka @aivovtal ot Kavoviotikég Alatagelg ot omoieg 10y0-
ovv og kpatn-uéAn g Evpwnaikng Evoong oxetikd Ue Ti¢ eyKploelg Kat Ta

1. EC: Ethics Committee — Emuitpornr| AgovtoAoyiag
CA: Competent Authority — Apuodia (PvBiotikn) Apym
NEC: Fav. Opinion : @etikr) [vopodoton EOvikng Emtpornrg Aeovtoloyiag.
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(Non-Interventional Studies - NIS)
lpodiaypagég Evpwnaikwv Kpatwv

vouka kaBeotmTa ;ov Sigmovv ) Sradikaoia sTPaAyUATOTOINOTG LIS LT TId-
pepupatikng kMvikng peAetne. Evieiktikd avagepetal 0t otn I'adhia n peAet
Ba mpemer va eykp1Bei ano 1o Yrovpyeio Avatatng Exmaidevong kat Epgvvag
(CCTIRS), and v EBvikn Emtponn [TAnpogopikng kat EAevBepiov (CNIL)
kot va Adfer Betikn) yvwpodotnon amd tov EOviko Iatpiko ZuAloyo (CNOM).
Ta avernBvunta cvpPavta Ta omola KATaypi@ovIal oe un IapPeUPATIKES Le-
ALTEG Y1 TA OKEVACUATA JTOV XPT|CILOTIOI0VVTAL O AUTEG Ba pEmetl va ava-
pepovtal otig Yrnpeoieg PapuakoemaypOmIvnong EKAoTNG X®PAS KAl va Ka-
taypagovtal oto Eudravigilance.

¥ Tepuavia mapdMnia pe ™ yvwotomoinon oty Apuodia PuBuotikn
Apyxn, 0 xopnyog ng HeAETNG Ba mPETMeL va T YVwOTomooel otov Iatpikd
JUMoyo kat 0To popea g Anuootag Aopaiong Yyeiag. ITAnpogopieg oxe-
TIKA pe T oxedadopevn pelétn mpémel va ewoayBovv og dnuooia mpoofa-
OO0 UNTP®O EVTOG 21 NUEP®V aIto TNV evapén te. H etaipeia Ba mpénel va
KOWVOJTIOUOEL TEPIANYPN TV QTOTEAEOUATWY O£ OAOUG TOUG ETTAYYEALATIEG
VYELAG TTOV CUUUETELYAV 0TI LEAETT EVTOG 12 UNVMOV ATTO TIV OAOKAT| pwOT] TNG
(tehevtaio aoBevr)/tedevtaia emiokeyn). H mepiAnyn twv amoteAeopatov
™mg peAetng Ba mpémetl va Snupootosoteital To apyoTepo 12 Uveg HETd TNV
0AOKAN pwoT (.Y HEow TOL AladiKTOOV).

2YZHTHXH

Yv EMaSa o1 Kavoviotikeg Atatd&elg ka1 T pnot) Toug, 0mtwg opidovtal amo
™ Aebvn) Alaknpuvén tov Helsinki, v Evpwmaikr) NopoBeoia 2001/20EC
kar v EAMnvikn NopoBeoia (®EK 1973/30-12-2003 kat PEK 886B’/20-
12-84, Yn. Antogpaon A6/10983/1984) yia 1 SieEaywyr) kKAvikov Sokiucmv
PAPUAK®Y KAl TNV TPO0TACIA TOV avOp@IIou asmoTe AoV KOIVI) UITOXPEWOT)
EPELVITOV, XOPNYWV, emitportmv HOwkrg kot Agovtoloyiag kat Apyxav Yyeiag
kal Papudkwv. Zuykekpluéva ol evbiiveg TV 1aTp®V epevvnTav Kabopilo-
vratl arto tov Kodwka Iatpikng Acovtoroyiag PEK 287/2005 ApBpo 25 kat
v NopoBeoia tov EBvikov Zvotnuatog Yyeiag kaBog kat ) PapuakevTik
NopoBeoia ®EK 59 24/01/2006. [TapdAAnia ot evBlveg Twv xopnymv kat
twv EOvikov Apyav kabopilovtatl ano  Papuakevtikr) Nopobeoia ard kan
Vv 181k1) vopoBeoia mept KAIVIKGOV HEAET®OV. ZOp@uva pe o0 apbpo 7 g Y.
Amogpaong A6/10983/1984 1 xAvikn Soxiun ptopel va Sie€ayBel povo peta
QITo TN XOPNYNOT) OXETIKNG Adelag aro tov EO®, ek1dg av mpokertal yia ¢pdp-
paka, yia ta osmoia £yetl 116n xopnynOel adeia kukAopopiag kat ta papuaxka
avta dev mpoopilovtar va eheyxBolv oe véeg evieifelg 1 oe véa vypnAoTepn
8000AOYNOT] 1) O TTAPATETAUEVT] XOPT|YNON O HEYAAO ApOUd appoOTOV 1
av 1 KAvikn Sokiur) 8ev ammookotel oty €pguva avermBOUNTwV EVEPYEIOV.

Ot un mapepfatikeg peréteg o1 omoieg Sev eUIITTTOVY OTNV KATNYOPIA TWV
pedetwv PASS katatiBevtan mpog €ykpion/evnueépwon otig Emotnuovikég
Emtponég twv voooKoUEImV 01 07toieg eykpivouv Tnv Sie€aywyn Toug amo Tov
OUVTOVIOTI) EPEVVITI], TO KEVTPO TOV 0710iov ouvepyadetal/ovvtovidel amod Ka-
véva emg 15 1811eg 1atpovg ouvhBwg. Autr) n Sadikaocia dev vootpiletat
vopoBetikd, aAAG astoteAel eByikr) e@apUoyr) Tov TPONYoVHEVOL KABEOoT®-
T0g Katd to omoiov 0 EO® evékpive 0Aeg Tig un mapepfatikeg HeAéTeg.

Inuavtikol seplopiopol g opOrg eykprtikng Srtadikaociag twv un mapeupa-
TiK@V pedetov otnv EAAaSa eivat o1 akoiovbot:

1. Ot Emompovikég Emtponeg twv voookoueinv Sev mAnpolv Tig poiimo-
B¢oe1g Twv Emtponmv Asovioloyiag.

2. Aev givau Suvatov va spaypatoromBolv un mapepfatnikeg peAéteg ot
1810 1eg 1TPOVG HOVOV.

3. Ot Sudpopot Sopyavateg Twv pn mapeufatikev HEAET®V (EKTOG TwV
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Ag€erg Kaerdua :

PASS) gpunvetouvv v vgiotauevn vopobeoia katd to Sokovv, pe amo-
TEAeoUA AANOL VAL XPNOTHOITOL0UY TNV taAaid S1adikaoia Twv CUVTOVIOTI-
KQV KEVTIP®V Kal aAAol ovdepia Siadikaoia eykpiong/yvwaotomoinong.

XYMIIEPAYXMA

Ex TV avoTépm TEKUAIPETAL OTL 1) CULITTAT|PWOT) TNG VPLOTAUEVNE vouobeoiag
otnv EAM\aSa 6oov agopa v £ykplon, yvwaoTtosmoinor, Sie€aywyr kat avaxoi-
VOOT] TOV QTOTEAECUATWV TV 1) TAPEUPATIKMV LEAETOV EIVAL EMTAKTIKT).

EYXAPIXTHPIA

TeAog Ba NBeia va evyaplotnow 6Aovg 6oovg PBonbnoav otny cuyypagn av-
ToU tov apBpov, v IIpdedpo g EAE®I v ka Awkatepivn ITATTAGQMA,
mv ka Bappapa MITAPOYTZOY yia ta €i6n twv un mapeufatik®v HEAET®V,
v ka Tiva ANTAXOITIOYAQOY ya v tapouvciaot Tov VQIoTAUEVOV VOLO-
Betikoy MAauoiov yia Tig un apeuPatikeg pereteg, v ka Indvva KOYKAH
Y10 TOUG OKOTTOUG TWV UT TAPEUPATIK®Y HEAETGRV, TNV Ko Agomotva KONXTA-
NTAKH kat tov ko Iavayiwtn MITEPETZO yia tn £pguva TV EYKPITIKOV
Sadikaoiwv ota Evpwmaikd kpatn kat tehog v ka Kamila NOVAK ya v
£pevva g oto diadiktvo kat v cvAoyn g PipAloypapiag.

un mapepfatikr KAWVIKN peAETN, avaSpopkeg, TPOoOnTIKES, agia, oKomdg, poda-

Ypagég
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Kai to ovopa autou AnAov!

Avtwvng Kupiakdkng,
Clinical Research Manager,
AbbVie

Tiva AvtaxonoUAou,
Medical Director, AbbVie

EKIVA ETITEAOVG 1) TIAOTIKT] (PAOT) XPTOTG
Tov véov Mntpwov Kataypagpng Mn Iapeppatikov Meretwv tov TPEE. Ie
QAVOLYTI] CLVAVTNOT OV £y1ve 0TO au@ifeatpo Tov Auepikavikoy KoAleyi-
ov Deree, otig 19 Iouviov 2013, TAPOLOIAGTNKE 1) OXEGOV OPIOTIKOIIOUEVT
TAAT@OpLA Tov MnTpwov Kataypagng, o 0vopa Tov ostoiov eival «AnAov».

'Onwg @aivetal kal astd o dvoud Tov (AnAov: To Pavepo, TO ELPAVES), LLE TO
Mntpawo avto o ZOEE @puodotel va amodeifel kar oty mpagn m Seopevon
0AwV pag yia dtagavela kat otov topea Siefaywyng twv Mn Iapepufatikaov
K\vikov Meletmv. Te pua emmoyn mov 1 eMYEPNUATIKOTNTA KAl 01 1010 TIKEG
MPWTOPOVAIEG, 0NV CLVEISNOT TV TOMGYV, TavTI{oVTal UE TNV TPOCodooT-
pia, IOV 1] €peuVa e TTPOTOVTA IOV KUKAOPOPOUV T] AKOUA KAl X0 PIg TTpoidovTa
(m.y. emdnoloykeég peréteg) Bewpeitan mpowONTIKN evépyela, kat ta On-
poolevpata ya adiapaveig Siadikaoieg, mepapata €1 fapog twv acbevav
KOl Ol OUVOAAQYEG KATW QIO TO TPATECL ONUEIOVOUV EEAPTELS KAl VPETEL,
N AVAYKN Y10 KATAypa@r] Kol amotusimaon aso tnyv mievpa g Pappakevti-
k¢ Blounyaviag kaBiotatar adnprtn. Autr TV avaykn €pXETAL VA KAAUWEL
T0 MNnTpmo, T000 g pia mpoomabeia avtoppudulong, Omwg AV AAWOTE
npofadietan EekdBapa kal otov avavewpevo Kadika Asovroloyiag yia v
IIpowbnon twv Tvvtayoypapolpevwv Papuakwy, 000 KAl K¢ Uid TPOCITA-
Bela xataypagng g Spaoctnplomrag kat mpoo@opdg g PapUAKEVTIKNG
Blounyaviag otnv €pevva oe EPiod0 0IKOVOUIKTG VPECTG 0TI XD PA LAC.

'V auto, emPBaiietal OAot pag va EEMEPATOVLLE TOVG APXIKOVG pag Stotaypovg
Kat va aykaitdoovue v npoonabela avtn tov TPEE, cuvelopépovtag oty
gmtuyia Tov MnTpmov kat ouuBArAovTag oTnV EMTUTAEOV ATOUOVMOT] TV K-
KQV TIPAKTIKGOV, OV evOeXOUEVmE HeV epapudlovtay amd uikpr pepida tov
XOPOL pag, Snuiovpyovv Ouwg Suvoavaroya LEYAAT APVNTIKT) ETITTOOT).

ITowa Oa eivan ) Sradweaoia;

IpoPAemetan va yivetan kataympnon kabe un mapepfatikng peretng mov 1-
e€ayetal 0T Xopa, He GAPUAKO T XWPIG, TPOOITIKN 1) avadpoutkr, diebvrg
N tommkn. Kabe peretn mov Sev etvan mapepfatikr, dmoo oyxediaoud kat av
£yel, mpemel va kataypagel oto Mntpwo. H mdotikn @aon xpriong tov Ha 61-
APKECEL LEYPL TO TENOG TOL XPOVOU, S1vovTag ApKETO XPOVO Yl VA S1aTIoT®-
Bovv TuyOVv SuoAettovpyieg 1) apadeipelg, AAAA KAt Y1 va YivOuv sipoTaoelg
BeAtiwong, eva N KUpla gact xprong tov Mntpawov Ba Eekvrjoet and 1" Ia-
vovapiov 2014. H mpoomdBeia sov £yve yia TNV KATavaAmoT) TOU EAAYIOTOV
Suvatov ¥povov amod toug Xproteg, LdAov anédwoe kapmovg, Sedouévov ot
TPOKELTAL V1A 1A APKETA AITAT KAl EUXPNOTH TAATPOPUA LE OUASOTOINUEVA
nedia. To povo mov tehkd dyteital, astd OAOVG EUAG TTOV AOYXOAOVUAOTE LE
TIG KAIVIKEG LEAETEG, EKTOG NG TOTNG OTOV EMOTNLOVIKO OKOIO JT0v £EVITN-
PETOLV 01 un mapepfatikeg ueAEteg, eival n pooniwon ot Stagpaveia sov
v petel 1o AnAov ka, Befaing, vtopovn ya va Eemepactoiv ot tpwteg du-
OKOAIEG.
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Preface

his paper describes and attempts
to evaluate pharmaceutical policies in Greece in relation to Market
Access of medicinal products under austerity measures and thresholds
on healthcare and pharmaceutical spending.

The paper reports the policies implemented in Greece to control
the rational use of medicinal products and corresponding public
expenditure.

There is a bundle of pricing and reimbursement policies as well as
prescribing guidelines, directed at pharmaceutical Industry, health
care providers and patients that have been put in place to establish
considerable savings of public pharmaceutical expenditure.

Given the fiscal impact of the unprecedented economic and financial
crisis and the existing high healthcare expenditure in Greece these
policies were of great interest to TROIKA and the public healthcare
payers.

1. Introduction

Greece is confronted with severe fiscal problems due to high public debt and
deficit that necessitated financial assistance from IMF, EU and ECB — the so
called Troika.

The major challenge is to reduce public sector expenditure with the health
care expenditure being a significant portion of this target.

Health care expenditure in Greece accounted for a considerable part of GDP
-10,6% and contribution of pharmaceutical expenditure was estimated to be
at the level of 24,8% of total expenditure with its public share mounting to
79%.(2007 figures) >

Reduction of healthcare expenditure is targeted through remarkable cost
cutting and health care system modernization aiming at increasing efficiencies
and preventing adverse health outcomes.

The Government pursues to implement the comprehensive health sector
reform with the objective of stabilizing public health expenditure at, or below
6% of GDP, while declaring that Ministry of Health is maintaining universal
access without major compromises on the quality of care delivery. Policy
measures include reducing the fragmented governance structure, reinforcing
and integrating the primary healthcare network, streamlining the hospital
network, strengthening central procurement and developing a strong
monitoring and assessment capability and e-health capacity. However the
expedited pace of change and resistance to the immense pressure put on the
health care system and providers along with deficiencies and gaps in the new
policies and measures create critical patient access inequality issues to health
care services and medicinal products.3

The program measures aim at achieving savings in the purchasing (accrual
basis) of outpatient medicines of about 1 billion Euros in 2012 compared to
2011 and to reach spending of about 2.440 billion Euros in 2013 (accrual
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basis). The goal is to bring public spending on outpatient pharmaceuticals
to about 1 percent of GDP i.e. around 2 billion Euros (in line with the EU
average) in 2014. Total (outpatient plus inpatient) public expenditure on
pharmaceuticals should be no more than 1.5 per cent in 2013 and 1.3 per cent
in 2014.3

This paper focuses on the impact of recent policy changes in pharmaceutical
market access in Greece as part of austerity measures applied since the
beginning of 2010.

Furthermore will attempt to examine the consequences of application of GDP
threshold to health and pharmaceutical expenditure in Greece.

2, Public Pharmaceutical spending in EU and
Greece — Evolution and current status

In the 5 year period preceding 2008 financial crisis total pharmaceutical
expenditure in Greece nearly doubled from 4.329 billion euros in 2004 to
7.788 billion euros in 2008. Spending on outpatient public pharmaceutical

expenditure increased from 2,4

6.00 billion in 2004 to 4,53 billion in
’ 2008 and reached 5,1 billion euros
in 20009. 4
5.00 9
Per capita public pharmaceutical
4.00 expenditure in Greece in 2008
reached almost 700 euros, repre-
3.00
5.09 Figure 1:
453 475 . .
2.00 - 4.04 8 410 Annual pharmaceutical expenditure
287 of the Greek Public Health Insurance
1.00 Funds, 2005-2011 (billion Euros).
Source: Final Report of IOBE Nov
0.00 2011& Data from the General
2005 2006 2007 2008 2009 2010 2011 Szcl‘:ta“at of Social Insurance Febr
- Figure 2:
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Germany ————SS expenditure in the
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Figure 3:

Annual public and private
expenditure on health in Greece,
2002-2010 (billion Euros).
Source: S. Vandoros, T. Stargardt,
from the WHO Global Health
Expenditure Database; 2012.S.

senting the highest among EU countries in 2008 according to OECD data
(figure 1).

Thehigh per capita pharmaceutical expenditure can be attributed tolack of cost
containment measures, mainly abolishment of the positive reimbursement
list in 2006 and lack of Health Technology Assessment (HTA) as well as
several other reasons including 5

1.
2.

10.

OTC medication reimbursement, if prescribed as concomitant treatment

High prescription volumes due to lack of prescribing monitoring systems
and audits

Lack of generic prescription policies

Relatively high generic prices - maximum at 80% of originator price,
as a national strategy to support national pharmaceutical generic
manufacturers

Originators prices were calculated at the average of 3 lower European
price. Repricing was made only once per year till end 2009 for the first 4
years after marketing.

Prescribing behavior related to easiness of prescribing for minor ailments,
excess pharmaceutical influence on prescribing choices for originals or
generics,

Substitution of older cheaper drugs by newer more expensive ones due to
high pharmacy and wholesaler profits and a large number of pharmacies
(11.500) and wholesalers (130)

Prescribing by brand name only —no substitution at the pharmacy level

Corruption has also contributed to high outpatient pharmaceutical
spending. There are claims about physicians incentivized to unnecessary
prescribing of particular medicines. There were cases of abusive
prescribing detected and reported by General Inspector of Public
Administration because of ministry of vignets authenticity stickers.

Decision making of Ministry of Health did not apply health care system
monitoring for efficiencies and poor management allowed waste of
resources.
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11. Health Care System fragmentation with great inefficiencies in resources
allocation and effectiveness, inducing non rational use of services and
non control of funds and expenditure.

12. Lack of primary health care service within National health Care
system(NHS) with free access to specialty physicians and tertiary care
NHS settings

13. High number of physicians on private sector ,contracted by Social
Insurance creating high false demand for services

14. Tax evasion and Social Insurance evasion due to lack of monitoring
systems to ensure proper collection , legitimate registration of workers
and overall compliance

15. Low cost sensitivity among citizens, patients, health care providers and
political leadership may be associated with the ethos of securing their
individual interest and not being concerned for the common good and
future sustainability of the NHS.

16. Something about the large number of emigrants and the surcharge upon
the Social Security Institute due to social politics.

3. Understanding variation and comparison in
expenditure as per cent of GDP

The fundamental question is if it is appropriate to implement austerity
measures in crisis countries , by imposing thresholds on healthcare and
pharmaceutical expenditure as a percentage of GDP and particularly in
Greece, where GDP contracts continuously over 5 years and has reached
almost a total of minus 25% (-10% in 2011 and -13 % in 2012).°

From a theoretical perspective, it might be hypothesized that there is a linear
relationship between pharmaceutical spending and per capita income but
there is no reason to expect that it should be a fixed percent of GDP across
countries and over the years.

As pharmaceutical sector is subject to fluctuations in terms of innovation
output this may bring peaks and troughs in prices, number of patients on
innovative treatments and spending consequently.

Moreover healthcare policies and healthcare system organization changes
may also contribute to variation in GDP.

In addition differences in demographics (i.e. high elderly population
size), in disease incidence, morbidity and mortality (i.e. obesity, smoking,
dyslipidemia, hypertension and consequently high Cardiovascular risk
&diabetes or rising incidence/prevalence of HIV), in healthcare system
priorities (i.e. low importance to prevention, diagnosis and screening) in
unexpected health crises (i.e. flu, cold winter, hot summer) in deep economic
recession with extremely high and long unemployment (i.e. many uninsured
people, very limited capacity for out of pocket patient payments) may require
additional spending because of higher consumption burdens on the health
care system and for securing public health of society.

In addition the comparison of pharmaceutical spending across countries is
not straightforward as its includes a plethora of different elements, taxes,
compulsory discounts, rebates, VAT, profits to distributors (wholesalers and
retailers) plus the cost of medicines which differ significantly. 78
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4. Overview of the pharmaceutical reforms In
Greece

Following debt crisis and the initial Memorandum of Understanding with
Troika several cost containment measures have been introduced.

There were measures targeting pricing, volume of prescriptions as well as
statutory changes.

PRICING

VOLUME STATUTORY

New pricing rules

Hospital Discounts
&Tenders

Prescriptions’ check >150€

Rebates & Clawback

EOPYY-Primary Care
Setting for 9mil Greeks

Electronic prescription /
handling

Catalogue L 3816 for serious
diseases treatments (highly
priced)

Single Regulation for
coverage of patients
benefits for all SSF s

Negative Reimbursement
List / OTC LIST

Targets for generics’ use

Off label restrictions Negotiations with Social

Sick Funds

VAT reduction

Therapeutic Protocols Closed Budgets

Reduction % of wholesalers
and pharmacists’ profit

Hospital Restructuring

Positive Reimbursement List

Table 1:

Cost containment Measures

The first measure applied was the reduction of prices. According to Market
Decree of April 271 2010 the price cuts were in the range of 0-27% with a
weighted average of 21,5% and they were followed by a second reduction of
about 10,2 % on July 2011. %*°

Furthermore generics pricing cap was reduced from 80% to 70% then 63%
and lately to 40 % of the originator s price before patent expiry.

It is worthwhile to mention that originator prices upon patent expiry are re-
duced at 50 % of their value (at first generic entry)*

Another important reform was related to reintroduction of the positive reim-
bursement list (PRL).®

The PRL was not incorporating HTA, neither budget impact nor cost effec-
tiveness measures.

The PRL introduced a 4% rebate as a ticket entry fee into the PRL, which was
then increased to a 9% and established as an annual rebate fee to SSF.

The PRL had established a reference price per therapeutic cluster at ATC4
level mainly with some cases on ATCs level by including generics as well in
the clusters.

According to latest PRL criteria a new drug is entered in the list based on its
ATC4 cluster.

If to be subclustered at ATC 5 it needs to have either an accelerated review or
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fast track review by EMA or FDA, or ATC5 clustering in Germany or ASMR
1 02 in France or NICE positive assessment& approval in UK or a specific
indication that is different form the other drugs in the respective cluster. This
methodology accounts cost effectiveness indirectly and only for new drugs.

The PRL is not based on efficiencies but is focusing on cash flows rather on
budget impact or effectiveness.

The SSF reimburse the treatments at the level or reference price and the dif-
ference to a prescribed treatment is to be paid by the patient in addition to his
treatment copayment.

Copayment levels were redefined according to FEK/B’/ 1814 8-6-2012 &FEK
43/15-1-2013 and are at 25% with some diseases at 10% and very few at 0%
(neoplastic diseases, hematology malignancies, Multiple Sclerosis, psychiat-
ric disorders, Alzheimer disease)

The 3rd Memorandum of Understanding has been signed between the Greek
Government and the Troica in Nov 2012. The targets for public outpatient
and Hospital inpatient are:

2012 2013 2014

Public outpatient
expenditure

Target set at €2.88bn

€2.44bn or 1,2% of

GDP €2bn or 1% of GDP

Hospital inpatient
expenditure

€760 mn 0.3% of GDP 0.3% of GDP

Total (outpatient &
inpatient) expenditure

€3.640 bn 1.5% of GDP 1.3% of GDP

in

Table 2:

3" Memorandum of Understanding
Pharmaceutical expenditure
2013 &2014

Financial assistance in EU Member S 26-27 November 2012 Third Review
Mission to Greece available at http//.ec.europa.eu/

PRICING

A new price bulletin recosting all pharmaceuticals has been finally published
on 22/10/2012 (no new products included since year 2011). The rules used for
this recosting as described in various new Ministerial Decrees published are
presented below:

e On-patent: Average of the 3 lowest EU countries

» Off-patent: After the verification by any appropriate method of the expiry
of the 10-year or 11-year, as appropriate, protection period the wholesale
prices of a reference medicinal products are reduced by 50%, without an
application by the marketing authorization holder. For products with a
retail price between €5 and €10, a price reduction of 5% on the retail price
in force is applied, while respectively for products with a retail price lower
than €5 a 3% reduction is applied.

e Generics: The wholesale prices of generic medicinal products are reduced
to 40% of the latest price of the reference product under protection of the
patent for products with a Retail price under 10€, a proportional price
reduction applied as above. Generic products cannot have a price higher
than 80% of the price of the reference products after the expiry of their
protection period.

e By an application submitted at the competent service, the marketing au-
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thorization holder may request a lower price, without any restriction; such
lower price shall be approved immediately through a supplementary/cor-
rective Price Bulletin

The new price bulletin, as reported by Greek Pharmaceutical Association,
SFEE, had many mistakes in the calculation of the prices and there are many
objections filed by companies pending to be corrected in an updated Price
Bulletin in the near future.

REIMBURSEMENT

On 28/09/2012 SSF- EOPYY issued a circular regarding Guidance on e-
prescribing, announcing that from 01/10/2012 onwards medicinal products
will be reimbursed by EOPYY at a reference price for their respective category.
The new Reference prices shall be based on the cheapest marketed generic
per molecule, strength and dosage form. According to the circular:

Physicians have the option, once they have determined the active substance,
to prescribe by brand any of the corresponding medicinal products. If they
prescribe a medicinal product with a higher price than the reference price
in its category, they must notify it to the patient that, in addition to the
statutory co-payment rate, he/she will be charged with the difference between
the retail price of the medicinal product and the reference price. A message
on the printed slip of the electronic prescription will indicate the amount of
the additional cost to the insured due to the prescription of a medicine in
excess of the reference price, plus the amount of the statutory patient co-
payment. The pharmacist will dispense normally the prescription through
the electronic system, as provided for by legislation. The withholding of the
additional amount shall be effected automatically by the system, so that the
pharmacist will receive from the insured the statutory co-payment plus any
difference between the retail price and the reference price.

Regarding the above development, on 01/10/2012 SFEE sent a letter to the
Deputy Minister of Health (and on 04/10/2012 to the President of EOPYY
on the same subject) stating that the change of the prescribing system, as
implemented today, will directly cause huge problems both to the operation of
the pharmaceutical market and to Greek patients and highlighting a number
of issues that need to be resolved:

1) To exempt from the implementation of this measure specific fragile patient
groups, such as patients with mental disorders, etc (FEK 3057/B/18-11-
2012.

2) Medicinal products for very serious diseases that currently have zero pa-
tients’ co-payment (eg diabetes, oncology, products of Law 3816/2010)
should be excluded from the expansion of this system and they should be
administered to patients with zero co-payment, as it happens today.

3) A low but fair and sustainable for patients and companies reimbursement
price should be introduced, which will operate as a threshold, beyond
which the reimbursement price cannot be reduced

4) The uploaded list contains many errors and inaccuracies regarding the
prices (eg co-marketing products) but also other kinds of errors. There-
fore, the Ministry of Health should immediately allow the access of phar-
maceutical companies to the system in order to proceed with the necessary
corrections.

Following the publication of OJ 2912/30.10.2012 regarding the new
mechanism for reimbursement, EOF on 14/11/2012 (www.eof.gr), has
published on its website the positive Reimbursement List per ATC 4 including
the Reference Price per cluster as well as the updated Negative List. According
to the draft Ministerial Decree circulated on 15/11/2012, the new Lists shall
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be effective 5 days after the publication of a corrective Price Bulletin.

However Positive Reimbursement list is on hold due to erroneous medicines
prices that affect reference price and copayment.

Hospital tenders

“Unofficial “ tenders per hospital rather of offer/discount sort represent a
barrier to access thatis not very formal & transparent .They should develop into
a more formal process under the regional peripheral Health Care System (so
called YPE —covering a number of Hospitals) or executed under the National
Procurement Committee (so called EPY) ,as done for Medical Devices. The
EPY statutory framework is not straightforward and many tenders fail to be
legally finalized and executed because of long objections processes.

eRx and Therapeutic protocols

Electronic prescribing is totally applied despite technical pitfalls and system
failures happening from time to time.

Therapeutic protocols have been finalized and recommended from 30
Scientific Committees are uploaded on EOF website and on eRx system
(HDIKA)since end 2011 .The therapeutic protocols are under update with the
aim to become more practical as a prescribing algorithm application (1% line,
2" Jine,3" line, etc) with the appropriate level of evidence.

The project is coordinated by the Athens Medical Society that is developing the
standard web template and dialogue with all stakeholders ,so by diagnosis per
ICD 10 and Therapeutic protocols guidance as regards sequence of treatment
(14,2 etc line) and in connection with the Positive Reimbursement List
appropriate choices of treatment option and duration will lead prescription
volume control.

Policies;2011.

Greece

Figure 2: Per capita public pharmaceutical expenditure in the EU. Source: Kang
E, Irwin R, Casson M. European Parliament Report: differences in costs of and
products in the EU. Brussels: Policy Department, Economic and Scientific Com
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5. The consequences of imposing a GDP
threshold on health and pharmaceutical
expenditure and GDP.

The relationship between spending on health and medicinal products and
income is complex. The European Commission has recognized that spending
on health increases the productivity potential of the society and contributes to
economic growth, raising per capita income®. Consequently, lowering health
expenditure may reduce economic performance, increasing spending as a
percentage of GDP in the long term.

Under mitigating circumstances in Greece with the deepest economic
recession(GDP drop by -25%), highest societal unrest due to unemployment
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of 25% and significant reduction in healthcare spending as percentage of
hugely contracted GDP ,negative health care outcomes are to be expected.

There is also a variety of technical issues why expenditure varies between
countries. Attempting to impose a cap may be detrimental for a number of
reasons.

Imposing caps may shift towards private healthcare provision which pose
social access barriers for unemployed people, pensioners, poor people and
disadvantaged population groups.

As the lack of access to healthcare services will deteriorate the health indices
this will require greater spending in future ie for hospital terminal care,
hospital procedures, or hospital facilities use and or building.

The use of arbitrary caps to determine cost containment activity is not new.
It has been applied to Italy for same time and has been subject of scientific
studies. Maintenance of thresholds was conducted by recurrent price cuts,
reference drug prices of products, reduction of pharmacists and wholesalers
margins, increased copayments, delisting of less essential drugs, as almost
done recently in Greece.

The actual effect of ceilings has apparently helped to reduce pharmaceutical
expenditure in Greece by 2 billion euros in 2 years’ time, however they
have distorted society cohesion pushing social deinsure, with violent and
uncoordinated policies of cost containment.

The definition of pharmaceutical expenditure as a percentage of GDP varies
significantly depending on the components included. For example in Greece
total pharmaceutical expenditure is 2,4% of GDP, whilst public is 1,9% and if
taxes, and payments to distributors are excluded is 1,2%.

The comparison of the levels of expenditure as a percentage of GDP between
countries may vary because of its definition, over time and for different other
reasons as health needs, structure of healthcare system and pattern of GDP
evolution.

Using GDP threshold on health and pharmaceutical expenditure, may in
shortterm lead to cost saving however it is not in the long run an effective
policy tool and can lead to poor health outcomes.

For sustainability of public funds the focus should on assessment and
remediation ofinefficiencies on the basis of cost benefit analyses of alternatives.

6. Efficiency of reform policies

Given that Greek originators prices are already relatively low, as the average
of the 3 lower EU 22 prices, one of the main goals should be to increase the
efficiency of generics market.

As generic prices in Greece are relatively high with an 80% cap maximum
price versus the originator off patent price are leading to less competition.

In addition the therapeutic reference pricing per ATC 4 classification in the
positive reimbursement list including on patent ,off patent and generics has
a negative effect on the degree of competition in relevant off patent prices
preventing them from falling as they would and therefore increasing cost to
taxpayers®.

The relatively high generic prices keep the generics volume and market share
at about 17% of the total market significantly falling short of the Government
target of 30%.

The government and MoU reimbursement of the cheapest generic per ATC4
or ATC5 was introduced as a measure to increase generics penetration and
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relevant savings. The substitution takes place at pharmacy level, provided
that pharmacist informs the patient and he accepts.

This measure increased the level of out of pocket payments by the patients
whose capacity to pay has been reduced dramatically by the financial crisis.

In addition cheapest drug is not necessarily the cheapest treatment and may
not be the best medical option for the patient, who may be forced to change
repeatedly , due to prices reductions and or availability issues ,from one
generic to the other ,which may lead to medication errors, lack of efficacy or
tolerance issues and adverse events.

The compulsory INN prescribing was introduced as a key tool for prescribing
behavior mainly for preventing physicians to prescribe particular brands and
for refraining them from interacting with pharmaceutical industry.

Again INN prescribing is added to the mix for increasing generic use, on top
of generic substitution by pharmacies.

INN prescribing is compulsory in the Hospital setting as well where cost
containment is pursued as well by discounts and tenders.

Compulsory INN prescribing is challenging physicians’ freedom to prescribe
what they judge clinically to be the most beneficial medicine for the patient.
The physicians’ professional bodies are in great disagreement and they have
advised their members to prescribe by brand name and declare on the Rx that
they do not bare any responsibility for any adverse outcomes in the event of
substitution of treatment.

INN compulsory prescribing it discriminates in favor of generics, distorts
market conditions, undermines trademark value and may even maintain
prices at a higher level than they would be if true competition would be
allowed.

To the generic substitution, INN prescribing and therapeutic reference price
in the Positive Reimbursement List, additional price erosion measures as
extra rebates and clawbacks are also in effect.

However since in Greece in the past there have been safety and quality concerns
with the generics use, a prerequisite for an increase in generic market share
is the strict enforcement of regular controls at production sites and to market
to ensure high quality of generics and perform additional quality assurance
well defined and systematically executed in terms of frequency, level, location
and methods.

Regarding prescription volume, which is a considerable factor contributing
to increased expenditure drug budgets at national level has been set to help
control costs. In addition prescribing guidelines and targets e.g compulsory
INN Rx of 85% among all prescriptions by a physician are adopted and are
mandatory by law for shaping Rx patterns and to manage the budget.

Monthly caps on pharmaceutical expenditure have been published on a
national level and any excess will have to be returned as extra rebate on a
scale relevant to volume of sales (scaled rebate) and Market share (clawback).

The implementation of all these approaches would necessitate enforcement
mechanisms and credible monitoring.

Health Technology Assessment is not directly applied in Greece to divert
funding from less cost effective products towards higher therapeutic value
medicines. Cost effectiveness data are optional for inclusion in the Positive
Reimbursement list while NICE positive assessment, as well as ASMR 1, or
2 rating, or Germany ATC 5 classification, or accelerated review status by
EMA, or FDA fast track review may allow subcluster classification and no
therapeutic reference pricing.
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7. Pharmaceutical policies impact

Pharmaceutical spending in Greece was very inefficient for a long time and
the waste involved in public expenditure contributed significantly to the
Greek public debt crisis.

A steep rising of pharmaceutical expenditure in the years of 2006-2009 led to
a peak per capita consumption without any prevention policies being in place
to avoid this development.

As cost containment measures in Greece led to consecutive price cuts and as 11
out of the EU 27 countries have Greece as reference price country, there were
some companies that heave threatened to withdraw their products. Actually
withdrawals was limited to few products while parallel exports resulted in
local shortages that led Health Authorities to ban particular products exports
for ensuring proper local demand coverage. Government must supervise
proactively the market supply and enact measures before shortages are
observed.

The main focus of the policy reforms was on the need to manage budget and
almost nothing about managing uncertainty about outcomes.

Apart from designing and publishing reforms implementation and
enforcement were not so successful to achieving the goals .Mainly delays,
errors and lack of synergies had an impact on quality healthcare and public
health.

As the spending goals seem to have been achieved mainly by cost saving, due
to reduced consumption due pharmacists strikes, reduced willingness for out
of pocket, noncompliance or discontinuation of treatment, no patient access
to EOPYY physicians as part of strikes and EOPYY debts to pharmaceutical
companies that stopped selling on credit.

As now originators prices are low the focus should be on volume of
prescriptions and generic update and generic prices.

Considerable care should be exercised so that public cost saving is not
converted to private spending especially for the population groups that cannot
bear additional private expenditure.

Policy makers should reexamine measures that have compromised patient
access to public healthcare and pharmaceuticals particularly for the
vulnerable groups and low income patients. There are great concerns about
the level of quality of health care services provided due to the reduction of
healthcare personnel, the increase of demand for services within Hospitals of
NHS, the lack of disposables ,devices and medicines due to reduced budgets
and hospital debts. On top of all these shortages and lack of resources Health
care professionals remain unpaid for more than 6 months for their duty shifts
and quite often go on strikes which aggravates the patient access to surgeries
and diagnostic or therapeutic interventions.

They have also to prevent further public health disaster due to high number
of unsecured jobless people, which for the time being cannot receive primary
or hospital care within NHS.

These disadvantaged population groups are in need of social healthcare for
humanitarian reasons.

Non Governmental Organizations and Archidiose are temporally taking
care of them through Social Voluntary work of Healthcare professionals and

donations of medicines by pharmaceutical companies.
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8. Summary & Conclusions

In conclusion great savings have been achieved with regard to pharmaceutical
spending mainly because of price erosion measures as well as increased
patient copayment and shift of public expenditure to private spending.

Prescribing volumes have been mildly reduced and generics uptake lag behind
targets.

No new medicines have been entered in Greece in the last 2 years because of no
new medicines pricing by the Government as an additional cost containment
leading to a major inequality to patient access to new and innovative treatment
despite clawback option.

There is generic substitution at pharmacy level introduced in Sept 2012 and
compulsory INN prescribing established by law in Nov 2012 and therapeutic
reference pricing as part of positive reimbursement list that is anticipated to
be implemented later on is reshaping the contracted pharmaceutical market.

There are considerable imperfections in reprising mechanism of medicines
thatled to numerous erroneous price bulletins and while their final corrections
are still pending, market is distorted, serious shortages are experienced
and patient access has been compromised creating warranted concerns for
adverse health outcomes.

The non-favorable environment and the disproportional cost containment for
pharmaceutical R&D enterprises and particularly the lack of recognition of
innovation and new medicines is leading to loss of employment and shrinkage
of R&D pharma companies in the country.

The Government has to reassess policies reforms on a cost benefit analysis
for alternatives that may increase efficiencies and to convince Troika that
pharmaceutical expenses thresholds as a fixed percentage of GDP that is
steadily contracting cannot be pursued at the expense of patient care.

Policies applied with immediate price cuts including rebates and clawbacks,
reduction in reimbursement and increased co-pay have led to reaching the
target of pharmaceutical expenditure of 2,88 bn euros for 2012.

The saving achieved may be shifted to a later time in other forms of expenses
linked to increasing morbidity (ie hospital and interventional) that could pose
a major potentially n