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Me Vv ovBeom Tov TeEbY0Vg AUTOV 0AC TTPOTKAAOVUE 0 S1AA0Y0 yia
™ Sl TLITWOT ATOWYEDY 0AG £ TOV JTNUATOV AAMA KAl TV OEcemV
g EAE®I.

Me 1t Bepur) TapoTPLVOT Y SUVAUIKT), ETOTKOSOUNTIKT KAl GLVEXT)
EMKOWVOVIA LETAED TOV TTEPLOGTKOV KAl T®V AVAYVOOTKOV AVAUEVOVLE
TNV AVTAITIOKP10T) 00G OTOV ETMOTNUOVIKO TTPOPANUATIONO.

Avadntotpe tig epebotikeg avtidpaoeig oto yiyveobat stov Ba
o8nynoovv oto va poywprjoovpe 10 «dogma» g PapUAKEVTIKIG
Iatpikng Heoa amd EUTTEPIOTATWUEVT] GLTNOT) VE®V EVVOI0AOYIKMV
TIPOOEYYIOEWV OTOV TOUEA LAG.

KaAn avayvwon !

Ex pépoug tov A.X. 1 vevBuvn tov meplodikov
BapBapa Mmaapovtoov

EAAnvikn Etaipgia PappuakeuTikig larpikng (EA.E.®.1.)*
MéAog Tng AieBvoig OpoaTrovoiag ZUAAGYwV PapUaKEUTIKNG
\ larpikng (IFAPP)

Maidvdpou 23, Abriva 11528

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

email president@elefi.gr

* ¥1nv EA.E.®.1. ouppeTEXOUV WG PEAN 10TPOI, GAPUAKOTTOION
TITUXI0UXOI BIOAOYIKWYV ETTICTNHWY, Ol OTT0iolI AoX0AOUVTal JE KAIVIKEG
UEAETEG (EpEUVA), POAPUAKOETTAYPUTTVNOT, EYKPIOEIG PAPUAKWY KAl PE

www- e I efi . g r GAAoug Topeig TNG PapUAKEUTIKAG laTpIKnG.
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06nyieg yia tnv unoBoAn
apfpwv ota Apxeia
EAAnvViKkng Etalpeiag

PappaKeuTIKNg Iatpikng

ta apyeia EMinvikrg Etaupeiag ®apuakevtikng Iatpikng §€xovrat yia Snuocicvon
AVAOKOTNOELS, EPEVVITIKES EPYATieg, APOPA OXOMATUOV, YPAUUATA TTPOG TN ZUVTAKTIKT)
Emtponr), Bpayeieg Snuootevoelg, BifAokpioieg, Bepata tov eviiapepovrtog g EAEDI
Kat tng ouve1{OUEVN S 1ATPIKNG eKaidevong.

Ta apyeia EAMnvikng Etaipeiag ®apuakevtikng Iatpkng pwropodv va Snupooteboovy
kat e181kd apBpa katdmy IPOCKANCNG oVYYpaPE®wy amo TN Tvvtaktikn Emtpornn . Ta
vroBaAAopeva mpog dnuooigvon apbpa kpivovrat pe evBLvn g Zvvtaktikng Emtpornng
(Z.E.), ) o7moid YV@OTOMOLEL TNV aOPACT| TNG 0TOVE OUYYPAPELS EVTOG TPLUTIVOU.

H un amtodoyr) evog apBpov Sev onuaiver kat” avaykn 0Tt €xel aflohoynOel apvntika.

H Z.E. propet va kpivel 0Tt dev evtadooetal 0tov Oepatiko spoypaupuatiopto 1 o0To avtl-
Keipevo tov meplodikov g EAE®I. IIpobmdBeon yia t Snuoocigvon keipweévov ota Ap-
yeia EAE®I eivan va unv £xel nén dnuooievbel kan va pnv gyel tavtoypova vitoAndet
o¢e kpilon o AAAO EMOTNUOVIKO PopEa KaBmg Kal 1) CUUP®VIA OTL Sev poKeITAl va ava-
sapayBel TANP®G 1) €V HEPEL XWPIG TNV TIPONYOUUEVT] EVIIUEPMOT] KAl YpartTh adela Twv
Apyelwv EAE®I (editor in chief).

H 2.E. propel va ¢ntroel Tpotoo|oelg el TOV MEPLEXOUEVOD KAl TNG LOPPNG TV Ap-
Bpwv mov yivovtal katapynv amodektd. H X.E. diatnpel 1o Sikalopa g tehikng em-
uéAelag twv kewwévov. Ta keipeva vofddovtal otnv teAkn tovg ekdoxr oe NAeKTpo-
vikn pop@n (word.doc) kau péow email omnv editor in chief Bappapa Mmapovtoov,
barbara.baroutsou@sanofi.com

Katd kavova, n ouvoAikn ektaon twv apBpwv Sev mpémetl va viepPaiver Tig 6.000 A&Eeig
sepiiapfavopévoy tov BIBAIOYpapIK®V TapAITOUIMYV, TIIVAK®VY, S1aypauudtey Kat on-
peimoewyv. O1 TAPATOUITEG KA OTUEIWOEIS CUYKEVTPMVOVTAL 0TO TEAOG TOU ApBpovu kat 1
B¢on Toug oo Kelpevo onuelwvetal e aplBuntikovg deikteg.

Ot titAot kat o1 ev8OTITAOL uitaivouy pe el 0Ta APLOTEPA TOU KEUEVOU.
ApBpa oyohaopov Svvavtal va kupaivovtal Hetagd 1000-2000 AEEewv.

Bpayeieg Snuooieboeig piropov va ekteivovral uéypt 700 Aeeig. Kabe dpbpo ovotrve-
a1 va ouvoSeveTal atd epIANYI 100-130 AEEEWV OTA EAVIKA KA1 TA AYYAIKA KOL TTEVTE
(5) AéEerg kA1 yia Tov evpetnpracud Tov apbpov kat TNV NAEKTPOVIKT| avadf)nor Tov.
O1 Ag€e1g Twv mepi\pewv eptAaufavovtal otn OUVOAIKT £ktaon Twv apBpwv. To dvo-
LA/ TA TOL GUYYPAPEA TOV/TOV GLYYPAPEWV ouvodedeTal/ovTal amd ta ototyeia, TitAog,
1510110, 18pvpa/@opeag.

Mad pe ta vrroBaiiopeva mpog dnuooievon apbpa mpemetl va vtoPaAAeTal To «EVTUITo
VToPBoAT epyaoci®v» BAoel Tov vTodetyuatog.

O1 O8nyieg yia v vmoPoAn apBpwv ota Apyeia EAMnvikng Etaipelag dappakevtikng
Iatpikng kaBag Kal T0 «EVTLITo LITOPOANC EPYATIOV» Bplokovial avapTnuéva oTny 10To-
oeAiba g EAE®I www.elefi.gr

IMapakaiovpe ta vrofariropeva dpBpa va tnpovv Tig o TAV® 0N yies.


mailto:barbara.baroutsou%40sanofi.com?subject=barbara.baroutsou%40sanofi.com
www.elefi.gr
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2UvoOeUTIKO évTUuTtro UTTOBOANRG epyaaciag
2UpPTTANPWOTE 6AA Ta onueia Tou evTUTTOU. Agv XPEIAZETAl CUVODEUTIKN ETTIOTOAR
Eidog dpBpou (onueiwoTe pévo Eva):
] EpeuvnrikA epyacia [] Avaokotnon [ Bpaxeia dnuooicuon [ Eidiké dpBpo

[] Ipduua otn Z0vtagn AMO :

TiThog :

Y1reuBuvog yia Tnv aAAnAoypagia cuyypa@éag :

AigtBuvon :

TnAépwvo : FAX: e-mail :

EmBeBaiwote Tnv mAnpoTNTAa TNS UTTOBOANRS TOU GpBpou oag, anusiwvovias ONa Ta TapakdTw onueia
] TitAog dpBpou ota EAAnvIKA kai AyyAIkd

Ovopata ouyypa@Eéwy ota EANvIKG kail ota AyyAIkKd

KévTpo TTpoéAeuong TnG epyaciag ota EAANVIKA kal ota AyyAikd

Aopnuévn mepiAnwn ota EAANVIKG kai ota AyyAiké

O 0O o o

Mévte Aé€eig eupeTnplacou (katd trpoTipnon atré 1o MeSH Hellas — Bioiatpikr) OpoAoyia) oTa
EAMNVIKG kai ota AyyAiké

[

OAa ta ovépara Twv ouyypapeéwy (Péxpl 6) oTiG BIBANIOYPAPIKES TTAPATTOUTTEG

ARAwon
AnAwvw uTretBuva Ot :

1. OAol o1 cuyypageic TNG Epyaciag CUPPWVOUV E TO TTEPIEXOUEVO TNG KAl E TNV UTTOBOANA ThG OTA
Apxeia EAEDI

2. Toidlo keipevo ) Ta ATTOTEAEOUATA TNG EPYACIAG | HEPOG AUTWV BeV £XOUV UTTORANGE yia
dnuocicuon o€ Kavéva AANO EAANVIKS A &Evo TTEPIODIKO.

O utretBuvog yia TNV aAAnAoypagia cuyypagéag

(uTTOVDAMA)
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poypappata yia tnv

exnaideuon ka1 unootnpi§n
Twv acfevwyv yia th Anyn
PapHaKeUTIKNg Bepaneiag

MapLg MmookomouAog,
BapBapa Mnapoutoou,
Katepiva Nanabwua,
lwone ABavaoladng,
ABnva Mamnamnavlouv,
EAévn AvBomoulou

O OKOITOG TOV KEUEVOL AUTOV €lval va TAPOTPUVEL Yia TNV KATA T0 Su-

vatov SeovToAoykn ard katl puBuoTikn tpoogyylon amo Tig Apyeg (Ymoup-
velo Yyelag, EO®) twv evepyelav mov mpocdlopilovy Kal amoteAovv HEPOG
€VOG TIPOYPALLATOG LITOOTNPIENG aobevav. H avaykn yua autod mpokUmtel,
arto TIg OAO0 To avénuéveg S1ebveig AIATNOEIG TWV KAVOVIOU®MY KAl KATEL-
Buvtplwv ypauumv sepl Stagpavelag.

IMa mv mapovoa ékBeon SiepevvnOnkav kot sapatiBevral ta onueia ekei-
Va JI0V APOPOVY TNV AVAYKI Yld €va JTpOYPAUUd LITOOTHPIENG aobevmv, Tt
AKP1POG KAADITEL TO TTPOYPAUUA, TO av LIAPXEL tapeufaocn amd TAeLPAg
£TAIPlag KATA TNV EKTEAEOT] £VOG TTPOYPAULUATOS KAl €AV ELTTEPIEXETAL Depa
Sragpnuiong —mpowbnong papuaxov.

Avalnmbnke avtiotoyn vouobeoia oe dMeg xopeg g EE. Méxpt topa
gvtomiomkay otoiyeia otov Bpetavikd Kodika Agovtoloyiag twv gpapua-
KELTIKQV eTA1PEIDV Kot ot N'aAAikn NopoBeoia.

>mv T'adia evromioape BepamevTikd eKTASEVTIKA TTPOYPALUATA LE TNV
EITOTITEIA TWV APYWV, L€ OKOIIO VA KATAGTIOOVV TOV aoOevT) TAEOV AUTOVOUO
Kkat va 81evkoAUvVouV TN ouupOpE®OT) Tov oTig Bepaseieg mov Tov ouvTayo-
ypagovvTal Kat BeATicovouy v tolotnta {wng tov.

Ymv AyyAia, amo tov Kodika AeovtoAoyiag Twv QAapUAKEVTIK®Y ETALPEIWOV
nipoPAEmetan N stapoyr] «IaTpK®V KAl EKTASEVTIKGOV EI8MV KAl LIINPETIV»
70V PeAtiwvouy T ppovTtida Tov aobevoig, weehotv to EXY kat ouvtnpolv
™V emtuyn puduon tov acbevolg.

INa mv EAAASa, avalnmOnkav ototyeia oty IUvoyn TV LIOXPEDOEWV
KAK ywa ta Risk Minimization Plans (RMP), tov Kodika Agovtoloyiag twv
Iatpwv, tov Nopo 3457/8.5.06 (PEK 93/A/2006) ywa t Metappvbuion Zv-
otuatog Papupakevtikng IMepiBaiyng kar v Y.A 82161PEK 2374/24-8-
2012 yla v evapuovion g EAAnvikng vopoBeoiag yia 1o papuako pe tmyv
avtiotoyn Kowotikr.

SV mapovod ava@opd eEalpolUE TA TIPOYPAUUATA TTOV OXETI(OVTAL UE TA
1ATPOTEXVOAOYIKA TTPOIOVTA Yia Ta omoia Bewpovpe 0Tt Sev vITAp)EL AVAYKT
vopoBeTikol AAoiov. Ava@epOUaoTe KAl avad)tovpe Avor puovo yia ooad
oxetidovtal [ Ta PAPHAKA Yo avBpammvn Xp1ion.

H swpotaon pag:

IIpoypauuata yia myv ektaidevon kat vroot)pn twv acdevov yua
™ ANyYn eapuakevtkng Oepasteiag

YKOomTOG

H amdékAon otn ouppopewon twv acbevayv ot xopnyovuevn Bepasteia stpo-
kael Soukeg alayeg oe Siagpopa emineda kKOOTOVG TOL ZvoTnuartog Yyelag.
EmmutAgov, amod Kovavikn amoyn, £xel amodeiyfel OTL o1 eplocoTEPES TTAPEU-
BAoelg Tov ATTOCKOTOVV GV EVIOYLOT TNG CUUUOPPKONC TwV acBevov 0dn-
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yoUv og ££01KoVOUNOT KOOTOUG, AOYyw NG PeATiooong tng moldttag (wrg Twv
aoBevav, g ATOPULYNG TV EUUEC®Y damavav KAl g adEnong tng mapa-
yoyikomtag. Eivar 8e eugpavég ot n emudnuioloyikn ynpavon twv acbevov
KOl KATA GUVETELA ) auEnUevn avaykn amod ta Zvotnuata kal ®opeic Aopa-
Along va mapeyouvv Beparteia kat @APLAKA, ATTALTEL TNV OAO KAl 110 CLOTHUA-
TIKT] KA1 TIPOCEKTIKT] XOPTYNOT T®V TEASUTALOV AAA KAl TNV S1a0pAMoN Kot
TTAPAKOAOVONON TNG AVAUEVOUEVIC AITOTEAECUATIKOTITA TOVG, Adpfavovtag
VITOWPT OTL AVAPEPOLAOTE KUPIwg 0 e181kA @Aappaka pe avaykeg eatopi-
KELOTG/TITAOTIOIN O G/ TpoTomoinong g Oepameiag 1 kal Wiaitepwyv xeipi-
OUOV-00N YDV .

YUPHMURCULLNIG Veopdiiclid S

EmutAéov, Ba mpémnel va Angdet vitoyn 0Tt 0TIg TAPOVOES OIKOVOUIKEG GUV-
Orjkeg to EXY kabag kar 11 Kowvwvikn Acpdiion aduvvatolv va mapeyxouvv
VTTOOTI PIKTIKEG VTN peaieg pog Tov acBevn omwg nrav Beopobetnuéveg oto
mapeABov (veog kavoviopog EOITYY). Emiong n o1kovopikn Kataotaor) twv
a0Bevav ToAAEG PopEG Sev emtpenel T Xpron Wlnv Top®V yia TNV KAAuvyn
VITOOTNPIKTIK®V NG Bepaneiag avaykwv. Emopévwg n mapoyn ekmaidevong
KA oo TN PLENg aItd TPITOVG (POPELS LINPETEL 1A KOWVWOVIKT] AVAYKT) KAl JIa-
paAAnAa e€ao@ahilel Tnv opOn kat acpair) Bepaseia Twv acbevav.

H exnaidevon towv acbevav yia m Afyn Bepaseiag evtdooetal 0to mAaiolo
OMOTIKN G TTapoyng mepiBaiyng otov acBevr). Tkomdg g ekmaidevong eivat
va vrrootnpiyBovv o1 aobeveig 1 ka1 TO TEPIPAAOV TOVG, MOTE VA EYOUV AITO-
TEAEOUATIKT pUBLIOT NG VOOOU TOVG,.

Ta mpoypaupata ekmaidevong &xovv wg avtikeiyevo v efoikeiwon twv

aoBevav kat ptopel va mepthapfavouv:

e Exmaidevon yua m xpron tov @apupakov ota miaiowa tng MepiAnyng
Xapakmpotikawv IIpoiovtog (ITXII).
Exmaidevon twv @povtiotav.
Exmnaibevon otig kabiepwpéveg odnyieg oxetikd pe tn Swayeiplon g
vooov.
ITapoyr| vINPeoIOY 0TA TAAio1A TG CUUUOPP®ONG e TN Bepareia.
IMapoyr twv avetepw ot mepifairov Noookopeiov.
Yta vevBuunTikd mpoypaupata eptiaufBavovtat i vevBLon yia
ANy Tov pappaxov, N Iapakolovdnon kat Siac@AAoN TG CUHUOPP®-
o1Ng TTPOg TNV evdeikvvouevT Bepaseia.

e Ta oyeti{Oueva Ue TNV AVATIATPWOT) TOU @APUAKOV, eite TPOKEITAL Yid
vrevBvon 1) StevkdAvvon oty TpounBeta Tov.
Ta k&vipa TANPOPOPNONG TwV AoHeEVHV.
Tnv kat’ 0iko Xopmnynomn Tov QAapUAKoU .
AmoxAelovtal ta evBo@AEBLa PAPUHAKA YiaTi AOTEANODV XEIPOVPYIKT
paén kabag KAl T EAPUAKA TWV ONOIWV 1) XOPTynon amatel v
mapakolovOnon amd €81ko yatpd 1)/kal Yopriynon oe mepiBaiiov
voookopeiov.

e 'Ola ta aVOTEPW TEAOLV VIO TNV £yKPloT KAl odnyia tov Bepdovtog
aTpov.

IT\aiow — [Ipovmodeoerg:

Ta tpoypappata ekmaidevong acbevav Sev amotedotv Khvikég MeAgteg kat
Sev yivetal GUAAOYT] TANPOPOPIGRYV, TTEPA QIO TIG ATTATTOVEVES TTANPOPOPIES
Y14 TN GUUHOPPXOT)] LLE TO VOLODETIKO TTAQIO10 Y1a TN (PAPUAKOETAYPLITTVIOT.

Y10 IAAIo1A TOV TPOYPAUUATKV 1) Spdoewv ekmaibevong acBevav, mov opi-
dovTal Tapamavw, aayopevetal kabe dueon 1 EUpeon emKovovia Hetadd
evog 000gvolg KAl TV O1KEIWV TOL KA TNG PAPUAKEVTIKNG ETLYEIPNONG TTOV
aoyoAeitan pe v eumopia /61dbeon/mpomOnon evog papuaKov, KTOG Ao
TIG TTEPUTTWOELS EKEIVEG AVAPOPAG AVETTIOVUNTOV EVEPYEIDV CUUPOVA UE TIG
QITALTNOELG NG 10xVovoag vouobeaoiag.
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HpVUypUuppgUuLa yud v
ERidioeguon Kdail vnogounpign

LWV dovevwy yid un Angn

YUPHUUREULLIKIG Oepdiieldg

Ta mpoypappata kot o1 §paocelg exmaidevong acbevov, mov opidovian ma-
PATAV®, LITOPOVV VA EIVAL TIPWTOBOVAIA TV ETLXELPTICEDY TTOV ATYXOAOVVTAL
LE TNV KUKAOQOpIa 0TV ayopd @apudkwv avBpomvng xpnong. Evtovtolg,
Ol ETYEIPTIOEIG AUTEG KAl 01 EPYAOUEVOL TOUG LITOPOUV VA CUUUETEXOLY OE
Spaaceig 1) TPOYPALLATA, TTOV AVAPEPOVTAL TAPATIAV®, CUYKEKPILEVA Y1A TNV
xpnuatodotnon tovg. H eKTEAECT) TOV TIPOYPAUUATOV AVTEOV avatiOe-
tan oe EnayyeApatieg Yyeiag, Opyaviopovg 1 Etaupeieg Ilapoyrg
Ymnpeowv Yyeiag wote va e§ac@aiifetarl n ave§aptm kat opon
TAPOYT] TOV VI PECIOV LIXOOTNPENGS 1] KA ektaidgvong.

AyaBd kat vnpPeoieg 1ATPIKOL Kat eKITASEVTIKOD XAPAKTPA P0G TOV aobe-
VI] LWTOPEL VA EPOLYV TNV ETALPIKT] OVOUACIA TNE PAPUAKEVTIKN G eTaupeiag. H
EUITAOKT) H10G PAPLAKEVTIKNE eTAIPIAg OTIC SPACTNPOTTEG AUTEG TIPETEL VA
YIVETAL YVOOTI 0TOUG EVO1APEPOLEVOLG EMTAYYEALATIEG VYelag Kal/T) TO Sio1-
KNTIKO TIPOCITIKO, TTOV CUUUETEXOLV OTNV vinpecia. EmutAgov kat o1 aoBe-
Veig TPETMEL va elval TAT|peG EVILEPOL Y1AL TNV VITOOTIPIEN TNG PAPUAKEVTIKIG
gTauplag otig vVnpeoieg mov touvg mapeExovral. Evtovtolg, eav dev vapyet
VAIKO TT0VL TTpoopiletat yia acBeveig, ToTe vteLBLVOG elval 0 emtayyeApatiag
vyeiag. Eqv vmapyovv vAikd mpooplopeva yia toug acbevelg, T0te epapuo-
dovTal 01 AT OELG TG 1oXVovoag vopobeaiag yia ) S1a@ron eapuakwy
0TO KOWO.

OUTe 1] PAPUAKEVTIKT] £ETAPIA, OVTE EKAPOCHOITOL TNG UITOPOVV VA
gyovv mpoofaon oe Sedopeva/apyeia, Ta omoia propei va odnyn-
COUV 02 AWIOKAAVYPT TG TAVTOTNTAG CUYKEKPIUEVOV acBevaov 1) va
ovvdeOovv pe ovykekprluévouvg aocBeveig.

Ta apyeia kat Sedopeva twv aoBevodv amooteAlovial kat Statnpolivtal otov
Bepdamovta 1atpo.

O1 BepamovTeg 10TPOL TTOV GUGTIVOLV TNV GUUUETOXT] TOU aoBevolg 0To TTPo-
ypappa Sev apeifovrat kat Sev Adaupdavovv aAAn upeon yopnyia yia my Spda-
on avtn.

Ot houol enayyeApatieg vyeiag (m1.x. voonAeuteg, S1aTpo@oAOYOL, PAPLAKO-
7I0101 KAJL.), JTOU EVEPYOULV LIE XOPMYIA NG PAPUAKEVTIKNG etaipiag, dev mpé-
TIEL VA EUTTAEKOVTAL OTNV TTPOMONOT] CUYKEKPIUEVQYV TIPOTOVTIWYV.

O1 gpumhekopeveg etaipieg 1) Etayyelpatieg Yyeiag mapoyng twv vanpeciov
vrootn pi&ng/ekmaidevong acbevmv mpéel va S1ac@aricovy OTL Ol TTANPOPOo-
pieg 7Tov aPopovLy Tovg aobeveig Ba TnPOLVTAL TAVTA EUITIOTEVTIKEG KAL Yid
000 Sl1aoua aarteitat amd T vopobeoia kat 0Tt Ba VITAPYEL CULUOPPHOT
pe  vopoBeoia mepi TPooTAciag TV IPOCWIKMY SeS0UEV®Y.

'OMa ta évruma VAIKQ, 1tov €xouvv oxediaodel va xpnolomomnBolv oe oxéan
LLE TNV TTAPOYT] LN PECIOV EKTASEVTIKOU XAPAKTIPA SEV TIPETEL VA XPTOLO-
mo1ovvTAl Yid tpocdnon. Ta vAkd avtd dev eivan amodekto va tpowBovv
OUVTAYOYPAPNOT], TTAPOXT], TTOANOT] T) XOPTIYNON TV PAPUAK®DV TIE XOPTYOU
etaipiag. OvTe elval arodekTo Ta VAIKA autd va EMIKPIVOUY avVTAay®VIoTIKA
npoiovta, kKabmg avtd pmopel va BewpnBet eupeon mpowdnon. 'OAa ta evru-
7IA LVAIKA TTPETEL va TPoadlopilouy Ty Xopnyo PAapUaKELTIKT eTaipia.

Appodrotmreg:

Appodiot yia v vAomoinon Tovg eival emayyeApatieg vyeiag, mov evepyolv
€K UEPOLG EVOC (POPEQ, O OTTOI0G UITOPEL va Xprpatodoteital amd uia papua-
KEVTIKT eTa1piaL.

Agv ptopet va vmtapyet Aueon emagr) Letatd Tng EMYEIPTIOENS Kal Tov aobe-
VvOUG 1), G€ AAAT] TIEPITTTWOT], TOUC OIKEIOUC TOV T} TOUS VOUILOUE EKTTPOCGITOVG
TOU €KTOC QUITO TNV TEPIITWOT) AVAPOPAS AVETIOVUNTWV EVEPYEIDY GUUPOVA
ue ta poavagepBEva.
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To mpoypappa ekmaibevong mpoteivetal anmd tov Bepduovta atpd otov
aoBevr) Tov. Aev pumopel va vokataoTabel amd OKOVOLIKT artodnpimon 1
apoiPn oe eidog.

YUPHMURCULLNIG Veopdiiclid S

H ovppuetoyrn oto mpdypappa Sev elval vtoxpewtikn yia Toug acbeveig kan
Sev amotelel mpovmoBeon kat Sev oyetideTal e TO VYOG NG ACPANOTIKNG
KAALUYN G 600V a@opd TNV meplBaiyrn Kat Ta GAPLAKA YA TNV AVTILETMOITLOT
TNg VOGOUL TOUG

H vAostoinon tov mpoypauuatog ekmaidevong LITOKEITAL 0T YPAITTI] CLYKA-
taBeom Tov acBevolig 1) TWV VoUipmV ekmpooanmv Tov. H ouykatabeon avt)
umopel va amoovpBel omotednmote kat Xwpig kavévav 0po, HeTtd amod MPWTO-
BovAia Tov agBevovg 1 TOLV CUVTAYOYPAPOV 1ATPOV.

Ta mpoypappata auta ekmaidevong kabmg kal ta £yypa@a Kat AAAN vTooTH)-
PIKTIKT] TEKUNPLOOT] TOV TIPOYPAUUATOV AUTAOV VITOKEVTAL OTNV EYKPLOT] TOV
EO® otV nepintwon 7ov armoteAolV HEPOG TwV 0PV TNG Ade1ag KUKAOPOPi-
0¢ TOV PAPUAKOV Kal Ta orola siepthaufavovtal oto mpoypappa dtayeiptong
KIvdUVoU Tov 7TpoidvTog. Ze 0oladTToTe AAAN TEPITTWOT) dev LITOKEVTAL O
mponyovuevn €ykplon asmo tov EO®, mpofAénetanl Ouwg . yvwaotomoinon/
evnuépwon otov EOD yia v epappoyn kal EKTEAECT TOL TPOYPAUUATOC, IE
katdBeomn pakéAov mtov Ba mepieyel OAA TA OTOLXELA TOV TTPOYPAUUATOG,

Edv ta mpoypappata ekmaidevong 1 1 LTOCTNPIKTIKT TEKUNPLOOT] TwV TPO-
YPAUUATOV AUtV Sev ovupop@ovovtal pe tig dtatagelg g adetag 1 g
YVWOTOIOINONG/EVIUEPWOTG, TTOV TAPEYETAL KAT EPAPLOYT) TOV TAPOVTOG
apBpov, 0 EOD £yer n Suvatotnta mapéuPaong yia va ¢nnoet Siaplpwntikeg
aAaYEC. e TEPITTOOT] U] CULUOPP®OTIC, UITOPEL va avakaAel Tnv adeia tov
TPOYPAUUATOG T) TNV EKTEAECT) TOV KA, TEAIKA, S1ATACOEL TNV AueoT) SlakomT
TWV VIO EPAPUOYT SPATEWV KAL TNV ATTOGLPACT] TOV EVTUITOL VAIKOV JTOU EXEL
SiaveunOel.

O1 etaupieg ITapoyng Ynpeoimv mov apEXouvv auteg Tig unpeoieg fAoel Tov
KATAOTATIKOD TOUC, TNG OPYAVWOTS TOV TTPOCMITIKOL TOVG, TNG eKaidevorg
Tovg, NG S1a0eong TUNUAaTOg EAEYYOU o0 TAg TwV Stadikaoiwv kat Ba mpé-
meLva £xovv adela asmo v apuodsia Apyr| yia tn cuAAoYT, XEPLOUO0 Kat Statr)-
pNOT TV VALTONTWV TTPOoKWITIKGOV dedoutvav, kabawg kat kabe aAAn popen
moTtosoinong oot tag (ISO 9oo1).

Opwpuot:

O EtayyeApatieg vyeiag — O Oepmmwv Kot GuVIAyoypa@®V T0 GAPUAKO
1atpdg. AOUTOol eAYYEAUATIEG TNG LYEIAG JTOV WITOPEL va eummAEKovTAL ival
0/M VoonAguTNg, S1aTpoPOAOYOC, QPAPUAKOIOI0E, 080VTIATPOG, YIATPOS KAL-
VIKOG 1) PUXOAOYOG, UE CUVAPEG AVTIKEIUEVO TTPOG TO TTPOYPALLA KAl VA £XEL
avaioyn motornoinon 1 adela eEAoKNoEmS TOL EMAYYEAUATOC,.

Opyaviopotl — Ymovpyeio Yyelag kar AAAnAeyyong, EOvikdog Opyaviopog
Dappaxwyv.

Dopeig — kKaOe eTaIpia UE CUVAPES AVTIKEILEVO TIPOC TNV TIAPOXT) LITNPECIOV
vyeiag spog Tovg acbeveig.

Katoyog g Adziag Kvkiog@opiag (KAK) gapudkov, 11 0 Aviimpoow-
7TOC TOV — OMIWG OPIdETAL ATTO TNV 1oYVovoa vopobeoia kat e1idikotepa v YA
82161/24.8.2012 y1a TV evapurOVIOT TNG EAANVIKTG (PAPUAKEVTIKTG VOuoOe-
olag pe v kowvoTikr). Autog Ba mpémnet -

1. Na mepypdwel 10 7POYPAUUA HE TNV AVTIOTOL(N] EMOTNHOVIKN
ek pimon, eite anmo tnv IIXII, eite amod ) vooo kot BipAoypapia, eite
TEAOC QUTO TNV TEXVIKT AVAYKT).

2. Na meptypawsl &va ovykekpiuévo aiyopidpo ko Siaypauupa porg
EVEPYELDV.
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3. Na meprypapet Tig vTevOLVOTNTEG, TIG APHOSIOTNTEG KAL TOUG POAOUG.
4. Nampel ig apxg oxeTika pe tn S1ayeipion TV Tposwmkov Sedoutvmy.

To POWTOKOAAO — TO TIEPIEYXOUEVO TOV Ba mpémel va eivarl ebAoyo kat va
AVTAITOKPIVETAL OTIG AVAYKEG TOV PAPLAKOL KAl TNG AYWYNS KAL VA EXEL OL-
vrayBet a6 1o Iatpikd Tunua g etaipeiag tov KAK. H emdoyrn tov acbe-
voUg oL Ba oLUUETACYEL 08 KAOE TPOYPAUUA EIVAL ETTIAOYT) TOVL CUVTAYOYPA-
(PO 1aTPOV.

Yvykatafeon tov acOevoig - petd amd evnueépmon Ao oV 1aTPo KAl ov-
vaiveon yia Vv €vapgn Tov TPoypPALUATOC, YO KATAVONOT) astd Tov acBevn)
yia TV mapépBacn Tov gopea Kal T ouAoyT N Tpdofact o€ TPOoWIIKA
Sebopéva. Oa mpemel va mPoPAETETAL EVIUEPMOT] YA TO JTO10G TAN PAOVEL YA
TO OAO TIPOYPANUA Kal OTL auTtod elval ota sAaiota g Stagpaveiag.

Oudada Epyaoioc EAEQI : oL ouyypapeic Tou mapdvrog apBpou

Ev8eswctikn Biaoypagia

1.

“Adherence to Long-term Therapies: Evidence for Action”, WHO,
http://www.who.int/chp/knowledge/publications/adherence_report/en/

“Adherence to Long-term Therapies: Policy for Action”, WHO,
http://apps.who.int/iris/bitstream/10665/66984/1/WHO_MNC_CCH_01.02.pdf

«Improving Patient Adherence”, Alan M. Delamater, PhD, ABPP /, Clinical Diabetes ¢
Volume 24, Number 2, 2006 / http://clinical.diabetesjournals.org/content/24/2/71.
full.pdf+html

“Patient Adherence and Medical Treatment Outcomes: A Meta-Analysis” / Robin
DiMatteo, M. PhD¥; Giordani, Patrick J. MA*; Lepper, Heidi S. PhDT; Croghan,
Thomas W. MD+ / Medical Care: September 2002 - Volume 40 - Issue 9 - pp 794-
811 Original Articles /
http://journals.lww.com/lww-medicalcare/Abstract/2002/09000/Patient_
Adherence_and_Medical_Treatment_Outcomes_.9.aspx

Patient Adherence to Osteoporosis Medications

Problems, Consequences and Management Strategies

Alexandra Papaioannou, Courtney C. Kennedy, Lisa Dolovich, Elaine Lau, and
Jonathan D. Adachi

Drugs Aging 2007; 24 (1): 37-55 REVIEW ARTICLE 1170-229X/07/0001-
0037/$44.95/0

http://www.ncbi.nlm.nih.gov/pubmed/17233546

“Patient Self-Management Support Programs: An Evaluation”, Contract No. 282-00-
0005, Prepared by: RAND Health - Santa Monica, CA - Marjorie L. Pearson, PhD,
MSHS; Soeren Mattke, MD, DSc; Rebecca Shaw, MA; M. Susan Ridgely, JD; Shelley
H. Wiseman, BA; AHRQ Publication No. 08-0011, November 2007,
http://www.ahrq.gov/qual/ptmgmt/ptmgmt.pdf

“Interventions to improve the management of diabetes mellitus in primary care, out-
patient and community settings”, Renders CM, Valk GD, Griffin S, Wagner EH, Eijk
JT, Assendelft WJ / Cochrane Database Syst Rev. 2001;(1):CD001481
http://www.ncbi.nlm.nih.gov/pubmed/11279717

“Partial adherence: a new perspective on health economic assessment in osteoporo-
sis”, Kanis JA, Cooper C, Hiligsmann M, Rabenda V, Reginster JY, Rizzoli R, Osteo-
poros Int. 2011 Oct;22(10):2565-73. Epub 2011 May 27. Consensus Statement
http://www.ncbi.nlm.nih.gov/pubmed/21617992


http://www.who.int/chp/knowledge/publications/adherence_report/en/
http://apps.who.int/iris/bitstream/10665/66984/1/WHO_MNC_CCH_01.02.pdf
http://clinical.diabetesjournals.org/content/24/2/71.full.pdf+html
http://clinical.diabetesjournals.org/content/24/2/71.full.pdf+html
http://journals.lww.com/lww-medicalcare/Abstract/2002/09000/Patient_Adherence_and_Medical_Treatment_Outcomes_.9.aspx
http://journals.lww.com/lww-medicalcare/Abstract/2002/09000/Patient_Adherence_and_Medical_Treatment_Outcomes_.9.aspx
http://www.ncbi.nlm.nih.gov/pubmed/17233546
http://www.ahrq.gov/qual/ptmgmt/ptmgmt.pdf
http://www.ncbi.nlm.nih.gov/pubmed/11279717
http://www.ncbi.nlm.nih.gov/pubmed/21617992
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AAAayEc otn Pappakeutikn NopoBeoia
yia tnv ?E ka1 T1 onpaivouv

suvtagn: Mapia
NoAudwpou (Pfizer),
Ndvou Apaywva (MSD),
Xplotiva Toouykou
(Menarini), ABnva
NananauAou (Sanofi)

otnv kad’ npépa npdgn

ToU YneuBuvou 9E

ITPAKTIKA XYNANTHXHY EAE®DI
AppiOeéatpo Noo. I'. 'evvnuatag,
11 OxtwfBpiov 2012

1. Ta Good PV Practices modules stov £yovv ekdo0eil asto tov EMA
TMEPLEYOVV APKETEG SIEVKPIVIOEIC OYETIKA UE TNV EPAPUOYT] TNG
vopoBeoiag. KaBwg n EAAada 0a akorovOnoel v Evpwrtaikr)
vopoBeoia, sival avapevopevo va unv apoPissetan n ékdoon
SrevkpvioTik®V eykOKAIOV yia T veéa vopoOeoia. Ilapoia avta
yua v Srevfemon tev kadnuepvov epyaciov eival ubavo va
XPEWALOVTAL TOTNKEG S1EVKPIVICEIG;

H ovyypagr Q&As Ba pmopoloe va amoteAeoel pia mnyn exionuwmv Sievkpt-
vicewv: To mapov keipevo Ba pmopovoe va eivar 1 faon ya ™ Snuovpyia
arto tov EO® avabewpnuévav Tomkmv odnyimv/ Sievkpvicewy.

2. Avapgvovtat véa ®PEK ywa tnv evpltepn e@apuoyr] mg veéag vo-
pofeciag kar oe AAAovg TOUELG (LY. KAVOVIOTIK®V VITOOETEMV,
HEAETOV, VAIKOETIAYPVITVI|OT));

Avapéveta n astavinon tov EOD

3. To PSMF kat o EUQPPYV mpémel va Bpiokovrat oto i81o Kparog,
omyv 6w SrevOvvon;

Y10 module 2 avagépetan (I1.B.2.2. Location):

«The pharmacovigilance system master file shall be located within the EU,
either at the site where the main pharmacovigilance activities are performed
or at the site where the qualified person responsible for pharmacovigilance
operates [IR Art 7(1)], irrespective of the format (paper-based or electronic
format file). Following European Economic Area (EEA) agreements, the
PSMF may also be located in Norway, Iceland or Liechtenstein».

Emonuaivetal opwg ot «In the situation where the main (PV) activities
take place outside the EU or where the main site cannot be determined, the
location should default to the site where the QPPV operates».

4. To PSMF katatiBetar otig Apyeég, kata avaotolyia pe to DDPS;

To PSMF &ev katatifetatl. Zvvtdooetal kal avaveovetal antd tov KAK kau
vroBaAAeTal HeTd amtd alTnUA TV ApPXWV.
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5. Xta miaiowa g Sra@avelag kat tng evarodnronoinong twv etai-
pwV, o€ TL evepyeleg tpotifetan va tpofei o EOD;

O IIpoedpog Tov EOD &xel ekppaocel v nmpdbeon g nyeoiag tov EO® va
VITAPEEL ETNKOIVWVIA TTPOG OAAL TA EUTTAEKOUEVA UEAT] OYETIKA LIE TT) VEXA VOLO-
Beola, ™ Sadikacia avapopag otov EOP péow tng KITpivng KApTag, To VEo
oplouo Mg ALE. kT

6. H véa vopoBeoia spofrémer tnv ava@opd and acdeveig/kata-
VaA®TEC.

a) Mg Oa vioromn Ol avto;

YV mapovoa eact o acfevig/ katavalw g wropel va vrtofaiet A.E. atov
EO® ypnowomowwvtag v Kitpivn Kapta, Siabeoun otnv 1otooeAiba tov
EO®. Yndpyet opwg 1 mpdbeon amnd tov EO® va Snpovpynoet Eva asthovote-
PO EVTLIIO YA TOV AoBgvr), OTTWG Y. TO EVILIIO AVAPOPAC YO KATAVAANTEG
1o TV Apywv g M. Bpetaviag.

ta exmandevtikd vAkd and ta Risk Minimization Plan/ ®OX yia acBeveig
JIPOTEIVETAL VA LITALVEL TIPOTPOIN Yia avapopd A.E.

B) Eav pa avagopa arxevdeiag tpog tov EOD yiver and acOe-
v}, to follow-up yivetatr povo pe avtov;

To FU Ba yivetar and tov EO® pe tov aogbevr).
V) Ymapyetvmoypemon va eviuepmvetal o Oepanwv 1atpog;
H watpwn emBePaiwon eivar emBountn epoocov ocvvaivei o acBevng.
Agv gival oa@ég av emmpadietar va eviuepooel 0 EO® tov Bepdutovta 1atpo.

IIpotaon - Oa mpénetl va vdpyet ‘pnn empPefainon’ yua v ovykatabeon
yia 0 cvAAoYn evaioBnTwv TPoowIiKaV dedouévayv, omwg wyvel oto PEK
niepl mpootaciag SeSopevamv.

7. Ivu@ova pe ) véa NopoBeoia, o EMA Oa kavel £ieyyo g St-
e0vovg Biroypagiag. Yrapyer tpoOeon O EO® va spofet oe
AVTIOTOLYT] EVEPYELA OE TOMKO eninedo; Oa vapyel tapaforo
Yld auTh] TV Vanpecia;

Avtn ) otyun Sev vrtapyovv oxESia yia KA avTioTotyo.

EmutAéov, Sev vmdpyel emonuog KatdAoyog TIPOTEWVOUEVWY  ETTIOTILOVIKWV
ATPIKGOV TEPLOSIKMOV 1) 0aPT) KPLTNPLA EMAOYNG TOV TMEPOSKOV MOTE VA
vITapyel opotloyevela ueta&y twv KAK.

Ipoteivetar va An@Bel vtown n Mota emMOTNHOVIKOV TTEPLOSIKGOV pe eBVIKN
avayvoplon (Zta mepodikad pe EOvikn avayvmpion ot Snuooievpéveg epya-
OlEg TV YIATP®OV ATOTEAOVV KPUTIPIO0 CUYKPLTIKTG afloAdynong yia tnyv Ka-
TNy B€ong tov kAASov 1atpawv E.X.Y.), onwg avt (http://www.laiko.gr/
index.php?option=com_ content&view=article&id=43&Itemid=50) mov &ye1
avapmBel oe 10T00eAibeg S1apopwv voookopeiwv (71.x. Adiko, EvayyeAlouog,
AXEIIA), GOTE va eVApUOVIOTOUV Ol ETAIPELEG;

8. Xyemka pe mig peieétreg PASS/PAES, mowa givan 11 Stadwwaocia
£ykprong;

SV eykOkA0 82798/ 22-11-12, map&yovtal S1EVKPIVIOEIS OXETIKA pe TNy O1-
adaoia VITOPOATIG KAl EYKPIOTC TWV CUYKEKPIUEVY peAetav. ITapoia avta
Sev StevkpvidovTal o1 ATAITOVEVOL XPOVOL EYKPLOT|C.

Aev amanteitan £ykpion asno v EEA.

9. XYyeuxd pe ta Risk Management Plans, towa eivan n Stadwaoia/


http://www.laiko.gr/index.php?option=com_content&view=article&id=43&Itemid=50
http://www.laiko.gr/index.php?option=com_content&view=article&id=43&Itemid=50
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(1 Oongdaivouv

XPOVOL EYKPLONG
Ye mpoiovia ta omoia to Zxedio Alayeipiong Kivdvvwv (ZAK) éxel Zxebo
EAayotomoinong Kivdvvwv (ZEK), yperaletal katdbeon mpog ykplorn oto
tunpa @E 1ov EO® OAwV TV OYETIKOV VAIKOV LETAPPACTUEVOV TNV EAANVI-
K1 YA®Wooa padl pe ta TpeOToTuId.

H xatdBeon otov EO® twv XEK yivetatl ano tov Tomko YnevOuvo OE.

Y& KEVIPIKQWG eyKekpluéva mpoidovta twv omnoiwv to TAK Sev éxer ZEK, Sev
amtauteitan katdBeon oto Tunua ®E tov EOD npog yvwotomoinon.

O Ztoyog yia v £ykpion vAik®v ZEK and tov EO® eivat o1 60 pépeg.

10. TIIote Oa eivar 0 EMA £towog va Seytei tig IIEEA;

ZVuQva e ta UEXPL Tmpa yvwotd dedouéva, n vimoyxpewon avtn Ba woyvet
12 pnveg petad mn B€omon Twv Aertovpyik®v Suvatothtwv Tov amobetnpiov
KO TN OYETIKN avakoivwon amd tov EMA.

¥t petafankn nepiodo 1oxvovy ta vea xpovodiaypappata. Or ITIEEA npémet
va guvodevovtat kat and to CERBR.

To word format yia tig¢ IIEEA asairtovvtal povo yia spoiovra sov o EO®
eivan Reference Member State.

11. X petafatikn xepiodo vrapyel vroypEmwon va katatiBevral
otov EO® ITEEA ywa CAP spoiovta;

Avapéveta Sievkpivnon amo tov EOO.

12. Svp@ova pe my véa eykvkAlo cawtarteita n ava@opa AE/ZAE ywa
poypaupata poung tpoofaocng Compassionate use, opadi-
Ka kot atopkd. IIpénetl ol latpol va ava@eEpovv otov KAK oAeg
¢ A.E. (kxau un cofapéecg);

Avapéveta Sievkpivnon amod tov EO®.

13. H Mapaypa@og 104 tov ®EK 2374.B.24.8.2012 avagpépet: ¢ ...
opidel apuodio emkowwviag yua 0¢pata ®E omv EAAada o
OTTOL0G AVAPEPETAL OTO E1SIKEVUEVO TTIPOTWITO yia Oepata PE...”:
Mopel auTo va CT|HAVEL 0PYAVOTIKEG aAAayEg ota Tunuata PE;
Oa 1oYYVOOVV TA 1I81a KPLTT PLA YA TO AVATTAP®TI] TOV YaevOvvovu
®E; Na avagpeépetat otov EU QPPV;

H ¢uooopia g Evpwnaikng NopobBeoia kat tov ®EK eival 6Tt 0 Tomkog
vrtevBuvog OE mpemer va eivar avefaptntog anod tov CEO g ekdoTote etat-
peiag.

O YnevBuvog mpemet va avagpepetal otov EUQPPV kot va gaivetal kal oto
Opyavoypappa.

B) Av Sev vmapyel amevleiag avagopa otov EUQPPV, aiia
AVAPEPETAL G TPITO ATOUO TTOv ava@Epetal otov EUQPPV,
Oewpove OTL TTANPOVVTAL TA KPLTNPLA;

Av Sev viapyel anevbeiag avagpopa otov EUQPPV, n Umapén «Delegation
of activities letter”, eivan emapkng: AveEaptTwg artiag elval VITOYPEWTIKT) 1)
vnap&n “Delegation of activities letter”;

E@pooov o Tomkog vitevBuvog mapapével o id1og, kat exel n6n evnuepwbel o
EO®, Sev astanteitan véa evnuépwon

H Umtap&n evog avaminpnn eivar emPBefAnuevn yia ovolaotikovg Adyoug. Ta
OXETIKA KPLTNP1aL TTPETEL VAL EIvALl AVAAOYA, WOTOCO OY1 TO 1610 avotnpd. Ava-
pévetan Sievkpivnon and tov EOO.
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V) Svpeova pe mv K.Y.A. aplOu. AYT'3a/ 0k.82161/ 24.8.2012
TA TTUYIA APKETOV ATOUMV IOV £PYALOVTAL OT|UEPA GE TUT-
pata ®E Sev ava@Epovrat. Avto Onuaivel 0Tt Td ATOUA avTd
Oa tpénel va tapovv va epyadovrar oty OE;

®a doBovv dievkpvioerg, Iowg xpelddetal va avabewpnBolv ta tpocodvTa kat
va pootebel Kat 10 TUYKio Tov XNnuiKov 1) LETATTTUXIAKO Bloynuikov, voor)-
AEUTEG TTAVETOTNIIAKNG EKTTAISEVONC, 060VTIATPOC, KTNVIATPOG KTA.

14. Meta v Ymovpywkr Ato@aon AYT'3a / ow.I.Y.154/29.2.2012
(®EK 545 B/1.3.2012), ovykpot|Onke otov EO® otig 5/ 4 /
2012 Ei8wr) Emtpoo, n ooia Oa e€etader ) oe e§apenikeg me-
PUTTMOELG YOPTYNOT QPAPUAK®OV EKTOC EYKEKPIUEVEOV eVOeifenv
(off label use).

Y& auTiv TNV mEPTeoT vITdpyel cuUPav mov xprdel ava@opdg pe tn Sadi-
kaola twv A.E.;

Oa kataypagel To ovufav o EOD;

Oa evnuepwvel o EO® tov KAK xat 1o Eudravigilance;

15. O opwopog atd v GVP eivau: ‘Off-label use: This relates to
situations where the medicinal product is intentionally used
for a medical purpose not in accordance with the authorized
product information’. O oplouOg AVTOG Eival APKETA EVPVG KA
QTAITOVVTAL SIEVKPIVIOELS OTOV OPLOUO ‘EKTOG evdeiewV’

H emBefaiwpévn xopnynon @apudkou, KAtomy eVIoAng Tov Bepdtovtog 1a-
TPOV, o€ 8O0T S1aPOopPETIKT) TNG EYKEKPIUEVNG (elTe LIKPOTEPT, ElTE pEYAAUTE-
pn) Aapfavovtag vrown Ta Wiaitepa XapaxKmploTKa Tov acbevoug (nAikia,
NITATIKT] KA VEPPIKT] AEITOVPYIQ, GUYXOPTYOUUEVA (PAPLAKA, OCOUATIKO BA-
pog KTA.) Bewpeital ‘ektog evdeilewv’;

Extipatar 0 Ba mpémel va avagépovral e@ocov emPefarwdet n yopnyn-
on. Znteitau 1) tomoBemnon tov EO® oyetikd pe v eviuépwon tov KAK ya
eykpioeig amo Tov EO® ya ypron ektog evieifemv.

16. Me v evpeia Xprjon OV KOWWOVIKOV SIKTU0OV YIVETAL 0AoEva
KAl 1o onuavakog o kabopiopuog tov ‘identifiable reporter’
gg AVA@POPES Ao mNyeEg Tig omoieg dev eivan yopnyog o KAK.
Tvppova pe to Module VI.B.1.1.4 ava@épetat: ’In relation to
cases from the internet or digital media, the identifiability of
the reporter refers to the existence of a real person, that is, it
is possible to verify the contact details of the reporter (e.g. an
email address under a valid format has been provided).” Ilwng
TPETEL VA YIVETAL O YEIPLOUOC AVAPOPROV ATO HECA KOWVOVIKIG
Swtvwong facebook ko 1o twitter;

Aev vtapyel o8nyla mpog To apodv.

17. O EO® Oa pener va tpocdropioer emapk®g, pe mowa pgdodo Oa
Srapuiaydei o KAK kat to stpoiov tov atd Ppevdeig avapopg,
mov Jev gival latpkeng emPefarmpéveg, oVTOE MOTE va EMTEV-
¥0eil kaw 1 0pO”) aloroynon g ac@aieiag tov kabe eprotatt-
KOV 0€ OY£0T LUE TO JIPOIOV;

IIpotaon - Ze mepintwon avagopag peow EOP Portal Ba fytav xpriowo va
YIVETAL KATTO1 TAVTOTOINOT TV AVAPEPOVIMV Y1a VA amo@evyBovv pevdeig
AVAPOPEC.

18. Avaugvetat va ek8o0ovv Srevkpiviotikég eykvKAIOl yia Tn véa
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\ .
wuestions oA AIlonCl S

.\I\I\M'OS v il f\‘rl.dul\GUk‘.l\‘l
NOHOUECDLA Yi1a TnV YE KAl

(1l Oongdaivouv

EuxapiotoUpe 161aitepa Tov
Niko Toidkka (Medwork),

yla To oxoAlaopd kai Tn
OUPBOAN Tou oTnv napouca
€KOOON TWV EPWTNOEWV -
anavtnoewv.

vopoBeoia ontwg £ywve oto TtapeAOov pe mv Tvvown;

'Oyt Mtopotv ouwg va ekdoBolv kelpeva Epwtoenv kal Atavtioewy o
Baon epwtnoewv mov tibevtal amd eviiagpepdpeva pepn. Metd v vmofo-
A gpotnuatwy, avtd Ba Tuyyxavouv enefepyaciag amd ta apuodia atoua
otov EO® ka1 epooov pmopovv va §oBovv SeopevTikeg amavnoelg, auteg
Ba avaptovvtal otV 10t00eAida Tov EO® petd amd éleyyxo amd TO VOUIKO
tunua. Ta avaptnuéva keipeva Epotnoewv kat Amtavinoenv a amotehotv
v enionun tomobetnon tov EO® oto ovykekpuévo Bepa.

19. H Zvvoyn Oa akvpwOel 1} Oa katapynOet;

Yrapyet okéyn va avavewBel kat va kpatroovpe 0,1 1oXVeL

20. Tehwkn €ékOeon ac@ielag. SVUE@VA UE TNV CUVOWPT CE UN Td-
peufatikég peAsteg mpémel va katatifetar n teAwkn €xBeon
ATPAAELAG EVTOC 60 NUEPOV CQWTO TV OAOKAT)PWOT) TN LEAETNG;

Eav 8ev vtapyet n Suvatotnta mapaywyrng avtng g £kbeong, umopet va ka-

tatebel oe 1 €tog e 1o final study report (epOTnua sov TPOEKLYE HETA TN

ouvavtnon).

21. H véa vopoOeoia ammattei, ot vioypewoerg PE va Sieayovrar
HEC® £VOG CLOTIUATOC S1ATPAAIOTG TO0TNTAG TPOS1AYPAPGDV
Tomov “ISO”; e oo Babog arantei 0 EO® awtd tovg KAK va 8-
afTovv cvoTHATa TOOTNTAG JTOV VA VIXOTTNPIEL TIG EPYATIEG
DE; Ileputtmoelg tAnpovg avadeong twv vanpecwwv ®E oe Tpi-
m eTAPEiIA, O AVTI TNV TEPUTTOOT] VIAAPYOLV awtattrjoelg QA
ko yua tov KAK, kat av vat T apEel va KaAbreey;

Aev vrtapyet avoyrn. O otoxog dev eival va vofAnBovy TPOoTIHA AAAA Va

Eexwpioel To onua amod to B6pvfo.

22. TIoweg eivan ot eAyoteg atantioelg tov EO® wg mpog v avi-
XVELOT] CT|HATOG Y TA YEVOOT) LKL

Aev vtapyel Staopomoinon petall TPOTLITWV KAl YEVOOT|LU®V.

H stinpogopia mpémnet va eheyydel aueoa.

H ovoia givan n §paoctikn kot Oyt n TPp®TOTLIN 1) 1} YEVOOTUT).

23. TIowog eivan 0 poAog g Ouadag cuVIoVIGHOU KAl asto toovg Oa
QTOTEAEITAN,

MEAH: I1poebpog - Avtupoedpog arto CHMP/PRAC/ CMDH + vyniopabua

oteAéyn EMA. Na ouvtovilel kat va oploBetel Tig evépyeleg oe KEVIPIKO eTti-

71ed0 ka1 0TV avtiotolyn eBvikn epapupoyn.

24. Exnpoownog PRAC amo EAAaSa:

Eivat ot k.x. Alohditvep kat KAnpovopog.

25. Agdougvov ot avapevetat avinon avagopag A.E. mpog tov

EO®, vrapyel mpoOzon va avinbovv ol oyetikol mopot otig Ap-
XE63

26. Avt) ) oTIYUT) TOG EIVAL KATAUEPIOUEVEG O APUOSIOTITEG ECW-
TEPIKA OTO TUT)LLA PAP LAKOETAYPVITVIONG;

1. RMP / DHPC: kog AloAdivtep

2. A%oroynoeig Kitpivav kaptav kar PSURSs: kog KAnpovopog

3. Tpappatéag Emtponng @.E.: xa Kdasmov
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Filippo De Lorenzo,
MD, Medical Director
Merck AE.

BiotexvoAoyia:

Auvapn e€erdbikeuong
oth Bepaneia yia
ondavieg nabnoeig

O opog «Bloteyvohoyia» ypnopomomnke yia mpmn @opd to 1917
asto tov Ovyypo aypovopo Karoly Ereky, amokahwvtag wg floteyxvoloyia:

e 'Oleg TIC ASITOVPYIKEG YPAUUEG TTOV TTAPAYOLV TIPOIOVTA UE
™mv Voot PIEN (WVIAVEOV OPYAVIGLGOV.

Inuepa e Tov YeVIKO Opo «Bloteyvoloyia» evvoolue OAeg TIG TEXVOAOYIKEG
epapuoyeg g Proloyiag.

To kUp10 epyaieio mov xpnoipomoteital otnv flotexvoAoyia eivat 1) YEVETIKT)
UNXOQVIKT]. AUTH 1] €TOTN U AOXOAEITAL UE TNV YEVETIKI] KAWVOITOINOT K TG
OXETIKEG AVAADOELG TIOV ETNTPETOVV VA OTKOSOUOUVTAL YEVETIKA apXEia 1) va
eA&yyovTal 01 SpaoTNPIOTNTEG PG OLYKEKPIUEVNC TIPWTEIVIE LE OKOTO TNV
gpevva 1 v apaywyn. O1eplocdtepot motevovy AavlBaopeva o6t 1 Blote-
Xvohoyid xpnotuosotel v ompatikr khwvosoinon. H yevetikn kAwvoroinon
QOYOAELTAL UE TNV AVTLYPAPT] CUYKEKPIUEVRV adMnAovyiwv Ttov DNA, Stago-
PETIKA ATTO TNV OWUATIKT KA®VOITOINOT), IOV €1val XEIPIOUOG TOV CUOTUATOS
TAPAYWYT)G, TO OTOI0 Sev EXEL OKOMOVE XPNOUOTNTAG Y TNV Plotexvoioyia.

H Proteyvoloylia ywpiletau oe:

1) Red biotechnology 1 ®appakevtikr) Bloteyvoroyia. Eivai n Bio-
TeEXVOAOYia TPoCoapUOOUEVT) O BlolaTpikeg 1) @apuakevtikeg Siepyaoieg. H
YEVVION TV TPOTOWV PLOTEXVOAOYIKOV PAPUAK®Y YXPOVOAOYEITAL A0 TNV
TOPAYDYT avTIPlOTIKOV AT0 LIKPOOPYAVIOHOUGE, OTIMG Ol TEVIKIAIVEG TTpOEP-
XOUEVEG aItd PUKNTEG TOV Yévoug  Penicillium kat o1 KE@QAAOOTOPIVES TTPOEP-
xopeveg arnto to Cephalosporium acremonium. Xty Sexaetia tov ‘80 pe tnv
£10aYwYT TNG AVACUVOVACOUEVTC TEXVOAOYIAG, TITAV TTAE®WV EPIKTO VA TAPA-
yetat og fropnyaviko kAipaka amo to Paxtiplo Escherichia coli. Trpepa ma-
payetal peydrog apiBuog avacuvSuaouevmy TpmwIeivev, OTmg TAPAYOVTES
awportoinong (mapayovrag VIII kat tapayovrtag IX), oppoveg (tvoovAivn kat
owpatotportivn), avEntikol mapayovreg (epvBpomomtiviy kan  HGF’s), kut-
Tapokiveg (vteppepdveg kal vTepAevkiveg), eufBoMa kKal HOVOKA@VIKA avTl-
OOUATA.

2) White biotechnology 1} Brounyavwkn roteyvoroyia. Eival o tunua
¢ Broteyvoloyiag mov acyoAeitan pe Tig Stadikaoieg fropunyavikol eviiage-
POVTOG.

3) Green biotechnology 1 Aypodwatpo@wkr Bloteyvoroyia. Eival n
TIPOCAPUOCLEVT 0TI YEwPY1keg Stadikaoieg Bloteyvoloyia.

4) Blue biotechnology 1] 0aracowa Blroteyvoroyia. Eivai n Blioteyvohro-
yla mov aoyoAsitan pe v e@appoyrn oto vtoBardooio epPaiiov.

H ®appuakevtikn floteyvoAoyla XprjoUOTOIEITAL OTIUEPA V1A TNV TTAPAYWYT)
Bepamelmv ya Tg omavieg tadnoelg, voonuata ov TANTIOVV AlyoTepo
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o 5 ATouA OTA 10.000 KAl IOV avayvmpidovial wg OTAvieg 1) 0p@avec,
onAadn wg voonuata mov péxpt mpoopata dvokoda Ba katopbwvav va
QUITALOYOATOOLV TNV EMOTIUOVIKT] KOWVOTITA 0AAA KAl TN papuakofiounyavia
(ava@opikd e v avamTugn gapuakwy yia ) S1ayvmorn kai Bepaseia toug).
Méypt T0 2000 7TOAD Alya NTav TA GTAVIA VOOT|UATA JIOV HITOPOVOAV VA
AVTILETOIOTOVV. 'Oung o1 e€eAifelg ta teAevtaia xpovia otn Proteyvoroyia
£dwoav 1 duvaTdTTA 0TI PAPUAKEVTIKEG BlOopnYavieg va TAPATKEVATOUV
(PAPUAKA KA1 Y1A QUTH TNV Katnyopia acBeveiwv. Ze m0000td 80%, Ta Xpovia
QUTA VOOT|LATA EIVAL YEVETIKIG AITIOAOYIOC KAl APYIKA LIINPYE TOAD UIKpO
EOTNUOVIKO KA1 EPEVVITIKO EVEIAPEPOV, KATL TTOV TAEOV EXEL AAAAEEL.

'Exovv avayvwpiodei mavw amod 5.700 S1apopeTIKA OTTAVIA VOOT|UATA TTOLYKO-
oping kot o autod kabe eBGopada mpootiBeviar mepimov 5 veéeg aoHeveleg.
ITep100dTEPOL ATTO 13.000 £151K01 0€ OAOV TOV KOGLO QITATYXOAOVVTAL OE AQUTOV
Tov kAdS0. Av ka1 1 kABe V000G EEXWPIOTA TANTTEL 1 ATOUO OTA 2.000, OAEG
padl eppavifovtal o T0000TO HEYAADTEPO TOU 10% TOUL YEVIKOU TTANOuouoU.

Inuepa, TAve amd 400 PLOTEXVOAOYIKA TTPOIOVTA KAl EUBOALA avastTOoCoOVTAL
S1ebvag.

310 OUVOAO TWV OMAVIWV VOOTLATGOV pid pkpr) opdda armoteAotv ta ABpor-
otikd Avooowuika Nootuata, 71ov AOy®m Kal TG akOua UKpOTeEPTS OL-
XVOTNTAG TOVG, LITOPOVV VA XAPAKTIPIOTOVV KAl 0AV LIIEP-0Tavia, “ultra rare
diseases”. Eival kAnpovouikd voonuata tov petafoAouon mov yapaktnpido-
VTal Qo TN CLOOMPEVOT VAIKOV 0TA AVOOOOUATA TOV KUTTAP®V, AOY® NG
advvapuiag Tov opyaviopol va ouvleael Ta amapaitta EvEuud yid TNV asmot-
KoOOUNOT) TOUG.

> fipAoypagia n vooog Gaucher kataypagpetal wgn ouxvotepn amd av-
¢ TG mabnoeig kat ogeidetal otn Sratapayuévn Aertovpyia evog eviduov
mov ovopadetat B-yAvkooepeBpooidaon. H ouyvotnta tng vOoou mayKoouimg
vIToAOYIeTal OE pid EPITTWOT ava 100.000 yevvioelg. Ot TaoyovTeg ma-
povo1adovv oLyVEC AoTUEELS, aioBnua komwong kot advvauiag, GNUAVTIKD
S510YK®OT) TOV TITATOG KAl TOV OTATVA, Avalpia, XAUNAO aplBuo Aevkov aio-
oQaIpiwV KAl aluoetaiiny oTo aipa, Evtovoug mdvoug kat BAaPeg ota 0otd,
EVQ &va HIKPO TTO0000TO EUPAVICEL KAl VEVPOAOYIKEG EKONAMOELS. 1) XOPTIYT-
on Cerezyme wg Oepareia evluukng vokataotaong (ERT) Bewpeitar gold
standard ywa v avtipetomon tng vooov Gaucher thmov 1 kat 3

'Eva @\ho voonua oty idia katnyopia eivar ) vooog Pompe, 1 omtola ogei-
Aetat oty EMEW 1) avertapkeia g 0§ving a-yAvkoo18Aong, e atoTeAeoua
TI CLOGMPEVOT] YAUKOYOVOL OTA KUTTAPA TV acBevav. v kKAaookn Bpe-
PIKT] NG HOPPT), 1) VOOOG EKONAMVETAL EVIOE TOV TIPOTWV UNVOV TNG {WNg e
kapSopeyaiia kot puikn advvauia, stov o8nyel ) ovvtputTikn TALOYPNPia
TV a0Bevov 010 BAVATO HEsA OTO TPWOTO £T0G NG {WNE TOUC. ZTN HOPPT|
TOV EVIIAIK®V TTIPOKAAEL OTUAVTIKEG EMTAOKEG OTNV KIVITIKI KAl AVAITVED-
OTIKI) AELTOLPYIA TOVC, O1 OTTOIEG UEIDMVOUY OT|UAVTIKA TNV o0t Ta {WNg TV
acBevav, kabBwg pe v eEEMEN NG N VOOOG EMPEPEL AVAYKN VITOOTNPIENG
NG KIvNoTg Kol avasmvorg ouyva e unyaviko tposto. Kat oe autr) tnv vooo 1
AUon elvan n) xoprynon tov Myozyme wg Oepasteia evQUUIKTG VITOKATATTAONG

¥t vooo Fabry 1 pewwpévn evepyotnta tov evfiuov a-yaAaktooidaon
A odnyel o1 ocvooPeLON YAVKOGEPIYYOAUTISimV 0Ta AVCOOHUATA TOV
ev8oOnAlak®Vv KUTTAPKOV TOV AyYeElwV, |1 amoTéEAEoUA VA TapovoladovTal
TIOAVCLOTNUATIKEG KAIVIKEG EKONAMOELG TTOV 081 YOUV O TTPp®1Uo BAvaTto Aoyw
VEPPIKIG AVETAPKELAG, KAPSIAKTG VOOOU T 0EE0C EYKEPAAIKOD £E100610V 08
NAIKia 40-50 £ToV. Ze avTovg Touvg aoBbeveig yopnyeital Fabrazyme 1 Repla-
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DI1OTEXVOAOQOY1A: Auvaun
EGELOLKEUONG OTn vepanela

Y1a OIAvieg navnoelg

gal wg Bepasteia evQUUIKTG LITOKATACTACNG

Yta mAaiola peptk®mv and tig PAevvonoivoakyapidwnoelg (MPS), dniadn to
>UvSpouo Hurler, Hurler-Scheie, Scheie (MPS 1) oUv8popo Hunter
(MPS 2) xau oUvdpopo Maroteaux-Lamy (MPS 6) n Oepameia ev{nuikng
vrokataotaon pe Aldurazyme, Elaprase ka1t Naglazyme avtiotoyya
TPOOPEPE AKOUA L1a POPA T AVoT).

H Bepaseia pe avacvvévaopévo éviupo AAage Spapatika Tov Tposo Siayet-
PLOTG TWV OTAVI®V AUTQOV aoBeveiwv. Ao T0 1994 11 Xp1ion TV pebodwyv g
Bloteyvoloylag kal 1 EQAPLOYT, YA TIPMTN POPA O€ TETOIA VOOT|UATA, TNG
Bepauteiag evQUUIKTG LITOKATAOTAONG, 08N YNOE OTNV AAAAYT) TNG PUOTKNG TTO0-
peiag twv ABporotikwv Avocoowuik®v Noonuatwy, BeAtiovovtag Spauatika
NV ITPOYV®OT] TOUE KAl avEavovtag TNy emPimon tTwv actevaov.

Jtnv mapovoa pac, n floteyvoloyla kal ot eTalpeieg OV SPACTN PLOTOI0V-
VTIAL 0TO X®WPO AVTO, AWTOTEAOVV TO OXNUA JIOU (PEPEL LA VEQ, TIPOTOIOPLAKT)
avTIAN Y1 0ToV XWPO NG SrayvwoTikng kot Oepameiag. Tto uéAlov, 1 avasttu-
&n g yovidiakng Oepameiag, Tov yeVETIKOD eAEYXOU KAl TNG PAPLAKOYEVO-
KNG (NG eMOTUNG TTOV LEAETA TO TIWG O1 YEVETIKEG KATABOAEG VO ATOLOV
ennpeadovv v aviibpaoT) Tov 0 KATO10 PAPUAKO) avauéveTtal va aAdEouv
AKOUT JTEPLOCOTEPO TO TTPOCWITO TNG IATPIKIG TIPOCEYYIOTG.
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Clinical Practice patterns
with LenoGRAstim and neutropenia-
related outcomes in patients treated

Giannakakis T,
Kakolyris S?,
Kosmidis P3,
Malamos N*,
Spiropoulos $°,
Stavrakakis I°,
Ziras N’,
Tziraki A®

1. General Hospital of Kifissia
“Agioi Anargyroi”

2. General University Hospital of
Alexandroupolis

3. Private Hospital “Hygeia”

4. General Hospital Obstetrics/Gy-
necology “Helena Venizelou”

5. General Hospital of Thessaloniki
“G. Papanikolaou”

6. Anticancer Hospital “Agios
Savvas”

7. Anticancer Hospital of Piraeus
“Metaxa”

8. Sanofi

with chemotherapy

for Solid tumor$S

Abstract

Introduction: Neutropenia is a frequent, often serious, and sometimes
fatal complication of myelosuppressive chemotherapy, which may result
in chemotherapy dose reductions or delays. Clinical studies have shown a
correlation between dose intensity and outcome in different cancers. By
promoting hematopoietic recovery after chemotherapy, colony-stimulating
factors (CSFs) reduce the incidence, duration and severity of chemotherapy-
induced neutropenia, and associated complications, while allow dose
intensification. The G-CSF ASCO, EORTC and NCCN guidelines conclude
that primary G-CSF prophylaxis has clinical benefits and should be offered
to patients receiving drug regimens with more than 20% risk of febrile
neutropenia (FN). These international guidelines are followed in Greece.

This local study was conducted in order to evaluate existing practice patterns
with Lenograstim, the glycosylated recombinant form of human G-CSF, used
for neutropenic disorders in patients administered chemotherapy for solid
tumors.

Patients and treatment: Seven sites recruited a total of 178 patients
according to specific inclusion and exclusion criteria defined in study protocol
(LENOG_L_04068/GRASS). 33.7% of the study population were men and
66.3% women. The mean patient age was 58.2 years (range 19-85); 36.5% of
them were over 65 years old. Most of the patients were diagnosed primarily
with breast cancer (46.6%), colorectal cancer (14.0%), lung cancer (10.1%)
and ovary cancer (77.3%). Metastasis was detected in 25.3% of the patients
primarily visceral (57.7%) and skeletal (26.7%).

Results: 79.2% of study population were administered Lenograstim for
primary prophylaxis mainly due to combined chemotherapy (66.7%), older
age (33.3%) and risk of febrile neutropenia (31.2%). 82.6% of the patients
received secondary prophylaxis in order to avoid chemotherapy dose
reduction (89.1%). Primarily and secondary prophylaxis with Lenograstim,
led to no G4, 2.8% G3 and 0.6% G4 and 0,6% G3 neutropenias, respectively.

Conclusions: The current clinical practice among Greek medical oncologists
shows that 80% of the study population was administered Lenograstim as
primary or secondary prophylaxis in alignment with international guidelines
concerning G-CSF use, and reporting low G3/G4 neutropenias.

The LENOG_L_04068/GRASS Study was sponsored by Sanofi.
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Introduction:

Neutropenia is a frequent, often serious, and sometimes fatal complication
of myelosuppressive chemotherapy, which may result in chemotherapy dose
reductions or delays *. Clinical studies have shown a correlation between dose
intensity and outcome in different cancers®. By promoting hematopoietic
recovery after chemotherapy, colony-stimulating factors (CSFs) reduce the
incidence, duration and severity of chemotherapy-induced neutropenia, and
associated complications, while allow dose intensification3.

The production of neutrophil granulocytes is a complex and dynamic process
during which a small number of limited stem cells give rise to lineage specific
progenitors that proliferate in the bone marrow subsequently entering the
blood as mature polymorphonuclear leukocytes (PMLs). The hematopoietic
growth factor which controls the proliferation and terminal maturation of
the specific myeloid lineage is Granulocyte-CSF (G-CSF). G-CSFs have been
increasingly used against different forms of neutropenia and to mobilize
progenitor cells for autologous and allogeneic transplantation.

These growth factors are glycoproteins. The degree of glycosylation varies
widely with protein as well as with the type of expression system used in
manufacturing the recombinant product (bacteria, yeast or mammalian cells).
Carbohydrates play predominant role in stability, pharmacokinetics, receptor
affinity, antigenicity and biological activity of glycoproteins. Lenograstim, the
glycosylated recombinant form of human G-CSF, with a molecular weight
of 20,000 Da, 174 aminoacids and 2 disulphide bonds, is O-glycosylated at
threonine 133 4. The glycosylation of G-CSF is important for its function and
stability since it provides greater specific activity, greater stability in the event
of variations of the pH-value and temperature and protects against proteolysis
and aggregation 5 9.

1 &,
sttseesssosoveses® e,
® 5.5 i N | @
Yl eeees@e®eD.ssb®™ s-s @
2ae0®2° r / P4

s e X ol Picture 1: Amino
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® e “Houo ® Native G-CSF and
e - & @g NeuAc \ GalNAc = atuve . an
I@W ) " _*"_qm_—-&_ | y I.'@ Lenograstim 7.
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Lenograstim, the glycosylated recombinant form of human G-CSF, & 9;

« promotes the proliferation and differentiation of precursor cells to
neutrophil granulocytes reducing the time (from 7 to 1.5 days) required

« increases the release of mature granulocytes

« is important for chemotaxis, phagocytosis and superoxide, a highly
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reactive molecule which is possibly involved in bacterial killing,
production in neutrophils

« releases haematopoetic progenitor cells (CD 34+ cells) into the peripheral
blood.

The G-CSF ASCO, EORTC and NCCN guidelines have concluded that primary
G-CSF prophylaxis has clinical benefits and should be offered to patients
receiving drug regimens with more than 20% risk of febrile neutropenia
(FN) 13, These international guidelines are followed in Greece. Lenograstim
summary of product characteristics included among others, its indication for
use to decrease severe neutropenia and its complications in patients who are
treated with standard cytotoxic chemotherapy regimens that is accompanied
with frequent episodes of fever neutropenia *.

In order to report and evaluate existing clinical practice patterns in
Lenograstim administration to treat or prevent neutropenic episodes in
patients treated for solid tumors, LENOG_I, 04068, a non interventional,
multicenter, local study was conducted. Secondary objectives included the
estimation of the parameters that influence medical oncologists’ treatment
options and the evaluation of outcome of neutropenic episodes in these
patients. This study was approved by the Hospital Scientific Committees and
the National Organization for Medicines on 11.05.2009 (protocol number

25894).
Methodology:

Sample Size: This study was planned to enroll 170 — 250 patients in up
to 10 investigational sites in Southern and Northern Greece. Taking
into consideration that this is an observational study, there is no single
hypothesis from which to calculate the minimum sample size required
and relative statistical power.

Patients and treatment: Seven sites recruited a total of 178 patients
between 15.07.2009 and 14.03.2011, according to specific inclusion and
exclusion criteria defined in the study protocol (LENOG_L_04068/
GRASS). Adult patients who were administered chemotherapy
for solid tumors and had already received at least one dose of
Lenograstim, prior to their inclusion in the study, as primary or
secondary prophylaxis and having signed the informed consent form
were included in this study.

Safety Reporting: All participating investigators were obliged to refer
all adverse events (AE) having occurred during the conduction of
this non interventional study within appropriate timelines according
to Good Pharmacoepidemiology Practices (GPPs). The AE reporting
was initiated from signing the informed consent form (ICF) until
performing the last visit or finalizing patient’s follow up. All AE were
followed up until their resolution.

Data Analyses: Statistical measures used were frequencies and
distribution percentages for discrete variables and descriptive
measures for continuous variables. Statistical tests among discrete
variables were implemented by using the statistical test Chi-Square.
For statistical tests of discrete variables with two categories each (2x2
tables), the Fisher Exact Test was used. Also, the statistical Student’s
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. Test of the assumption of normal distribution was
implemented by using Kolmogorov Smirnov test. For comparison
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of continuous variables” values between two points in time, the
paired T-test was used. All statistical analyses were implemented at
a significance level of a=0.05 by using the statistical package SPSS
version 16.0
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Results:

33.7% of the study population was men and 66.3% women. The mean
patient age was 58.2 years (range 19-85); 36.5% of them were over 65
years old. Most of the patients were diagnosed with breast cancer
(46.6%), colorectal cancer (14.0%), lung cancer (10.1%) and ovary
cancer (7.3%) and other solid tumors with percentages lower than
5% (stomach, pancreas, prostate among others). Based on the disease
stage recorded for 165 patients, 14.5% were in stage I, 30.9% were in
stage II, 29.7% were in stage III and 24.8 were in stage IV. Men are
in a comparatively more advanced stage than women (p-value=0.02).
Metastasis was detected in 25.3% of the patients primarily visceral,
liver and lungs, (57.7%) and skeletal (26.7%).

79.2% of study population was administered Lenograstim for primary
prophylaxis during the first cycle of the current chemotherapy and prior
to any incidence of neutropenia. The main reasons leading to Lenograstim
primary prophylactic use administration were the treatment with combined
chemotherapy (66.7%), older age (33.3%), high risk (> 20%) of febrile
neutropenia (31.2%), poor performance status (14.9%), comorbidities (3.8%),
previous radiotherapy (2.8%), previous incidents of febrile neutropenia
(2.1%) and active infections (0.7%). The daily administration dosage was 1 vial
started on 5" day of the cycle 1 and the mean total administration duration
was approximately 4 days.

From the patients that have not received primary prophylaxis, 20.8% received
Lenograstim for the first time in the first chemotherapy cycle, 55.6% in the
second chemotherapy cycle and 19.4% in the following cycles. Lenograstim
initiated being administered in the 8™ cycle day on average and for a period of
approximately 3 days. 82.6% of the patients received secondary prophylaxis
during the current chemotherapy cycle. Increased percentages of secondary
prophylaxis were detected among patients with advanced disease (p = 0.01),
metastatic patients (p = 0.04), and patients on neoadjuvant chemotherapy
(p = 0.02). The main reasons for choosing to administer Lenograstim in the
current chemotherapy cycle had been the avoidance of chemotherapy dose
reduction which could influence the treatment outcome (89.1%) and patient
experienced a neutropenic episode during the previous chemotherapy cycle
(12.9%).

In patients that neutrophil counts were reported before and after Lenograstim
administration, an increase in neutrophil value, that reached statistical
significance, was observed (Table 1).

Table 1: Neutrophil values before and after the administration of the G-CSF,
Lenograstim

Neutrophil values
Mean | Median | Min | Max | St. Devw.

Lenograstim administration

Before administration 3,905 3,864 500 | 14,100 1,982

After administration 5,968 4,700 780 | 32,700 | 4,916

p-value: <0.001
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In addition, primary prophylaxis with Lenograstim, led to no grade IV
neutropenia or febrile neutropenia and only 2.8% grade III neutropenia
was observed, whereas secondary prophylaxis with Lenograstim, led to
report 0.6% grade IV and 0.6% grade III neutropenia episodes.

Conclusions:

The current clinical practice among Greek medical oncologists’ shows that
4 in 5 patients with solid tumors are administered Lenograstim as primary
or secondary prophylaxis. The major factors that influence the physicians
decision are the treatment with combined chemotherapy, old age, more
than 20% risk of febrile neutropenia and poor performance status, whereas
secondary prophylactic use offered to patients that a dosage reduction would
jeopardize treatment objectives. On the grounds that 54.5% of the study
population suffered from advanced disease (stage III and IV) and 25.3% was
treated for metastatic disease, whereas 36.5% of this population was over 65
years old, the current clinical practice among Greek medical oncologists’ is
aligned with international guidelines concerning G-CSF use.

The LENOG _L,_04068/GRASS Study was sponsored by Sanofi.

References

1.

10.

11.

12.

13.

14.

Morrison VA, Wong M, Hershman D, Campos LT, Ding B, Malin J. Observational study of the prevalence
of febrile neutropenia in patients who received Filgrastim or Pegfilgrastim associated with 3-4 weeks
chemotherapy regimens in community oncology practice. J. Manag. Care. Pharm. 2007;13(4):337-348.
Khan S, Dhadda A, Fyfe D, Sundar S. Impact of neutropenia on delivering planned chemotherapy for solid
tumors. Eur. J. Can Care. 2008;17(1):19-25.

Dale DC. Colony stimulating factors for the management of neutropenia in cancer patients. Drugs.
2002;62(Suppl 1):1-15.

Kubota N, Orita T, Hattori K, Oh-eda M, Ochi N, Yamazaki T. J. Biochem. (Tokyo). 1990;107:486-492.
Hogland M. Glycosylated and non-glycosylated recombinant guman granulocyte colony-stimulating factor
(rhG-CSF) — What is the difference? Med Oncol. 1998; 15: 229-233.

Oh-eda M, Hasegawa M, Hattori K, Kuboniwa H, Kojima T, Orita T, Tomonou K, Yamazaki T, Ochi N. J Bio
Chem. 1990; 265: 11432-11435.

Asano S. Human granulocyte colony-stimulating factor.Its basic aspects and clinical applications. American
J Pediatr Hematol Oncol. 1991; 13: 400-413.

Gabrilove J.L. Clinical Applications of Granulocyte Colony Stimulating Factor (G-CSF). Growth Factors.
1992;Vol. 6,No. 3,:187-191 .

Fossat C., Juhan-Vague 1., Stoppa A.M., Sainty D., Blaise D, Viens P, Maraninchi D. In vivo stimulation of
neutrophil function by Lenograstim (Glycosylated RHUG-CSF) in oncohematologic patients: results of a
phase I trial. Stem Cells. 1994;12: 322-328.

Swanson G, Bergstrom K, Stump E, Miyahara T, Herfindal ET. Growth factor usage patterns and outcomes
in the community setting: collection through a practice-based computerized clinical information system.
Journal of Clinical Oncology. 2000;18(8):1764-1770.

Smith TJ, Kharcheressian J, Lyman GH, Ozer H, Armitage JO, Balducci L et al. 2006 Update of
recommendations for the use of White Blood Cell Growth Factors: an evidence-based clinical practice
guideline. JCO. 2006;24(19):3187-3205.

Lyman GH. et al. Guidelines of the National Comprehensive Cancer Network on the Use of Myeloid Growth
Factors with Cancer Chemotherapy: A Review of the Evidence J Natl Compr Canc Netw. 2005; 3,4: 557-571
Aapro MS, Cameron DA, Pettengell R, Bohlius J, Crawford J, Ellis M, Kearney N, Lyman GH, Tjan-Heijnen
VC, Walewski J, Weber DC, Zielinskil C., European Organisation for Research and Treatment of Cancer
(EORTC) Granulocyte Colony-Stimulating Factor (G-CSF) Guidelines Working Party EORTC guidelines for
the use of granulocyte-colony stimulating factor to reduce the incidence of chemotherapy-induced febrile
neutropenia in adult patients with lymphomas and solid tumours. Eur J Cancer. 2006;42:2433—2453.
Summary of product characteristics: Lenograstim: 15.06.2010.



APXEIA
EA.EPL.

EAAnvVIKN Etalpeia
PappakevTikig Iatpikiig

Tn xpovid mov epuye, 10 A.X. g EAE®I
DOE EVA TTOADTTAEVPO ETNOTNLOVIKO
LA LE TTAPOVOia O€ 1ATPIKA oLVESPLA,
k800T) TOV MEPLOGIKOV TNG KA KAAETUA EKONADTEDY
S1a\0yov& pofAnpatiopol ota entikaipa BEpata Twv
HETAPPLOUITEDV 0TI PAPLAKEVTIKT TEPIOaAYN , 0TN VEQ
vopofeoia kat 0to puBIOTIKO TTAQIO10 TOV TOUEA [AG.

H npoontaBera avtr) motebovpe 0T Pprike avtamokpion
QITO TA PEAT KAt TOVG (PIAOVG OLVASEAPOLG TOL KAASOU
Hag.

Me mv miotn ot | EAE®I ovpfddet ovolaotika pe
g B¢oeig kau ™ Spaon g oto Snpocio Sraroyo
KL TO EMOTNHOVIKO YiyveoOat, {Tovpe TV evePyo

GUVELTPOPA OADV TV OLVASEAP®OV OOTE VA EVIOYVOOVLE
T TTAPOLOIA HAG KL OE CUVEPYAOTA LLE TOVG ETAIPOVS
mg Pappakevtikng [aTpikng va TIpayHAT®OOVHE TOVG

KOWOUG [Lag 0TOXOVG.

Me 61a0eom va Stafolpe ) vea xpovid pe
SnUovPYIKOTNTA KAl TO AloBNTAPLO TG TEXVNG,
TAPOVOLALOVE VA EIKATTIKO NUEPOAOYIO0, LIE EPYQL
oLyxpovav EMIvev (oypad@pmy, Tov ToUg EVXAPIOTOVUE
QITO KAPSIAG YO TNV EVYEVIKT] TTAPAYDPTOT) TOVG.

Madi pe ) 8EoEVOT) HAg YA GUVEYT) EMUEAELIA TOV
okomaV kal peA®v mg EAE®I kat o1 TpoomImiKkeg evyeg
LG Y1a €va KAaAO Kat SnUovpyiko 2013 Tpog OA0VG OG0VG
KPATOVV 0TA XEPLA TOVG -0TNpidovTag TV Tpoamtadeld
HAG- AUTO TO TTPOTO NUEPOAdYL0 TG Etaupeiag.
A. TlanaBwpa,
B. Mmtapovtoov,
A. TTatadnuntpiov,
1. KoUkAn,
1. ABavaoadng,
X. EAevBepiov,
A. MiyanAidng

€JOURNAL

Tevyog 2° - Aekeufprog 2012

4uNviaio NAEKTPOVIKO TEPLOSIKO
m¢ EAnvikng Etapeiag @apua-
kevtkng Iatpwrng (EA.E.®.1.).
www.elefi.gr

Awpeav pun kepdookosukr) &mi-
otnuovikny £kdoon. Aev em-
TpEmETAL 1) avadnuoaoigvon TV
KEWEVEOV Ywpig TNV adzia twv
ovyypa@wv kat g EAE®I. Ta
KEIUEVA QINYOVV TG QUIOWELG
TOV CUYYPAPEGDV.

Tyedraopog: T'avva Nikng,
ynikis@otenet.gr / 2106893517




	Bookmark 1
	1

	Bookmark 2
	Bookmark 3
	Bookmark 4
	Bookmark 5
	Bookmark 6
	Bookmark 7
	Bookmark 8
	Bookmark 9
	Bookmark 10
	Bookmark 11
	Bookmark 12
	Bookmark 13
	Bookmark 14

	Button 2: 
	Button 1: 
	Button 3: 
	Button 5: 
	Button 6: 
	Button 7: 
	Button 8: 
	Button 4: 
	Button 9: 
	Button 10: 
	Button 11: 
	Button 12: 
	Button 13: 
	Button 14: 


