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ayowm'toi @idot ko péAn g EAE®I,
Svveyidovtag mavta pe SUVAUIKT eEmoTpEPelag yopm amd v Blolatpikn yvoor,
£PEVVA KAL TEXVOAOYIQ, OTOYXEVOVUE e TIC SPATELS HAG VA SIAUOPPHOCOVUE EVA EV-
VOIKOTEPO TAQIO10 YA TNV 7TpO0do OToV TopE NG vyeiag, va Stacuvdeoovpe Toug
emotnuoveg ano to Iavemotnuio, to EXY, tig Apyeg Yyeiag, tov ISimwtikd topea

kat v @appakoflounyavia kal va otnpifovpe Toug EKPPAoTEG TNG APloTEIAg 0TO
eMIVIKO Ttep1BAA0V, Y1a TO KAAO TV oUVAVOPOIT®Y Hag.
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Evnuepwbeite kat mapakoAovdrote 1o nuepoloylo Spacewv & ekONAOOEOV pag
oV 10tooeAda.
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1.

Ené}\s‘g”a Ta TPOTEWVOUEVA ApBpa wg evilagépovta aAAd kal
AVTUTPOOMITEVTIKA TV TAoewV otnv d1ebvn BifAloypagpia tov to-

péa pag.
EAmtidw va avtamokpivovtal 0Tig avnovyieg kKal rpoodokieg oag kat

Ba ekTipovOAUE TIG ATTOWELG 0AG OXETIKA Le Ta BEpata avtd ,eite
oav ypaupata 1) apbpa oto mteplodiko.

KaAn mepujynon kat avayvwon !

Guideline for good clinical practice E6(R2) EMA 23-7-2015

Source: http://wwuw.
ema.europa.eu/docs/
en_GB/document _library/
Scientific_guideline/2015/08/
WC500191488.pdf

2.

4 Guideline for good clinical practice E6(R2)
Step 2b

Adopted by CHMP for release for consultation 23 July 2015

Start of public consultation 4 August 2015

End of consultation (deadline for comments) 3 February 2016

~ o

Comments should be provided using this template. The completed comments form should be sent to

EMA launched Parallel distribution Register 15-07-2015

Source: www.ema.europa.eu/
ema/index.jsp?curl=pages/
news_and_events/news/2015/07/
news_detail _002370.
Jjsp&mid=WCoboiaco58004d5c1

3.

Public register of parallel distribution now
available

New system provides better access to information on compliance
of medicines sold by parallel distributors

The European Medicines Agency (EMA) is launching a public register
of parallel distribution notices, providing a more transparent and user-
friendly access to information on centrally authorised medicines put on
the market by means of parallel trade in the European Union (EU).

Falsified Medicine legislation Oct 2015

Source: http://ec.europa.eu/
growth/tools-databases/tbt/en/
search/?tbtaction=search.
detail&num=306&Country_ID=E
U&dspLang=EN&BASDATEDEB=
&basdatedeb=&basdatefin=&basp
ays=EU&basnotifnum=306&basn
otifnum2=306&bastypepays=EU&
baskeywords

Reference: G/TBT/N/EU/306
Date of arrival: 2015 August 12 -
Final date for comments: 2015 October 11

This draft Commission Delegated Regulation sets out the detailed rules for
the implementation of obligatory safety features (a unique identifier and
an anti-tampering device) to prevent the entry of falsified medicines in the
legal supply chain in the Union.

The delegated act provides for, inter alia:
The harmonised structure and content of the unique identifier as well as
its carrier, across the EU.

The setting up of an “end-to-end” system for the verification of the
authenticity of the safety features complemented by risk-based checks at
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wholesaler level. In practice, the safety features placed on a medicine pack by
the manufacturer are systematically verified for authenticity at the end of the
supply chain, before that pack is dispensed to a patient (e.g.: by pharmacies
or hospitals). The authenticity of medicines at higher risk of falsification is
additionally verified in the middle of the supply chain by wholesalers.

The setting up, management and supervision of a repositories system where
legitimate unique identifiers are stored. The repositories system is to be set
up and managed by stakeholders, under the supervision of Member States
competent authorities. The repositories system is queried in order to verify
the authenticity of the medicinal product.

Supporting better use of medicines EMA guidance on
methods to be used in the design and conduct of PAES ,15-
11-2015

Source: http://www.
ema.europa.eu/docs/
en_GB/document _library/
Scientific_guideline/2015/11/
WC500196379.pdf

EMA releases guidance on methods to be used in the design and
conduct of post authorisation efficacy studies

The European Medicines Agency (EMA) has released a draft scientific
guideline that outlines how post-authorisation efficacy studies (PAES) should
be designed by companies to support regulatory decision making in the
European Union (EU). In addition, a guidance that describes the regulatory
aspects for the fulfilment of imposed PAES is also published.

These studies are conducted within the authorised indication after a medicine
has been granted a marketing authorisation, to collect data on aspects of its
benefits that can only be or need to be explored once the medicine is marketed.

In particular, PAES can address questions related to the benefits of a medicine
stemming from the way it is used in everyday medical practice, including
in specific populations, in relation to its use with other medicines or over
time, and when there are changes in the understanding of a disease or the
medicine’s mechanism of action.

The knowledge generated by these studies complements the information
about the medicine’s benefits that was assessed during its approval process.

These studies can be imposed by regulators or may be carried out voluntarily
by companies. The situations where a PAES can be required by medicines
regulatory authorities in the EU were specified by the European Commission
in April 2014. Prior to that date, regulators could request these types of studies
in certain cases such as in the context of conditional marketing authorisations,
authorisations under exceptional circumstances, paediatric use or referral
procedures.

PAES can nowberequired for medicines with a standard marketing authorisation:

at the time a marketing authorisation is recommended, when there are questions
about the efficacy of the medicine that can only be answered once the medicine
has been marketed;

after a marketing authorisation has been granted, if new data indicate that the
benefits of the medicine should be further studied.

The results of these studies should translate into better labelling and better
use of medicines by patients and prescribers in clinical practice.

The draft scientific guideline applies to imposed and voluntary PAES. It
has been developed in collaboration with the EU Member States and other
interested parties and is released for a three-month public consultation.

Comments on the scientific guideline are invited until 31 January 2016; they
should be sent to paesconsultation@ema.europa.eu using the form provided.
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Additional regulatory and procedural guidance is being released together
with the scientific guidance to clarify aspects in relation to the imposition of
PAES, including the submission of study protocols by companies and their
assessment by EMA, the assessment of the study results, and the possible
regulatory outcomes following the conduct of an imposed PAES.

Bringing the Common Rule into the 21st Century NJEM.
ORG Dec 10, 2015

Source: http://www.nejm.
org/doi/full/10.1056/NE-
JMpi512205

DECEMBER 10, 2015

Bringing the Common Rule into the 21st Century

Kathy L. Hudson, Ph.D., and Francis 5. Colling, M.D., Ph.D.

n September 8, 2015, the Department of Health  sight to the level of risk. If they

1 Human Services (HHS) and 15 other federa] ~ ar ultimatcly adopred, the key

changes will require consent for
research involving biospecimens,
allow participants ro grant broad
consent for future use of data
search imvolving humans.' The in research — as exemplified by  and biospecimens, strengthen pri-

CNCIes | proposal to

the regulatons governing the crnic al conduct of re-

current regulations were adopted  such studies as the President’s Pre-  vacy and security safeguards to

by HHS in 1981 to implement the
landmark 1979 Belmont Report.
Adopted by other agencies through-
out government in 1991, the regu-
lations, informally known as the
Common Rule. have chaneed lit-

cision Medicine Initiative (www
.nih.goviprecisionmedicine), Shar-
ing data and biospecimens can
accelerate discoveries, and increas-
ingly sophisticated information
can be obtained from biospeci-

prevent unauthorized disclosure
and use of data and biospeci-
mens, streamline institutional re-
view board (IRB) operations by
requiring reliance on a single
IRB for multisite studies con-

6. The Longevity Genes Project

Source: https://wwuw.einstein.
yu.edu/centers/aging/longevi-
ty-genes-project/

Institute for Aging Research

The Longevity Genes Project

What if people could live to be 100 and beyond and still be
healthy, active and engaged?

What if there were a way to age without a slow and painful
decline?

In the Longevity Genes Project at Alber Emnstein College of
Medicine, Dr. Nir Baszilal and his team conducted genetic research
on mare than 500 healthy elderly people between the ages of 95
and 112 and on their children

The entficaton of longewity genes by Einstein researchers could
lead to new drug therapies that might help people live longer,
healifver lives and avoud or significantly delay age-related drseases
such as Alzhesmed's disease, type 2 diabetes and cardiovascular
disease,

rgeiang and ira Leca Renner] Char of Aging Ressach

Cr_Barzilafs i / oy

7. Pharmacogenomics in the clinic, Nature, Oct 15,526,343-350

deil 10, 1038 naturi 15817

Source: http://www.nature.
com/nature/journal/v526/

n7573/full/nature15817.html Pharmacogenom1cg

in the clinic

Mary V. Relling' & William E. Evans'

After decades of discovery, inherited variations have been kdentified in approximately 20 genes that affect about 80
medications and are actionable in the clinic. And some somatically acquired genetic variants direct the choice of *tar-
geted” anticancer drugs for individual patients. Current efforts that focus on the processes required to appropriately
act on pharmacogenomic variability in the clinic are moving away from discovery and towards implementation of an
evidenced-based strategy for improving the use of medications, thereby providing a cornerstone for precision medicine.
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Reform of Clinical Research Regulations, Finally: Ezekiel J.
Emanuel, NEJM, Nov 15, 2015

Source: http://www.nejm.
org/doi/pdf/10.1056/NE-
JMp1512463

0.

Reform of Clinical Research Regulations, Finally

Ezekiel |.

Emanuel, M.D., Ph.D,

In 1972, Jean Heller of the As-
sociated Press reported on a
40-year-old rescarch srudy that
had followed black Alabama
sharecroppers, some of whom
had syphilis. The revelation of
deception, withholding of ap-
propriate treatment, and other
unethical practices exploded into
the Tuskegee scandal. Tuskegee
led to the Mational Research Act
of 1974, which authorized the
Department of Health, Education,

and Welfare (now the Department
of Health and Human Services
[HHS)) to augment government
policies for protecting human re-
search subjects.! The protections,
ultimately codified as 45 Code of
Federal Regulations 46 (45 CFR
46), specify requirements for valid
institutional review board (IRE)
assessment of most human=sub-
jects research and informed con-
sent by research participants.”

In the decade after 1974, spe-

cific safeguards were added for
pregnant women, fetuses, neo-
nates, children, and prisoners.
For instance, research involving
prisoners, such as commonly con-
ducted early-phase drug studies,
was severely restricted; only re-
search on “possible causes, ef-
fects, and processes of incarcera-
tion, and of criminal behavior,
prisoners as incarcerated persons,
[and] . . . conditions particularly
affecting prisoners as a class”

Emergency Department visits due to Adverse events related
to dietary supplements NEJM Oct 15 2015

Source: http://www.nejm.
org/doi/full/10.1056/NEJM-
51504267

10.

SPECIAL ARTICLE

Emergency Department Visits for Adverse Events Related to
Dietary Supplements

Andrew |. Geller, MD., Nadine Shehab, Pharm.D., MPH., Nina J. Weidle, Pharm.D., Maribeth C, Lovegrove, MPH,
Beverly J. Wolpert, Ph.D., Babgakeh B, Timbo, M.D., Dr.P.H., Robert P. Mozersky, D.0., and Daniel 3, Budnitz, MD.,
MPH

N Engl J Med 2015; 373:1531-1540 | October 15, 2015 | DOI: 10.1056/NEJMsa 1504267

BACKGROUND SR

Dietary supplements, such as herbal or complementary nutritional MEDIA IN THIS

products and micronutrients (vitamins and minerals), are commonly ARTICLE
used in the United States, yet national data on adverse effects are FIGURE 1
limited.

METHODS

National Estimates of
Emergency Department

We used nationally representative surveillance data from 63

Patient centric trials for therapeutic development in
precision oncology, Nature, Oct 15 2015, 526, 361-370

Source:http://www.nature.
com/nature/journal/v526/
n7s573/full/nature15819.html

REVIEW

Patient-centric trials for therapeutic
development in precision oncology

Andrew V. Biankin'**, Steven Plantadosi® & Simon L Hollingsworth®

d2ii10. 1038 nature 15819

An enhanced understanding of the molecular pathelogy of disease gained (rom genomic studies is facilitating the devel-
opment of treatments that target discrete molecular subclasses of tumours. Considerable associated challenges include
how to advance and implement targeted drug-development sirategies. Precision medicine centres on delivering the
maost appropriate therapy to a patient on the basis of clinical and molecular features of their disease. The development of
therapeutic agents that target molecular mechanisms is driving innovation in clinical - trial strategics, Although progress
has been made, modifications to existing core paradigms in oncology drug development will be required to realize fully

the promise of precision medicine.
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s axemencor  WOPRREEEEEE—

“"European Medicines Agency ready to address

challenges ahead” & EOvikdg Opyaviopog PappdaKkwy:
‘ETO1POG VA AVTIPETWNIOEL TNV EVpWNAIKQ
nPOKAnon HecoUoONG TNG OLKOVOULKAG
KAl KO1VWV1KNG Kpiong;

O Evpwnaikog Opyaviopog @apuakmy HECK TOU VEOU EKTEAEOTIKOU
Sievbuvtr) G Rasi, avakoivwoe 10 5eT€¢ OpAUA-TTAAvVO TOV (press release
10/12/2015).

iva Xatznddkn,
d Novartis

O k. G Rasi eotiaoe oe 5 Paoikd onueia, ota omoia o EMA 0a epyaotel ta

eMOUEVA 5 £TN:

1) Eotiaon omyv £pguva kat avauttudn @apuakeyV Jiov Tpayuatika 0a
AVTILETOIOOVV TIG AVAYKEG TNG SNUoo1ag vyeiag, ®OTeE N Kawvotopia va
odnynoel oe ovolAOTIKA OPEAN Yo Toug aoBeveig.

2) Aéopevon yua Sta@avewa: o EMA eivat o mpatog 51€6vig opyaviopog
0 071010¢ £8woe TNV SUVATOTNTA O EPEVVITEG, TTAVETIOTUIAKOVS KAl OTO
KOO NV Suvatdomrta mpooPaocng o€ OToIXEId KAIVIKGV HEAETMV TTAVK
0TIG 07101eg BACIOTNKE 1) £YKPL0T) ASE10C KUKAOPOPIAC TV OUYKEKPIUEV®Y
PAPUAK®DV

3) Evepyn avamuén tov acOevov , ®ote va Aauavovtal mpayuatikd v
OWPN 01 AVAYKEG TOUG OE OAN TNV S1ApKEIA AVATTTUENG KAT EYKPL0T|G TOV
TPOIOVTWV.

4) Bédtiom ypnon oAwv tev Stadtciumv Sedopuevwv : otnv Evponn
TWV 500 EKATOUUUPIOV TIOAITQV , 1) evkalpia pHeAEtng g enidpaong
NG PAPUAKEVTIKNG AYWYNC OTNV TIPAYUATIKT (0T TV acBevov Kat o
£AEYX0G NG AOPAAEIAC KAl QTOTEAEOUATIKOTNTAG EIVAL TEPACTIOC.

5) AleOvrig opyaviopog ava@opag yla Ty Kavoviotikn pvouon
MG KUKAOPOPLAG TOV @apuakev. «H avamtuln katl tapaywyn
PAPUAK®V £xel Taykoouloon el kat Sev umopolv A 01 TOTIKEG APXES
va gpyadoviat amopovmpevee. O EMA Ba eviuvaumoet 1ov poAo Tov wg
51e0vr)¢ vopoBeTikT/ KAVOVIOTIKT) 0pYAV®OT), MOTE VA EAEYXEL CULP®WVA
LLE TIG QITATTNOEIE TV TIOAITOV TOU».

..»0O EMA o¢ gtevr) ouvepyaoia e Tig eBvikeg apyEg eival £Tolog va avtipe-
TWITIOEL [E EMTUYIA AUTEG TIG VEES TIPOKAT|OEIS»

IMa mv EAaSa kat tov EO® amotelel tpokAnon va akolovBnoet katl va gup-
LETEYXEL eVEPYA OTNV S1AUOPP®OT) AUTHG TNG VEAS TIPAYLATIKOTNTAG.

«XtafepdmTa mAaioiov oLl TNoNg, AUTO -afloAdYNOT), AVAYVOPLoT) TTPOBAN-
HAT®V, 0papaTikol oxedlaopol kat oxt SlaxelploTikeg Aoyikeg» armapaitnta
OTOLXELN Y1 TNV OTPATNYIKT Kal Tov oxediaoud atov EO®, 6mwg avepepe
oTnNV opAla g 0TS 4/9/2015 o ovumooto g EXAY, n npoedpog tov EOD
kabnyntpia Ka K. Avtwviov.

Eivan Béfato Ot wropovpe va OUUUETACYOVLE EVEPYA LE OTUAVTIKA OPEAN
yia v EMada kan eidikotepa yia tov 'EAnva acBevr.

IMa va yiver autod, mpooBetovpe, mpovmobETel eKTOG Ao TNV TANPECTEPT) OTE-
A&xwon tov Opyaviopol Kat pia OMOTIKT) TIPOCEYYIOT) HE EVEPYO CUULETOXN
OAWV TV EUTTAEKOLEVOV POpEwV ( fropnyavia , 1atpikol ovAAoYoL, GUAOYOL
aoBevav, papupakevtikol cvAMoyol, ITavemotiuia, TED).
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NapevéPyeleC TWV HEOWV KOIVWVIKNAG

akkag,
povikég Areubuvtng Medwork

Av n Bilopnxavia pnopéoel
va XpNnolponolnoel ta péoa
KO1VWVIKNAG d1kTtUwong,
Xwpig va napapidzel
TOUG KavoviotiKoUg
neplop1opHoUg 0 OXEON JE
Th pappakoenaypunvnon
(PV), 8a pnopéoel

va enw@eAnbei oe

peydAo Badud ano

T1g duvatotnteg

nou NPocPEPOUV Ta
OUYKEKpLlpéva péoa.

diktuwong

4

8\«1 UEYAAO HEPOC TV XPTOTOV TOL S1adikTOoV avadnTtovV Kal avtai-

Adoovv AN po@opieg oxeTikd pe v vyeia. Ot xprjoteg ovdTovV Kupiwg e
atopa g id1ag nAklakng 1 KOWmVIKNg opadag Tig eumelpieg Toug o€ oXEoN
pe aoBeveteg, KaBmG KAl TNV TPOCPEPOUEVT] IO1OTIKT KAl Snuodoia vyelovoput-
k1) tepiBaiyn. ITapddnAa, avEavetal Siapkag 0 apBpoOg Twv 100TOMTWY Y1
OUYKEKPIUEVEG BT 0e1g, KaBmG KAl 0 aplBUOg TV YIATP®Y TTOV YPTO1LOITOL-
oUV KOWV@VIKA SikTua mov amevBivovtal oe aoBevelg 1) Kal ATOKAEIOTIKA Og
yatpoug.

Agv pag mpokalel EKITANEN AoUTOV TT0L 1] SNUOTIKOTNTA TV UECWY KOIVWVI-
K1 ¢ SIKTO®ONG HETAED TV EMAYYEAUATIOV VYEIAG KAl TV acBevav Exel ap-
X1O€l va TPOGEAKVEL TNV TTPOCOYT| TNG PAPUAKEVTIKTG frounyaviag, kupiwg
yia Aoyovg papketivyk. ITapdhinia, kat ot puBiotikeg apyeg Eexkivinoav va
aoY0AOUVTAL UE TA HECA KOWVWVIKNG Siktvwong ekdidovtag katevBuvinpieg
odnyleg yia v aMnAemidpaon tng QApUAKELTIKNG Blopnyaviag, Twv emay-
yeAuatiov vyeiag kat twv acbevav. v Evpwmnaikr "Evwon, ot tpéyovoeg
KAVOVIOTIKEG pLOUIOEIG OXETIKA e TA HEOA KOWVWVIKTG S1kTOmong Sev eival
TIAT PELG KA TTeplopiovTal KUplwg OTNV LITOXPEWOT] CLAAOYTG Kat Stayeiplong
avembuuntov evepyeimv. Extog anmo tig HITA, omov o FDA Snuooievoe tpia
npooyedia katevBuvnpiwv odnylwv mov oxeTidovtal Le T HECA KOV®VI-
KNG SIKTU®ONE KAt apopovy Spactnplotnteg HAPKETIVYK, otnv Evpornn, dev
VITAPYEL WC TTPOS TO OUYKEKPIUEVO DEpA auTn TN oTyur] KATola OnUAvTIKD
TPWTOPOVAIA AWITO UEPOVG TV APXDV.

O1 VTTOYPEDTELS PAPUAKOETAYPVITVIONS TNG PAPUAKEVTIKNG Pfropnyaviag
0€ OYE0T] L€ TA PEoA KOWMVIKNG SIKTOwOoTNC avagpépovtal otny evotnta VI
mg odnylag opOng mpaktikng papuaxoemaypvmvnong (Good PV Practice,
Module VI). Ztnv evomrta autr) kabopidetal n amaitnon va epeuvamvTal Lovo
A PNeLaKda pEoa mov ypnuatodotovvral 1) eAéyyovtal asmo tov KAK yia to-
XOV ava@opd avermBiunTmy evepyelov. Avtd Opmg atoteAolv € oplopov
A PNeuaka péoa mov ypnotporsoovvtal amd tovg KAK yia okomovg udp-
KETIVYK. AUTO OTuaivel 0Tt Ta TUnuata gpappakoeraypvmvnong twv KAK 6a
TIPETIEL VA £XOVV AVOIKTOUG S1aVA0LG EMTIKOTV®VIAG [LE TA TUNUATA LAPKETIVYK
KAl TWANOEMV NG eTaipeiag, wote va eival oe B¢on va yvopidouv kat va
TTAPAKOAOVOOVY OWOTA TA CUYKEKPIUEVA KOV®VIKA SIKTLA G TTPOG TNV Ava-
(POPA AVETIOVUT TV EVEPYELQDV.

Ta Bepata sov eyeipovtal pe Tn XpTon TANPOPOPIOYV ATPAAELNG QITO HETA
KOWWVIKNG SKTOmoNg eival moMammAd kat kKupiwg eotiadovial 0to kaiplo
£PWTNUA YA TO OGS TA SESOUEVA AITO TA YPNPLAKA LETA UITOPOVV TTPAYLATL VA
XPNOHOTTO B0V Y 0KOTTOUE AVIXVEVOT|E OTUATOC KAl AVAALOT|S KivdDvov-
opelovg. Emutpoobeta, o1 papUAKEVTIKEG ETAIPEIEG AVTIUETWITI{OVY TTPOKAT)-
OE1G IOV GLVEEOVTAL AUETA LIE TN PUOT] TOV TIANPOPOPIOV IOV AVAPTOVTAL
OTA PHECA KOIVWVIKNG SIKTUWOTG, OIS ELvAL 1) KAKT) TTO10TNTA TV SeSopévmv,
N afePardtnTa oL TEPIPANAEL TNV TIPAYUATIKT] XDPA TIPOEAEVOTG TWV AVETL-
BOuNTOV eEvepyelwV, TO ATOPPNTO TV SeSopUEVOY, 1) S1aXEIP1ON TOV APYIKOV
Sebopévwv, 1 SuokoAla YNNG CLUTTANPWUATIK®V TIANPOPOPIMY KAl 1) TTPAY-
UATIKN VITAPEN EVOG AVAPEPOVTOG. G EK TOVTOV, AV KAl 1) CLAAOYT| TTANPOPO-
POV acpaielag HEow tov Sradiktvov piropel va Bondnoet otny avénon twv
KATAYPAPQOV AVETIOUUNTOV EVEPYEIDV, O AVTIKTUIIOG OTOVE QUITAITOVUEVOUG
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Napevépyeleg TwV PEOWV KOIVWVIKNAG H1KTUWONG

IInyég:

TOPOLE OTA TUNHATA papuakoemaypLmvnong twv KAK eival pia onpavtikn
avnouyia, e181KA av avaAoyloTel KAvelg TNV o0t TV Se6ouevmy.

Katd myv dmoyn pepikav ouvadeApmy, ot 0dnyieg eival eMsteig 6oov ago-
PA TN GLAAOYT] KOl AVAALOT] TOV AVETIOVUNTWY EVEPYEIOV ATO 10TOTOMTOVG
N Yynelaxka peoa mov dev xpnuatodotovvral ovte eAeyyovtal amd tov KAK.
IIpoowrmika moTedo OTL TAPA TO ATO TPOITO e TOV 07oio avagpepetal n GVP
VI 0NV vToXPEWOT) EAEYXOU TV HECHYV KOWVMVIKNG S1IKTU®ONG, Sev vmapyet
KQUia TEPETALP® VITOXPEWOT] YA TAKTIKO EAEYXO OTOIWVONITOTE AAA®V 10TO-
TOTIWV 1] YNPIAK®V pHeowV o avTifeon pe v watpikn Biphoypagia, 6mov 1
VITOYPEDOT Y1 EAEYYO ElVAl CAPTIG KAT KATNYOPTLATIKT] aveEAPTNTA IO TNV
epmhok) tov KAK oto Snpootevpévo vAko.

ITapd T1g TPOKAT|OELG ATTO TN XPTI07 S1ASTIKTLAKGOV EPAPUOYRDV Y1A T CUAAOYT)

TN POPOPLDV ACPANELAS TWV TTPOTOVTWY, 1) feAtiwon Twv uebodwv mapaxo-

A0VONONG TV HECHV KOVWVIKNG SIKTVWONG Utopel 0to peAAOV va odnynoet

oe:

e TaVTEPT KAL JTLO TIAT PT] AVIXVEVOT) OTUATOG HEO® TNG CLAAOYTG Sedope-
VOV 0€ «TIPAYLATIKO XPOVO»

e EVTOIIOUO TIEPLOCOTEPWV OTOLXEIWV OYETIKA LUE T XPT|ON EKTOC TOV 0PV
g adelag KukAoopiag, AavBaougvn xpnorn Kal Kataypnor), ol 0oieg
£lval yvwoToO OTL VPIoTAVTAL 0€ TTOAD peyaAlTepo Pabud asmod tov avagpe-
POUEVO

e EVIOMIOUO TEPIOCOTEP®V OTOLXEIWV Y1a TN XpToT Twv OTC, kabmg Tig me-
PLOCOTEPEG TTEPUTTOOELG 0 A0DEVTG €xel AAPEL TO PAPUAKO XWPIG 1ATPIKT
ouvtayn kat o S1adiktuo amotelel pia evaraktikn Suvatotnta ovdn-
ong ywa pa mbavr) avemBountn evépyela

Ev avapovr] ékdoong odnytdv amod Tig pubuotikeg apyeg yia v Xpron twv
LEO®V KOWVWVIKNE SIKTO®ONG Y1a 0KOIoUg tpomBnong, ot papuakevtikeg Bi-
OUNYAVIEG WITOPOVV TTPOC TO TTAPOV VA YXPTNOUOTIOI0VV TA KOWVWVIKA SikTua
X0pig @ofo 1) avnouvyia, av epapuolovy Tig yevikotepeg Srataerg mov pubui-
douv TNV TTPo®ONOT PAPUAKEVTIKGOV TPOIOVTWV Ue mapadootakeg pebodovg
KA1 TNPoUV AITApEYKALITA TIG VITOYXPEMOELS TTOV ATOPPEOVYV ATt TNV evotnTa VI
g odnylag opO1g MPAKTIKNG PapUAKOETAYPVITVIONC.

1. http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM381352.pdf
2. http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM401087.pdf
3. http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM401079.pdf



http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM381352.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM401087.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM401079.pdf
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20 Zuvédbplo EAANviKAG Etalpeiac PappakeuTiKng
Iatpikng (EA.E.9.I.), 18-19 Maptiou 2016

KA1vikn Epeuva: A€roniotia ka1 Aiapdvela

va KoUkAn ,

P0G tng OpyavwTikAg
onng 2° suvedpiou EAEPI

H vmooAn twv epyaociwv Ba
elval nAeKTPOVIKI HECW TNG
1otooeAidag g EAE.®.1. kau
OUYKEKPIUEVA akoAOLOmVTAG
to link http://elefi.gr/
congresses/2nd-elefi-congress/
ypovoli.html tapeyovtat

o1 o8nyieg ka1 o &vrumo
VITOBOAT|G.

H kataAnktikn nuepounvia
vItoPoANg epyacimv eivat
23-2-2016 Ko 1) TEAIKT)
nuepounvia emPefainong mpog
TOUG OLYYPAPEIC 10-3-2016.

O1 £MOTNUOVIKEG AVAKOIVOOELG
Ba kp1Bovv asmo guein
Emotnuovikn Emtpor)
QTapTIOUEVT] QIO ETMOTIUOVES
tov Iatpikol kAGaSov kat Twv
Emomuav Yyelag, Méhn g
EA.E.®.I. pe e€e1bikevon otov
Topéa g PaApUAKEVTIKT|G
Iatpikng.

O 1 KAWVikEG peAéteg ovufaiovy tOoo otV avamtugn vewv,
TPONYUEVWV DepaItel®V Ue TNV XPT0T] TPOTOTOPIAKWV OKEVACTUATOV
(PapUAKEVTIK®OV KAl 1ATPOTEXVOAOYIK®V), 000 Kat otnv eEeMEn non
YVOOTOV KAl EYKEKPIUEVAOV (PAPUAKEVTIK®V 0Lo1wV. ITapaAAnAa po-
pel va mapéyovv otouvg acHeveig IOV CUUUETEXOLV TIPOIUN TTPOcBacn
o€ kavoTopeg Bepaseieg mmov Sev eivan akopa kAvika Stabeoueg, eva
OAO1 01 OUUETEXOVTEG EMMPEAOVVTAL TNG Swpedv mepiBaiyng evtog
€VOG A0PAAOVG KA KAAA EAEYXOUEVOL KAIVIKOU TTEPIBANOVTOG.

H EMASa Siabeter 0Aa ta exeyyva mpokeuévou va avamtuydei me-
PALTEP® T) KALVIKT) €pELVA KAL 1) AVENOCT) TOV KAIVIK®V HEAETGOV TTOL O1-
e€ayovrar otnv EAGSa, mEpav twv mpopavmv opeA®mV yia Toug acbe-
Velg kat Toug epevvnTeg, Ba ovufdiel kat otnv evioyvon g eBvikng
01KOVOUIag KAl TOV CLOTNUATOG VYeiag. AMA yia va kataotel duvatn
N a&lommoinon TwV WIOTEAEOUAT®V TV KAIVIKOV UEAET®V OTNV KAIVI-
KI) TIPAKTIKT, TIPETEL VA Stao@aiifetar 1) pebodoloyikn evpwoTia Toug
TPOKEUEVOL TA QTOTEAECUATA/TTOPIOUATA TTOV EEAYOVTAL QIO AVTEG
va elval VPnAng o0 TN TAG KAl aglomoTiag.

I[Mpwtapykog otoxog g EA.E.®.1. eivan n mpoaymwyn kat avammtuén
TWV EMOTNUOVIKGOV SpACTNPIOTITOV IOV OXeTI{OVTAl UE TN (paApUa-
KEVTIKN 1aTPIKN Kal 18iwg v KAWVIKT €pevva Kat Tig Stadikaoieg mpo-
ofaong twv acevav ota pappaxa.

Y10 mAaiolo avtod, Sopyavaevel otig 18 kat 19 Maptiov 2016 oty
AiyAn Zasueiov oty AOnva, Zvvedpio pe Bépa v KAwvikn Epevva:
A&omortia kat Atagaveta, pe okomo ) Sie€aywyn emotkoSountikawv
oV(NTNoE®V UECK TNG YOVIUNG AVIAAAAYTIG QUTOWEMV AVAPOPIKA e
Vv mepateEp® eEEMEN TV KAVIKGV pedetov oty EAAaSa kal toug
TPOTTOVLG TTPOWON 0N TNG APLOTNG KAIVIKIC TIPAKTIKNG OTN X®PA LaC.

To ouvvebplo Ba amoteleital amod Tpelg PAoIKEG BepaTIKEG EVOTNTEG
(ovgntoelg oTPoyyLANng Tpamedng), He avagopeg oe Bepata PeAt-
OTOV TPAKTIKOV O101KNoNg KAl opyavwong VOOAELTIKGOV Souav,
aoknong opOng kAwvikng mpaktikng (GCP) kat emideitng Sapavelag
o1n S1eCaymyr) TV KAVIKGV PHEAET®OV. ZTO GUVESPLO €0V TTPooKANOel
WG OUIANTEG EKTTPOOWITOL TwV ApX®V, Slo1knTiKol mapayovteg Nooo-
kouelwv, Iatpoi-epevvnteg, emBewpnteg GCP, ekmpOomITOl KEVTIPWOV
O1e€aywyng KAWVIK®OV HEAET®V TOV €EMTEPIKOV KAl EKTTPOTMITOL GUANO-
YoV acOevav.

IMa teplocoTEPES TANPOPOPIES OXETIKA UE TO TTPOYPAUUA TOV Zvve-
Opiov kat TIg 08N yieg LITOPOANG AVAKOIVOOEWV TTAPAKAAOVUE AVATPEE-

1€ 0TV 10T00eAiSa g EAEDI


www.elefi.gr
http://elefi.gr/congresses/2nd-elefi-congress/ypovoli.html
http://elefi.gr/congresses/2nd-elefi-congress/ypovoli.html
http://elefi.gr/congresses/2nd-elefi-congress/ypovoli.html
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H Néa 06nyia 0pBng KA1vikng NMpaktikng
tng A1eBvoug ZuvdidokePng Evappoviong

yog Kpaviou,

edical Affairs Manager
Tpa Toanoya,

f Clinical Operations
a MntponouAov,

resident & C.E.O. Cre-
Pharma Services S.A.

To napov dpBpo otoxeUel
va napouoidoel ta onpeia
61apoponoinong tng véag
odnyiag 0pBrig KA1vikng
Npaktikng ka1 éivovtag
éUpacn oTa ChPaAvtikoTepa
onpeia TG va enionpdvel
pe nolo Tpono auth
Hnopei va enipépel
petapoAég oto oxediaopod,
TNV opydvwon Kai Thv
61e§aywyn Twv KALVIKOV
HEAETWOV ENIXELPWVTAG

va avtanokplfei otnv
avaykn d1axeipiong tng
oAhoéva au§avopevng
kAipakag, noAunAokétntag
Kal KUpiwg KOOTOUG TWV
KALVIKOV PEAETOV.

(ICH-GCP, E6 R2)

O8nyia Opbng Kavikng Ilpaxktikng g AteBvovg Zvvoia-
okeyile Evapuoviong (ICH GCP E6) amo to 1996 £xel 0¢oet ta diebvn)
POTLTIA OXeS1A0UOV, SlEEAYWYNG KAl ava@Oopag TV KAIVIK®V S0K1-
pov. Tov IovAlo Tov 2015 1 AteBvrg ZuvSiaokeyn Evapuoviong (ICH)
e€ebwoe eva mpooyedio (ICH E6 (R2) tpog oXoMaouo e TEAIKT) Nue-
pounvia dtafovievong v 31" Iavovapiov 2016 (kvpiwg yia EE ko
HITA). To véo mpooyedio mepthaufavel 26 vea onueia Tpomomoinong
7OV APOPOVYV 0€ 0p1opovg, Stadikacia Eyypapwnv Avagpopdg, apuodi-
omteg Epesvvntav, appodiotnteg Xopnywv, aAa kal petafoAeg ot
Siayeiplon twv Baowkov eyypagpwv (Essential Documents) twv kAvi-
kav Sokiuav. To apov apbpo €xel wg 0TOXO0 VA TAPOVOIATEL TA KUP1-
0Tepa aWtd ALTA Ta onpeia kat Ba emyelprnoel va mTpocdlopioel Twg N
vea Odnyia, dua tn e@appoyn g, LIopel va ennpedoel v dieayw-
Y1 TV KAIVIK®V Sokiuwv toco otnv EAada 6co kal oe Evpwmaiko/
AteBveg Eminedo.

1/ Etoaywyn

Yta mhaiowa g Paoikng Nopobeoiag mov Sigmet Tig kAvikeg Sokipeg (Iatpi-
k1 Agovtoloyia, Papuakevtikr) NopoBeoia kabmg kat vopobeoia Sedouevwv
TPOCWIKOV Yapaktpa), N Atebvrg Zvvdiaokeyn Evapuoviong (ICH), amo
Vv i6puoT) g T0 1995, ATOTEAEL U1a LOVASIKT) TTIPOCEYYIOT OTNV EVAPLOVIOT|
TWV PLOLIOTIK®OV ApPXOV KAl TNG QPAPUAKEVTIKNG Blopnyaviag kat Exel meTv-
XEL HEOW S1a8pacTikv cLNTHoEWY KAl SpAcEWV, VA BEATIOOEL TTOAMEG et
OTNUOVIKEG KAl TEXVIKEG TTTLXEG NG Sradikaoiag £ykpiong Twv @apuakwy. O
ATOTEPOC OKOTTOG TNE TTAV KAl OUVeEXIEL va gival, HEC® TNG SUVAUTKNIG TTpo-
OEYY101¢ TV Lo Paocikwv evilagepouevmy Hepav, Blounyaviag kal kavo-
VIOTIKQOV apY®V, va e§ao@aiioel TNV avamtugn amoTeEAEoUATIKGOY, KAl LYI)-
MG ao@AAEIag KAt JTO10TNTAS PAPUAKEVTIKGOV TIPOIOVI®V, HECK TAYKOOUIWG
EVAPUOVIOUEVV Slabkaotmv.

To 2015 NTAV HA CNUAVTIKT XPOVIA AAAAYMY TOU KAVOVIOTIKOD JIAQLO10U Y1
OV oYed1aopo Kat TV Sieaywyn twv KAVIKGOV pHeAeT®v, KaBmg mepav Tov
Néov Evpwmaikov Kavoviopot yua tig Khivikég Mehéteg, to ICH £€€8woe to
npooyedio Tov avabBewpnuévov ICH E6 (R2) Biua 2f, to omoilo mapeueive
oe avolktr) StafovAgvon pexpt mpoopata (Iavovaplog 2016). To mpooyedio
auto amotelet T onuavtikdtepn petaforn g Odnyiag mepi g Opbng KAt-
vikng ITpaktikng asto myv mpatn EkS00T) TG To 1996, kat tepthauavel ouvo-
Alka elkoot €61 onpeia aAAay®Vv.

O1 7TpOTEWVOUEVEC TPOITOTIONTELS APOPOVV TOCO O OPLOLOVE OO KAl OE VITO-
evomteg mov arttovtal Bepdtwv omwg 1 Aayxeipion mg Mo tag (Quality
Management, QM), n a&liohoynon kwvdvvou (Risk Assessment, RA), n dia-
Swkaoia emnpnong (Monitoring) kabag kat ot odnyleg mov agopolv oTnv
NAEKTPOVIKT) Slayelplon Kal emKUPWOT TV NAEKTPOVIKMV APXEI®V aAAA Kal
nipoPAeyelg yia v Srayeipon tov Kevipikol @akeélov g MeAemg (Trial
Master file, TMF). H Siadikaoia Stafovievong petald twv eviiapepopevov
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H Néa 0dnyia OpBrg KA1vikng NMpaktikig

Aé€elg kKAe1014:

0pBn KAlvikn Mpaktikn,
KA1vikég Aokipég, Alefvig
ZuvéidokePn Evapudviong.

pepmv mov mepthappaverl v Evpwnaikn 'Evwon, g Hvouéveg IToAteieg,
mv Iantwvia, tov Kavada kat v EAPetia Ba ohokAnpwBovv kar Ba oploti-
koo Bovv oxebov TAVTOXPOVA UE TNV TEAIKT] NUEPOUNVIA VIOOETNONG TOV
Neéov Evpwmaikoy Kavoviopov yia tig Kaivikeg MeAeteg 536/2014 (NEK). O
Néog Evpwmaikog Kavoviopog yia tig Khivikeg MeAéteg, amod v aAAn pe-
p1a ovveyicel va avayvwpilet to ICH-GCP wg Baowko epyaieio/mpoTumo ka-
vOvewV S1e€aymyng TV KAVIKGOV HEAETOV. ZUYKEKPILEVA 010 ApBpo 47 Tov
NEK avagpépetar «Without prejudice to any other provision of Union law or
Commission guidelines, the sponsor and the investigator, when drawing up
the protocol and when applying this Regulation and the protocol, shall also
take appropriate account of the quality standards and the ICH guidelines,
on good clinical practice». To apBpo avtd Tov VEoL kKavoviopov, emPe-
Barwvel 6Tt ta mpotuma mowotnTag tov ICH-GCP anoteholv ) faon Aettovp-
yiag yia ta Kpatn MéAn, kat o1 08nyieg Tov Tapakaurtoval Hovo otny mepi-
ntworn O0mov o NEK 1] dMeg kowvoTikEg 0dnyieg 1) kelpevn vopobeoia oe eOvikod
eninedo mPoPAETOVV CUYKEKPIUEVESG ATTALTIOEIG.

Q¢ amotédeoua g StafovAevong avtng kat Tng emkeinevng véag ekdoong,
VEA EPWTNUATIKA TIPOKVITTOLY WG TIPOG TNV PEATIOTN Slayeiplon TV KAVIK®V
HEAETQOV LE yvopova TN Slathpnon VPNAGV TPOTUI®V ACPAAELAS T®V CULL-
HETEXOVIWV aoBevav, mol0TNTAg Kal aflomoTiag twv deSopévmv kabag kat
TEKUNPLOOTG TV KAIVIKODV SOKIU®V.

Y10 Aaio1o autd, To Tapov apbBpo atoyevel va mapovoldoel Ta onpeia dia-
poporoinong g véag odnyiag OpOng Khavikng ITpaktikng kat Sivovrag Ep-
(POOT) OTA OTULAVTIKOTEPA OTUELA TNG VA ETNOTUAVEL [LE TTO10 TPOITO AUTH LUITO-
pel va em@épet petafolég oto oyxedraouod, v opyavwon kat myv Sie€aywyn
TV KAIVIKOV HEAETQOV ETYEIPOVTAS VA AVTATOKPIOel otnv avaykrn Stayeipt-
OT)¢ NG 0A0EVA AVEAVOUEVTIC KATUAKAG, TTOAVTTAOKOTNTAG KAl KUPIwG KOOTOUG
TWV KAIVIKQOV HEAETQV.

2/ Opwopot - Glossary 1. [1.11.1., 1.38.1., 1.39.1.,
1.60.1]

H véa éxSoomn R2 e10ayel 0Toug TPELS VEOUS 0PIOLOVE TIOV SEV LINPXAV OTNV
niponyovpevn €kSoorn. O1 oplopol auTtol apopovy Og: EMKLPWUEVA AVTLYPA-
¢a (certified copies), oyedio emtnpnong (The sponsor should develop
a systematic, prioritized, risk-based approach to monitoring
clinical trials plan) kol eTKUPWOTN VITOAOYIOTIKGOV OUOTHUATWV
(validation of computerized systems) kaBmg KAl 1A TPOITOTOINOT) TOU
0PLOUOV NG avagopdg emiokeyng emtnpnong (monitoring report) oote
VA oVUTEPIAAUPAVETAL KAL T] KATAYPAPT) TOV S10a81KA010V TNG KEVIPIKNG 1) €€
artootaoewg emtrpnong (centralized monitoring) (ITINAKAX 1).

Ot mpooBnkeg TV OPIOU®OV AVTOV KAl 01 HETAPOAEG AUTEG ETMIXEIPOVV VA
evapuoviocovv Tig dadikaoieg ekeiveg NG €MITHPNONG TTOL AvEKLYAV, efe-
AyOnkav kat kabiepwbnkav oy TPAKTIKT TOV KAIVIKOV EPELVAOV KLUPLWG
UETA TNV AVAITTUEN TV NAEKTPOVIK®V / S1ad1KTUaK®V UECHV KATAYPAPTS
Kkal ava@opag Sedopevav, Ta omola apevog eMTPETOLY TV ATTOUAKPUOUEVT|
EMTNPNOT KAl APETEPOV SNUIOVPYOVV SIAPOPETIKEG AVAYKES TEKUNPIWOTG
TOV JIOLOTIKOU EAEYYOU TV KAIVIKOV UEAETOV.

H 81aBeon avt) astotum@vetal kat amtod v pocdnkn otnv evotnta 2.10 1
omola apopd otig faocikeg apyxeg Stayeiplong Twv TANPOPOPIOY KAl TV Oe-
Sopevwv oV MTPOKVITOVV ato pia KAvikn peAet. H mpooBnkn opidel 0Tt o1
apyég Opbng Khavikrg IIpakTikrg Tov apopoly OTnV TEKUNPIwOT) TWV TTANPO-
POPIOV U1ag UEAETNG Oa EMEKTEIVOVTAL TTEPAV TWV PUOTK®V/EVTLITOV KAl O
NAEKTPOVIKA apXeia, EVQ MG ONUAVTIKT Yapaktnpidetal kot 1 e1.0aywyn g
a&lohoynong kivduvou otnv Sadikaocia emtnpnong Twv KAIVIKOV HEAETMV,
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7poaBnKN N oroia WTAVTATAL TOOO 0TI EVOTITES IOV APOPOVV OTIS APLOS10-
nteg tov Epguvntr) 600 kat avteg tov Xopnyov.

3/ Epgvvntng - Investigator [4.2.5,4.2.6 &
4.9.0]

O Néog Kavoviopog yua tig Kavikeg Aokiuég 539/2014, 0to ApBpo 74 evioyv-
€1 TOV MonTIKO poAo Tov Kiplov Epevvntr 0cov agpopd otnv Sie€aywyr) kat
TEKUNPLOOT] H1ag KAIVIKTG LEAETNC TOOO atd Tov 1610 600 kal amtd v opdda
Tov. Juykekpluéva n véa vopobeoia avagepet: “A principal investigator
shall ensure compliance of a clinical trial at a clinical trial site
with the requirement of this Regulation [and] shall assign tasks
among the members of the team of investigators in a way which
is not compromising the safety of subject and the reliability and
robustness of the data generated”. XtV i8ia katevBLvoT| To TPooYESIO
ICH GCP (R2) mpoteivet: 0Tl «0 epeuvnng eivatl vievBuvog yia v opbn emt-
AOyn Kal emoTeld 071010VSNITOTE ATOUOL T) OUASAG OTNV OTOIA O EPEVVITNG
avaBétel appodotnteg g HeEAETNG 0TO KEVTIPO Tov Sieayetar» (4.2.5) kat
«eav 0 gpevvnTig/ 18pupa avabétel omoleodnmote VN Peoieg TG UEAETNG OE
0TTIO1001)TTOTE «TPITO MTPOOWI0» Ba MpEmel va eEao@AMOEL OTL TO «TTPOCWITO»
ALTO Elval KATAAANAQ EKTTASEVIUEVO MOTE VA AOKTTEL AUTEG TIG APLOSIOTNTES
kot Oa mpémel va epapuooel ekeiveg Tig Sradikaoieg wote va eEaopaiiotel
EPAPLOYT OTO AKEPALO TOV O1ad1KACIOV TNG HEAETNG KAl TV deSouEvav Ta
o7ola mpogkvypav arto avteg» (IIINAKAY 2).

To 1610 10yvel kat oxeTikd pe v enifAeyn / emomteia Twv anyaiowv eyypa-
pwv. O gpeLVNTIC Elval EMPOPTIOUEVOS e TNV evBUVI NG emApKeElag KAl
S1atnpnong twv Iyainv eyypa@mv tng SoKIung ov apopovy OTnV Iapa-
KoAoLONoN AWV TWV aoBevav Tov KEVTpovL evm Ta 181a Ta SeSopéva Ba mpé-
TIEL va eival «aItodoTea, EVKPIVT), EMKAIPOTTOMUEVA, TTPWTOTLTA, AKP1Pn) KAl
TAT P>, KAt 01 510pBDOEIG TOV AVAYPAPOVTAL OTA TNYALd EYYPAPA TIPETEL
va eival ¥povoAOYNUEVES AVIXVEVOILES, VA LNV ETNKAADIITOVV TNV TPWTOTV-
7N eyypaPn eve Ba mpémet va meptAapavouy KatdAnAeg eneEnyroeig, 6stov
auto kpivetar amapaitnto (ITINAKAY 2). Ot véeg auteég appodioTnTeg Tov
EPEVLVITI] LETAPEPOUVV TIC TIPONYOVUEVES KADIEPWUEVESG TIPAKTIKEG CUUIIAT-
PWONG Kl S1aYEIPI0NC TV PUOTKQOV EVIVTTOV AVAPOPAG TEPLOTATIKOV (paper
CRF) ka1 ota smnyaia €yypaea, Ta ooid L0 TO MPIoUA TOV NAEKTPOVIKMV
CRF (eCRFs) ka1 ¢ QUTOLATOMOMNUEVNG KaTaypapng dedouévav oe nie-
KTPOVIKEG PAOELS, TTAPAUEVOUV WE TA UOVA PULOTKA TEKUNPIA TV Sedopevmv.
H enéxtaon avt og oD peyaio Babuo épxetar va KaAuwet v avaykn oi-
apLAagng g mototnTag v dedopévwy oe Eva meptPAMOV OOV 01 HEAETEG
pe puokd/evtuma CRFs teivouy va ekAeipovy kat ta SeSopéva Tmv Sokiuamv
eloayovtat mAéov asevbeiag oe nhektpovikeg Baoeig Sedopevav (eCRFs). Qg
€K TOVTOV, 1] TIPOTEIVOUEVT] VEA TTPAKTIKT), Slao@aiiletl Tnv olotnta kat alo-
mota twv Sedopevmv ot véa TG HOPPN LECK TNE OTEVOTEPNC TTAPAKOAOV-
Bnong kat 510pOBWONG TWV TNYAWV EYYPAPWY ATO TOV EPEVVITI.

4/ Sponsor — Xopnyog . [5.0., 5.0.1 — 5.0.7.,
5.2.1. — 5.3.3.(h), 5.18.3., 5.18.6 (e), 5.18.7.,
5.20.1.]

H evomta 5.0 100 apopd 0TIg aprodiOTNTEG TOL XOPNYOU gival 1 evotTa
LLE TIG TTEPLIOCOTEPES TMPOTEVOLEVES AAAAYES KABWG 0 Xopnyog kabiotatal wg
£K TOV OTUAVTIKOTEPMV TAPAYOVTIWV AVAYV®OPL0NG, AEloAOYyNong Kal meplo-
PLOLOV TV KIvEUVWV piag kAvikng Soxiung. H véa €kSoomn otpépetan mAgov
TIPOG KAl avadelkviel ovolaoTIKA TNV onuacia g Paoet-kivdvvov-emtn pn-
ong (Risk Based Monitoring, RMB) evi mepthapufdavel v mpoodnkn piag
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IXETIKA e TNV dlaxeipion
Tng noidtntag (QM),
anoteAei kawvotopia

Ttng véag ékdoong to
YEYOVOG OT1 yla npw@Tn
popd avagépetal 6Tl

10 olotnpa no1oTiKoU
eA€yxou p1ag KA1ViKng
bokipng npénel va
Baocizetal otnv
a§loAdynon tou KivoUvou.

VEAG, EEOAOKATIPOV EVOTNTAG OTO KEPAAALO TIOL APOPA 0TO X0PNYo, e TITAO
«Awayeipon Iowmtag» (Quality Management) pe onuavtikn £u@aon oTig
Sadikaoieg ekelveg IOV APOPOVV OTNV TPOOTACIA TOV CUUUETEXOVIMV KAl
mv e€ao0@ANOT) NG AKEPAOTNTAG T®V OeSOUEV®V.

O1 tpotevopeveg HETABOAEG E10AYOLV TN TTPOTACT] EPAPUOYTC HIAS AVAAOYL-
k11 afloAdynong kivbuvou otnv Srayeipion g kKAvikng Sokiurg, v &vvoleg
OTWG 1] TPOOPATIKT) AVAYVMPLOT), 1) AfloAdYNaoT, 0 EAEYXOG, 1] ETKOVGOVIA Lle-
1o TwV evilapepoEVOV HePOV, T ETIOKOMNOT KAl ] AvA@POopd THV KIvdv-
vov pag dokiung avapabuidovrat oe koufikng onuaociag kat kabiotavtal wg
TIPOTEIVOUEVES TIPAKTIKEC.

H evomta 5.2 mov agopd otovg Kat’ avabeon Epevvnuikotg Opyaviopovg
(Contract Research Organizations, CROs) opilel mA¢ov 0Tl ota TAQioA TNG
£MAOYTIG EVOC XOPTYOU VA HETAPEPEL UEPOG T) OAEG TIG OXETILOUEVEG UE pid
KAvikn Sokiun Siadikaoieg oe éva CRO, opeilel a@evog eV va TEKUT PLOOEL
TN HETAED TOUC OYEDN UE TA AITALITOVUEVA EYYPAPA KAl APETEPOL va Staopa-
AMoegl TNV EMOMTELA TOV AEITOVPYEIDV AUTQOV TV eKTeAovVTAL artd To CRO yia
AOYQplaoUd TOV, YEYOVOS TO OTI010 eVOEXOUEVWE VA AVENOEL TIG ATALTHOELg
emBewpnoewv twv CRO egite oTa KEVTPA TNG LEAETNC EITE OTO XWPO TWV Op-
YAVIOUGOV AUTOV.

TXETIKA pe TN S1ayeiplon Twv nAeKTpovikwv Aoy Sedopevmv kabe peAéng,
n véa gkdoomn twv Apxav GCP mapéyel pa avabewpnuévn meptypagr] twv
Sadikaoimv kat appodotiwy o1 omoieg Oa mpémner va eptiaufavovtal ota
SOPs tov yopnyov/CRO ava@opikd e v ¥p1on NAEKTPOVIKGV GLOTNUA-
TWV Kataypaeng kat Siayeipiong Sedopevwv g Soxung. H ovykekpluévn
npoaBnkn oto kepdAaio 5.5 «Trial Monitoring, Data Handling, and Record
Keeping», amotelel pia asmmo Tig onNUavTIKOTEPES TPOoONKeg TNG VEA EKS00TG
kaBwg otoyevel otnv Slaopaiion g «AkepalotnTag Twv Aedopevwvy», ma-
pPAYoOVTAg 0 07T010¢ avayvwpiletal TAEov wg kouPikng onuaociag. H véa ékdo-
0oT1], LE0W TNG CLYKEKPIUEVTC TPOOONKIG, TOVIel OTL OTNV MEPIMTWOT) AAAAYTI
070 o¥ed1aopo, ) die€aywyn 1 To OO0 Hid KAWVIKNG SoKung, 1) akopa kat
0€ £VA VITOOTINPIKTIKO UNYOAVIOUO T) OUOTNUA, 1] AKEPALOTNTA TV deSoUEVwV
TIPETEL VA AE10AOYELTAL e TTPOOOYT) AAAA Kat va AapBavovTal LETpa GOTe va
neplopidovrar mbavol kivouvol sov Wopel va pokLYPoLVV astd HeTtaPoAEg
0€ LITOAOYIOTIKA OLOTNUATA T) HETAPOPA TwV dedopévwv petafd Twv Paoe-
wv. Zmv i81a mpoobnkn avayvwpidetarl kar evBapplivetal n ekmaidevon Tov
EUTTAEKOUEVOV TTPOOMITIKOD AAA KAl 1) VITAPEN TUTOTOMUEVWY S1ad1KATIV
Aettovpylag, [e CUYKEKPIUEVO OTOYO, OTTWG TIY eival 1 «Soun Tov CVOTHHATOG,
N EYKATAOTACT] KA1 1] XPTOT] TOU» WG ONUAVTIKA OTOLKEIN TOV CLUOTILLATOG TTOL-
otikng Srayeiplong pag kAvikng Sokiung.
ZuvopidovTag TG AAAAYEG TTOV EIGAYOVTAL OTNV EVOTITA IOV APOPA OTIG
aApUOSIOTNTES TOL XOPTYOU UITOPOVLE VA TIG KATIYOPLOTIONOOVUE W¢ ENG:
«  Tnv Baoer-kivddvou Srayeipion g mowotntag — «Risk based quality
management»
«  Tnv Baoer-kivddvov emtnpnon — «Risk based monitoring»

«  Tnv enomteia twv CRO — «CRO oversight».

Tyxenkd pe v Saxeipion mg mootntag (QM), amoteAel kavotopia g veag
£k6001¢ TO Yyeyovog OTL yia Tp@Tn QOopa ava@Epetal OTL T0 CLOTHUA TTO10-
TIKOU EAEYYOV H1ag KAWVIKTG Sokung mpemel va PBaoidetal oty aflohoynon
Tov KivdUvov. H mpooeyylon autr| mpémet epefng va e@apuodetal 1060 oTov
TIOL0TIKO EAEYXO OAWV TV PACENV H1AG KAVIKNG SOKIUNG 000 KAl OTa A~
o TV embewpnoeawv tovg (audits).. Me autdv Tov TpOTO €10AYETAL KAl EVI-
OXVETAL 1] €VVOld TN AVAYVMPLOoNg Kal 1epApynong Tov KivdLvou pe oKomo
NV TTPOoaApUoyn OAwV Twv S1adikaoiov mov oxeTi{ovTal He TNV ETLTNPNOT
KAl TapakoAovOnon pa kAvikng SoKung oty amoTposnn 1 €0Tw TOV Ka-
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NpdBeon napapével, o1
aAAayég autég va yivouv
npootatevoviag tnv
ac@dAela Twv aclevav
ka1l d1apuAdooovtag

Ta 61Ka10Patd Toug wg
OUPHETEXOVTEG O KALVIKN
60K1pn Kal pe yvopova
navta tnv d1acpdaAion
TNG aKEPALOTNTAG TWV
bedopévwv.

AUTEPO EAEYXO KAL TIEPLOPIOUO TV KAVIKGV KIvEUVeV. Q¢ onuavtikeg mpa-
KTIKEG L10G TTIPOOPATIKNG TTPOCEYYIONG, TTOV AEITovpYel TPog v KatevOuv-
on ¢ AVAYVQOPLOT KAl TOV TIEPIOPIOUOD TV KivEuvmyv, emonuaivovtal 1
kprakn Stadwwaocia avayveplong twv dedouevmv, (critical process and
data identification) n avayvepion kat agloAoynon tov kivdvvov (risk
identification and risk evaluation), o £Aeyyog kat TEPLOPIONAG TOV
Kwdvvov (risk control and risk mitigation), n emmkowwvia Tov kiv-
8vvovu (risk communication), n meplodikr) avaokonon TOV KIvEL-
vovu (risk review) kau t¢Aog n ava@opda kivdvvov (risk reporting)
(ITINAKAZX 3). Ot mapayovteg avtoi o€ oAU peyaro Babuod eival kowvoi e Tig
S1adikaoieg mov mpoPAémovtal amd o mpotumo Tov ISO 31000 (Alayeipion
Kvdivov) kat, Ba prmopoioav Katd pia £vvola va EPUNVELTOUV WG EPAPLOYT|
Tov MPoTUIov Tov ISO 31000 oTIg KAMVIKEG SOKIUES. AUTO PLOKA onuaivel
OTL ovoTnuata ta omoia 18N vrootnpidovv Tig Sradikaoieg kata ISO 31000
Bplokovtal og pHeyaAldTePT ETOIUOTNTA VA LIIOOTNPIEOVV TNV EQPAPLOYT TWV-
VEWVS APV O€ OXEOT] UE AUTA JTOV VITOAELTTOVTAL TTIPONYOULEVNC EPAPUOYTIS
€vOg ovoTnuatog Stayeiplong kvdvvou.

SNUAVTIKN glval miong 1 ovvelopopa tng odnyiag Quality Risk Management
(Q9) tov ICH o1 S1a0p@p®on TV Tapamave Kavovey, kaBaog cOppova pe
avtny, N Stayeiplon g mo1dTNTag TAEOV TEPIAAUPAVEL TOV «QITOTEAECUATIKO
oxedlaopo» (efficient design) pag khvikng Soxung. O dpog astoteAeouati-
KOG TEpIAaUPBavel v arAostoinon tov oxeS1aouol TV KAIVIKGV SOKIUGOV 01
o710leg, A0y NG AVENUEVNC TTOAVITAOKOTN TAG TOVG, KATA JIEPUITMOELS UITOPEL
va Sigmovtal artd pn amotedeopatikeég diadikaoieg 1 akOpa Kat atd avéa-
vopevn advvapia eykaipng tavtomoinong Tov kivdvvov. 1o 1810 OKenTIKO,
auto NG amiormoinong twv dadikaoi®v kal av&nong g arodoTkKOTNTAG
TWV UEAETOV, KATELOLVETAL KAl 1) OXETIKT| TTPOTPOITN YA TNV QAITOUAKPLVOT)
TWV XOPNYWV a0 TNV TPAKTIKN NG Kataypagng Sedopévwv oe Evtumn pop-
¢n twv CRF ka1 v ovotnuatikn aglomoinorn kat viof£tmon nAeKTpovIK®V
ovotnuatwv kataypagng dedopévwv (Electronic Data Capturing, EDC) wg
kaBiepwpéva cvotuata ovhoyrg Sedopévwv. H katebBuvon avtn epxetan
va KOAUWPEL TNV avaykn Tng ouvexovg mapakolovdnong, enefepyaoiag kat
a&loAoynong Tv dedouévav ao@AAEOg TTOL TPOKVITTOLVY KATA TNV Seayw-
Y1) Lag KAVIKN G SOKIUNG, QAN KAl TNV AvAYKN AUECS ANYNG TEKUTPLOUEV®DY
QTOPACEWV, Y1 TNV TIPOOTACIA TV A0DEV®V.

5/ 5.18 Emutnpnon — Monitoring [5.18.3 &
5.18.6]

H véa éxSoon eloayet £va kawvovplo 0po oTig dadikaoieg emTpnong twv
KAVIK®V Sokiuav. Qg pepog g veag Stayeiplong pe faon o meploplopod Tov
kwvdvvov (Risk Based Management, RBM) elocayetal kal 0 Opog TNg «Kevipl-
k1g et pnong» (centralized monitoring) wg rapdAnAn Stadikaoia kat opi-
etan wg «1) €€ aTooTAoews aEloAoyNom Twv Sedopevmwy Tov CUAMEYOVTAL ATTO
KEVIPA KAIVIKGV SOKIUGYV, 0 TAKTA XpoviKa Staotnuatar». Eival onpavtiko,
Baoel autng g véag mpoanNKng va KaTaypa@ovTal Kal va TEKUNPLOvVOoVTal
KAl OAQL TAL EVPTIHATA TWV EAEYXWV eaAnBevong Twv SeSopevmwy Tov TPoKL-
JITOLV QITO TNV KEVIPIKI| ETNTNPTNOT, YEYOVOS TTOV OTLAIVEL OTL O1 AWTOPATELG
Katl o1 §paoelg ;ov TPOKLIITOVY WG QWTOTEAECUA TNG KEVIPIKING EMLTNPNONG
TIPEMEL VA KATAYPAPOVTAL, va embewpovvial kat va apyerofetotvian kad’
OAn N Stapkela piag KAIVIKNG LEAETNS atd TO XOPNYO.

Emnpoobeta, n véa ekdoon twv Kavovav Opbng Khwvikng Ipaktikng, B&te
VIO oL TNON KAt avabe®pPnor onuavTIKa onpeia Siefaywyng Twv KAIVIK®V
SOKIU®V OMUELA TA 0TT0lA £ TWPA AVEAVOLY TNV TTOAVTTAOKOTNTA Sieayw-
Y1G TOUG KA1 CLVEIGPEPOVV CTUAVTIKA OTNV HEIWOT) NG AtodoTIKOTNTAG TV
XEPLOUDV KAl TV TPOPAETTOUEV®DV S1a61KACIMV TOI0TIKOU EAEYYOV LH10G KAL-
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Aé€elg KAe1014:

0pBn KAlvikn Mpaktikn,
KA1vikég Aokipég, Alefvig
Zuvéidokeyn Evapudviong.

vikng dokiung. Tetoeg Sradikaoieg eivar n Sie€aywyn g kAvikng Sokiung,
N emorntela Twv S1adikaoimv g, kabwg kat 1 eEaoPAAIOT NG AKEPALOTNTAG
twv dedopévav. H avaykn avtng g emkaiporoinong ennAbe wg gpuoikn ov-
VETEI TV HeTafoAqV TTov ouvefnoav, Tnv TeAevtaia Sekaetia Kupimg TO00
OTNV PAPUAKEVLTIKT] flopnyavia 660 kat TNV epevvnTikT)/ akadnuaikn Kowvo-
mTa, HeTafoAEg O1 0TToieg el0T YayaV TEXVOAOYIKA epyaleia Ta omola emTpe-
JIOUV TNV QIOTEAEOUATIKOTEPT Olayeipion, mapakorovOnon kot Sie€aywyn
TV KAVIKQOV pHeAeT®mV. O1 KAVOTOUIEG AVTEG CUVEIOPEPOVY APEVOG 0TI UEIW-
0T) TOV KOOTOUG TV KAIVIK®V SOKILMV KAl apetepov Ponbovv otnv Srayeipion
TNg 0A0EVA Kal auEavopevng moAvTAOKOTNTAC Tovg. I1poBeon mapapevel, ot
AAAYEG AUTEG VA YIVOUV TTPOCTATEVOVTAG TNV ACPAAELA TwV AgDevmVv kat S1-
APLAAOOOVTAG TA SIKAIWUATA TOVG WG OVUUETEXOVTEG 0€ KAVIKT Sokiur kat
LE YVOUOVA TTAVTA TNV S1a0(pAMOT] TNG AKEPAOTNTAS TV deSouEVaV.

Ava@opikda LE TN 0pyavmon TV KAIVIKOV HEAETOV TOOO 0€ S1aXEIPIOTIKO OGO
KOl 0€ EKTEAEOTIKO erminedo, elvatl mAgov EekdBapo OTL o1 Yopnyol smpemel va
ovItEPAAPovv 0TO OXES1IACUO TOV TTOI0TIKOV EAEYXOU TV KAVIK®DV SOKIUMV
g Kuplapyn emdiwén v afloddoynon kivolvov. Avtd ptopel evdexouévmg
va o8nynoel elte oe Pelwon 1 o€ ALENOT] TWV AVAYK®OV ETTNPNONG U1 KAL-
vikng Sokiung, kabwg to oo emtnpnong Sev eivat TAEOV Eva oTaATIKO YXPO-
voSiaypappa, aAAd HeTafAAeTAl CUUPOVA LIE TNV GUVEXT AVATPOPOSOTN-
o1 JI0V emTPENEL 1] KeVTPikN emtnpnon (central monitoring) aAAd kat v
TIAN| POPOPNOT) TTOV TIAPEXETAL QITO TNV EPAPLOLOUEVT] WG TOPA EVTOC-KEVTPOU
emmpnor (on-site monitoring).

Ev katakAeidy, n véa emxaipomomnpévn eékdoorn tov ICH GCP E6 B&ter mAgov
VEA KPLTIPLa TO10TNTAS Yia TO oxedtaouo, v die€aywyn kat v enosmteia
TV KAVIKQV pedetav. Ot véeg mpotevopeveg Sradikaoieg Oa pmopovoav dv-
VITIKA VO 08NYTO0LV 0TV AAomoinon moA®V S1ad1kaoi®@v Kal va AE1Tovp-
YTOOULV EVEPYETIKA ALEAVOVTAG TNV ATTOSOTIKOTNTA TWV KAIVIK®V LEAETOV KAl
UEIOMVOVTAG OTULAVTIKA TN Sartavn Tov apopd TOGO OTOV TIOL0TIKO TOUG EAEYXO
000 ka1 oTnV Srayeipion tov kvdvuvov. QoTdoo, yia v (PTACOVUE OTO OTUEio
0710V B PITOPOVUE VA TTOVUE OTL ] EPAPUOYT] TV VEDV KAVOVWV EXEL ETPEPEL
TA AVOUEVOUEVA OQEAN WG TTPOG TN O1A0@AAICT] TNG EMOTNHOVIKOTNTAG, KAl
g nowkng kat Seovroloyiag oy die€aywyn Twv KAIVIKOV UEAET®V, EVIOC
Tov vopoBetikov mAaioiov §pdong mov Tig Siemet, Oa amtartn el ypovog yia v
KATAVONOT) KAl EQAPLOYT) TV TIPOTEIVOUEV®V KAVOVWV OTA O LITAPYOVIA
ovothuata Siefaymwyng kat eEAEyXov TV KAVIKGV SoKIu®mv. AuTtd yia va emt-
tevyBel Ba mpérmel o1 epITAeKOUEVOL POPEIC VA eEVEDOOLY 0TIV KATAVON 0T
Kal eme€epyaoia TV TIPOTEWVOUEVHOV AAAAY®V, OTIV TPOITTOIOINOT TV LPI-
OTAUEV®V SOU®MV KAl CUOTNUATOV AAA KA1 OTNV EKTAISEVOT) TV OTEAEXGOV
TOVG OTIG VEES TAPAUETPOVG TG avabewpnuévng odnylag.

AxolovOovv mivakeg
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ITINAKAZX 1. AAAayeg kat Ttpoodnkeg oto 'h"wooapro (Glossary)

ENG

GR

1.11.1

Certified Copy: A paper or electronic copy of the
original record that has been verified (e.g. by a
dated signature) or has been generated through
a validated process to produce an exact copy
having all of the same attributes and information
as the original

"EvTumo 1) NAEKTpoVIKO avTiypapo TP TOTUITIOV
apyeiov 1o omoio &xel emPefarwdel (my. Amd
XPOVOAOYNUEVT] LTTIOYPAPT)) T} EXEL TTPOEADEL ATTO
a ykvpn Sadikacia apaywyrg evog motov
AVTLYPAPOUV TO 07010 PEPEL Ta 1S yapaktnpl-
OTIKA KA1 TIANPOPOPIES OTIMOE TO TIPWTOTVLITO

1.38.1

Monitoring report: A description of the
methods, responsibilities and requirements for
monitoring the trial.

Outcomes of any centralized monitoring should
also be reported

Avagopa gmtnpnong: M meptypa@n v pe-
000wV, apuoS10TTWV KAl ATTALTHOEWY TNG EITL-
THPNOoNG g Sokiung.

Ta amoteAdéopata o1wvonmote €€ amooTaoeng
EMTNPNOEWV Oa PETEL ETTOTC VA AVAPEPOVTAL.

1.60.1

Validation of computerized systems: A process
establishing and documenting that the specified
requirements of a computerized system can
be consistently fulfilled. Validation should
ensure accuracy, reliability and consistent
intended performance, from design until
decommissioning of the system or transition to
a new system.

IToTo01IN0N VITOAOYIOTIK®Y cuvoTHuUATOV: Mia
Sadikaoia vtd Vv omola kabiepovetar kAt
TEKUNPLOVETAL OTL 01 CUYKEKPIUEVES ATTALTNOELG
€VOG LTTOAOYIOTIKOU GUOTHUATOG WUITOPOVV LIE
ouvénela va kaAv@Bovv. H motomoinon mpémnet
va e€aog@aiiler v akpifela, g aflomortia kat
NV oLVENT| aTodoTIKOTNTA Ao Tov oyediaoud
UEXPL KAL TNV TEAIKT] QTOTAEN TOV GLOTHUATOC )
™ petafaon oe &va vEo cLOTNUA.

2.10

All clinical trial information should be recorded,
handled, and stored in a way that allows
its accurate reporting, interpretation and
verification

This principle applies to all records (paper or
electronic) referenced in this guideline.

'‘O\eg 01 TANPOPOPIEG TTOL APOPOVY OTIV KAIVIKT)
Sokiun mpemet va kataypapovtal Kal QUAACCO-
VTAL € TETOL0 TPOIIO O OTT0I0G VA ETMTPETEL TNV
akp1p1) ava@opd Toug, TNV EPUNVELN KAl ETTAAT-
Bevor) toug.

Ot apyég avteg epapuolovral og OAA Ta apyeia
(puokd/évruma 1) NAEKTPOVIKA) TA 07Toia ava-
PEpovTal g auTr) TNy odnyia.

ITINAKAX 2. AAMay£g tov ag@opovyv otov Epsvvnm)

ENG

GR

Investigator; Adequate resources

Epevvnuig; Enapkela mopwv

4.2.5

The investigator is responsible for supervising
any individual or party to whom the investigator
delegates study tasks conducted at the trial sites

O epevvnrrg eivar vievBLVvog Y TNV emomnTeia
07to10VOT)ToTE ATOHOV T} ouadag oto osmoio o
epeuvnng avabetel SpaotnploTnTeg 0TO KEVTIPO
™mg SoKung.

4.2.6.

If the investigator/ institution retains the
services of any party to perform study tasks they
should ensure this party is qualified to perform
those study tasks and should implement
procedures to ensure the integrity of the study
tasks performed and any data generated

Eav o gpevvntig/ ibpupa avabetel omoieodn-
TOTE VANPEDieg NG MEAETNG OE OTO1001ToTE
Tpito Mpoowo Ba mpemel va efaopaiioel Ot
TO TPOOWIO AVTO €lval KATAAANAA ekmtaidev-
UEVO VA AOKNOEL AUTEG TIC SpaOTNPIOTNTEG KAl
Ba mpémel va epappooet Stadikaoieg wote va
€CA0PANOTEL 1] AKEPALOTNTA OTTOLIWVOTTTOTE S1-
adkao1®v g pHeAetng kat dedopevmv ta omoia
TPOEKLYPAV ATTO AVTEG.

4-9

Records and Reports

Apyela kat Avapopeg
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4.9.1

The investigator should maintain adequate and
accurate source documents and trial records
that include all pertinent observations on each
of the site’s trial subjects. Source data should be
attributable, legible, contemporaneous, original,
accurate, and complete. Changes to source
data should be traceable, should not obscure
the original entry and should be explained if
necessary (eg. via an audit trial).

O epevvnig mpémel va Statnpel ikavd kat akpi-
BN myaia eyypaga kat apyeia g dokiung ta
omoia EPAAUPAVOUV OAEG TIG OXETIKEG TEPL-
YPAPES Yia KABE evav amd TOVG CUUUETEXOVTEC.
Ta myaia &yypaga mpénel va eival amodotéa,
EVKPVT], EMKAIPOTTONUEVA, TIPWTOTLIIA, AKPLPT)
kat mAnpn. Ot petafoAeg ota mnyaia €yypapa
TPETEL VA VAL AVIXVEVOUEG, OEV TIPETEL VA ETTL-
KOADTITOUV TIG TIPWOTOTUTEG EYYPAPES KAL TIPE-
stel va ene€nyovuvtal eav eival asapaitnto (ory,
UEO® SOKIPAOTIKOV EAEYYOV).

ITINAKAX 3. IIpooOnkn oSnywmv opOrg KAIVIKI|G TPAKTIKT) OYETIKA LE TG
VITOYPEMOELG TOV Yopnyov; Altayeipion mg [lowotntag

ENG

GR

Sponor; Quality Management

The sponsor should implement a system to
manage quality throughout the design, conduct,
recording, evaluation, reporting and archiving
of clinical trials.

Sponsors should focus on trial activities essential
to ensuring human subject protection and the
reliability of trial results. Quality management
includes the efficient design of clinical trial
protocols, data collection tools and procedures,
and the collection of information that is essential
to decision making.

The methods used to assure and control the
quality of the trial should be proportionate
to the risks inherent in the trial and the
importance of the information collected. The
sponsor should ensure that all aspects of the
trial are operationally feasible and should avoid
unnecessary complexity, procedures and data
collection. Protocols, case report forms, and
other operational documents should be clear,
concise and consistent.

The quality management system should use a
risk-based approach as described below.

Xopnyog; Awayeipion IHowomtag

O xopnyoOg MPETNEL va EPAPUOOEL VA GLOTNUA
ya Vv Sayeipion g mo0Tntag to omoio Ba
S61&mel 10 oyediaopo, v dieEaywyn, v kata-
ypan], v afloAdynon, v avag@opda kKat v
APYE00ETNOT TV KAIVIKOV UEAETGOV.

Ovyopnyol mpémer va emkevipwbovv oe Spaotn-
pLOTNTEG TNC SoKIUNG Paotkeg yia TNV eEao@ait-
0T NG MPOOTACIAG TWV CUUUETEXOVIMV KAl TNV
aflomoTia TV ATOTEAEOUATOV T®WV OOKIU®V.
H Swayeipion g oot tag mepthaufavel tov
QTOTEAEOUATIKO OXES1A0UO TV TPOTOKOM®V
NG KAIVIKNG HEAETNG, Ta epyaleia cLANOYTG Oe-
Sopévov kal dtabikaoieg kal v ovAOYN TWV
TANPOPOPI®Y EKEIVWV TIOV gival aapaitnteg
yia TV ANyn amo@Aoemv.

Ot pgbodot mov ypnoipomootvial yia tnv ega-
O(pAAIOT] KAl TOV EAEYXO TNE To0TNTAg TNg So-
Kiung Ba mpémel va givar avaloyol Jpog Toug
KwvOUvovg ov eveyel 11 Soxurn kal 1 onuaocia
TWV TANPOPOPIOYV TTOL oUAMEYovTal. O Yopnyog
TPETMEL VA S1a0PAAIoEL OTL OAEG O JITUXEG TNG
SOoKIUNG eival AEITOVPYIKA TTPAYUATOTION|OIUES
kal Ba mpémel va armo@evyeTal 1) A0KOIN JT0-
AvTAOKOTNTA, AAA Kat 01 Aokorseg dradikaoieg
Kol ovAloyr] Sedopévwv. Ta IpwtokoAia, ot
POPLES AVAPOPAG TTEPIOTATIKAOV, KAl AAAA €711~
XEpnolaka eyypaga Ba mpémel va eival oagn ,
akp1Pr) kat ovven.

To ovotnua dayeipiong g mootntag Ba mpé-

TIEL VO XPNOUOTOLEL [ Tpooeyylon pe Baon
TOV KivBuvo, Omwg TEPTypAPETAL TAPAKATE.
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5.0.1

Critical Process and Data Identification

During protocol development, the sponsor
should identify those processes and data that
are critical to assure human subject protection
and the reliability of study results.

Kpiown Swadixaocia xat tavtomoinon Aebopé-
vV

Katd m Siapketa g avamtuing Tov mpwTokOA-
Aov, 0 xopnyog Ba mpémel va mpoodilopioet Tig
Sladikaoieg exeiveg kat ta Sedopéva mov eivat
Kplowng onuaoiag ywa v efao@dion mpo-
0TACIAG CUUUETEXOVTMOV KAL TNV AEI0MOTIA TOV
ATMOTEAECUATWV TNG LEAETNG.

5.0.2

Risk Identification

Risks to critical study processes and data should
be identified. Risks should be considered at
both the system level (e.g., facilities, standard
operating procedures, computerized systems,
personnel, vendors) and clinical trial level
(e.g., investigational product, trial design, data
collection and recording).

IIpoobiopioudg twv kivdvvwv

KivSuvol mov evtomiovtal oe kpioweg Siadi-
Kaoleg Tng peAetng kar Sedouéva mpemel va
avayvwpidovtatl. Ot kivouvol Ba mpémet va e€e-
tadovial 1000 oe eminedo ovotnuatog (..,
EYKATAOTAOELG, TUTTOTTOUEVEG Sradikaoieg Aet-
Tovpylag, NAEKTPOVIKA CLOTIUATA, TTPOCWITIKO,
nipounBevtég) kal to eminedo kAviknG Soxiung
(.. epevvnTIKO TIPOTOV, OXESIAOUOG TNG HEAE-
g, TN CLAAOYT) Sedouevmwy Kal kataypagn).

5.0.3.

Risk Evaluation

The identified risks should be evaluated by
considering:

(a) The likelihood of errors occurring, given
existing risk controls.

(b) The impact of such errors on human subject
protection and data integrity.

(¢) The extent to which such errors would be
detectable

A&toAoynon kivévvou

Ot evtomopévol kivbuvol Ba mpémer va a&loro-
YOUVTAL OXETIKA LIE:

() Tnv mBavotnta ep@AVIoONg OPAAUATGYV,
OVUPOVA UE TOUC LITAPXOVTEG EAEYXOVG KIVOD-
vou.

(B) Tnv emMinTwon AUTOV TWV GEAAUAT®V OTNV
TPOOTACIA TWV CUHUETEXOVTMOV KAl TNV AKEPAL-
0TNTA TV de60oUEVHV.

(y) To BaBuo otov omoio avtd ta Addn umopotv
va eivatl aviyvevoiua

5.0.4.

Risk Control

The sponsor should identify those risks that
should be reduced (through mitigating actions)
and/or can be accepted. Risk mitigation
activities may be incorporated in protocol
design and implementation, monitoring plans,
agreements between parties defining roles and
responsibilities, systematic safeguards to ensure
adherence to standard operating procedures,
and training in processes and procedures.

Predefined quality tolerance limits should
be established, taking into consideration the
medical and statistical characteristics of the
variables as well as the statistical design of the
trial, to identify systematicissues that can impact
subject safety or data integrity. Detection of
deviations from the predefined quality tolerance
limits should trigger an evaluation to determine
if action is needed.

"EAeyyog Kiv6Uvou

O yopnyodg mpémel va evtomidel Toug Kivduvoug
€KEIVOUC TTOV TIPETEL va pewwbovv (ue ta pétpa
JEPLOPIOUOD) KaAl/T) UITopolv va yivouv SekTol.
ApaoTnploTnTeg MEPLOPIOUOV  TOU  KIVOUVOL
uopolv va evowpatwboiv oto oyxediaoud tov
TPWTOKOAAOV KAl OTNV LAOIOINON, Tta oXESa
EMTNPNONG, TIG CLUPWVIEG HETAD TV HEPROV
yia tov KaBopiopo v poA®V KAl TwV apuodt-
OTNTWV, CLUOTNUATIKI EYYUNOELS YA TNV TIPN0T)
TWV TUTOTOUUEVROV Olad1kaoiwv Agttovpylag,
kat v ekmaidevon otig Siepyaoieg kal otig Si-
adikaoieg .

IMpéner va kabBopiotovv mpokabopiopeva dpla
aAVOX1NG TTOLOTNTAG, AAUBAVOVTAG LITOWT TA KAL-
VIKA KOl OTATIOTIKA XOPOKTNPIOTIKA TV e-
taPAntov, kKabmg kal To0 oTaTIOTIKO oYedliaoud
g SoKIumg, Yo TOV EVIOTMIOUO GLOTHUATIKGOV
NTNUATOV OV UTTOPOVV VA EMNPEACOLY TNV
AOPAAEIN TOV CUUUETEXOVTMOV 1) 1] AKEPALOTNTA
twv deSopevov H aviyvevon twv amokAicewv
a7to Ta TPoKaBoPIoUEVA OPLA AVOYTIG TTOLOTNTAG
TPETEL VA LITOKIVEL L a&loAdynon ya va kabo-
ploTEl £Av kATTo1a 5pAOT Elval ATAPAITNTN.
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5.0.5.

Risk Communication

The quality management activities should be
documented and communicated to stakeholders
to facilitate risk review and continual
improvement during clinical trial execution.

Emxowvwvia tov Kivévvov

O1 dpaotprotnteg Srayeiplong g mo10TNTAC
TIPETEL VA TEKUNPLOVOVTAL KAl VA YVOOTOTOL-
oUVTAl 0TOVE EVO1APEPOLEVOUS OOTE VA S1EVKO-
AvvOel 1 aloAdynon tov kivEUvou kat ouveyr
BeAtimon katd v ekteleon g KAVIKNG Soki-

ung.

5.0.6.

Risk Review

The sponsor should periodically review risk
control measures to ascertain whether the
implemented quality management activities
remain effective and relevant, taking into
account emerging knowledge and experience.

A&oAoynon xvSvvou

O avadoyog Oa mpémer va emavefetadel meplodi-
KA HETPA EAEYYOL TOU KIVOUVOU woTe va Sautt-
otwbel av epapupoopeveg dpaotnpromteg da-
XEIP10TG TNE TTOIOTNTAG TTAPAUEVOVV EVEPYEG KA
OYETIKEG, AauPavovtag LIOYN TNV YVQOOT 0V
JPOKVILTEL KA TNV gputeipia.

5.0.7

Risk Reporting

The sponsor should describe the quality
management approach implemented in the trial
and summarize important deviations from the
predefined quality tolerance limits in the clinical
study report (ICH E3, Section 9.6 Data Quality
Assurance).

Avagopa xivdvvov

O yopnyog Oa mpémetl va septy pdapel Ty Ipooey-
yion Stayeiplong g o0 Tag oV EPAPUOLE-
a1 0TN SOKIUN KAl va ouvoWidel TG ONUAVTIKEG
QTOKAIOEIG QUTO T 0P AVOXNG TNg stpokabo-
PLOUEVIG TTOLOTNTAC OTNV TEAIKT] AvVAPOPA NG
kAwvikng pedetng ( ICH E3 , ITapaypagog 9.6
Awaopaiiong Iowwtntag Aedouévav).

ITINAKAZX 4. IIpooOnkeg oyetikeg pe TOUg KAt avadeon opyaviouovg Epevvag
(Contract Research Organization) kat tTnv Sitayeipion g HEALTNG, TO XEPIOUO TOV
6edopevov kar v tpnon apyeiwv & (Trial Management, Data Handling and

installation and use. The SOPs should describe
system validation and functionality testing data
collection and handling system maintenance,
system security measures, change control, data
backup, recovery, contingency planning and
decommissioning. The responsibilities of the
sponsor, investigator and other parties with
respect to the use of these computerized systems
should be clear, and the users should be provided
with training in the used of the systems.

Record Keeping)
ENG GR
5.2. Contract Research Organization
5.2.1. The Sponsor should ensure oversight of any | O xopnyog mpémnel va Stao@aiioet tnv enomteia
trial-based duties and functions carried out on [ OAwV TWV OYETIKWV e TNV SOKIUT| VITOYXPEDTEWDY
its behalf KAl AE1TOUpY10V 1oL S1e€ayovtal avti avtov.
5.2.2. Any trial-realted duty and function that is |'OAeg o1 LTIOXPEWOEIG KAl AEITOVPYIES TTOV UETA-
transferred to an assumed by a CRO should be | pépovtat amo to xopnyo oe éva CRO mpémel va
specified in writing AVAPEPOVTAL YPATTITOGC.
5.5 Trial Management, Data Handling, and Record
Keeping
5.5.3 The SOPs should cover system setup, | Ta SOP mpémel va kaAvmtovy, Soun Tov cuoTn-

patog, eykataotaot kal xprion. Ta SOP mpémnet
VA TTEPLYPAPOVV TNV ENKVPWOT TOU CLOTHUA-
TOog Kal tnv Sokuaocia tng AeltovpykotTag,
N ovAhoyT kat Srayeipon twv SeSopevwv, v
OULVTIPNOT] TOV CLOTIUATOG, TA UETPA ACPAAEL-
g TOU OLOTNUATOG, TNV AAAAYT] EAEYXOVL, TNV
Snuovpyia avtypapwv acpaieiog Sedopevmv,
TNV AVAKTNOT], TO OX€510 EKTAKTNG AVAYKNG KAl
mv katapynon. Ot apuodioTnteg Tov Xopnyov,
TOV EPEVVITI KAl MWDV LEPGDV AVAPOPTKA LLE 1)
XPNOTN ALTOV TOV VIIOAOYIOTIK®V OUOTIUATWV
TPETEL VA EIVAL CAPT|G, KA1 O1 XPT|OTEG IPETEL VAl
exmtaidevovtanl oV Xpr|on T®V CUOTHUATOV.
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5.5.4. If data are transformed during processing, it | Eav ta 8eSopéva tpomosmolovvtal katd v O1-
should always be possible to compare the original | dpkela g ene€epyaociag Toug, mpémel mavia va
data and observations with the processed data. | vrtapyet n SuvatoTnTA CVYKPLONG TOV TPWOTOTL-
v 8edouévmv KAl TAPATNPTOEDY UE TA ETTE-
Eepyaouéva dedopéva.

ITINAKAX 5. IIpooOnkn oSnywov opOng kKAVIKIG TPAKTIKIG OYETIKA LE TNV
emmpnon (Monitoring)

ENG GR

5.18.3 The sponsor should develop a systematic, | O yopnyog mpémet va e€eliel ma cLOTNUATIKY,
prioritized,  risk-based  approach  to [ Bacel mpoteparoTiTOV kKA Pacel kvdvvov mpo-
monitoring clinical trials. The flexibility in the | oé¢yyion oty emtpnon twv kKAvikov peretov. H
extent and nature of monitoring described | ehaoTikOTNTA KO PVON TNG EMTHPNONG 7OV TEPL-
in this section is intended to permit varied | ypadgetar oe avtr) v evotnta npotibetar va emi-
approaches that improve the effectiveness | tpéyet mokiheg mpooeyyioeig o1 omoieg feAtimvovy
and efficiency of monitoring. A combination | tnv amoteAeopatikOTTA KAl ATOSOTIKOTNTA TNG
of on-site and centralized monitoring | emtpnong Eva cuvduvaouog evidg kévipov kat
activities may be appropriate. The sponsor | KEVIpIKI|G €MTNPNONG UITOPEL va €ival 0 KATAA-
should document the rationale for the chosen | AnAotepog. O yopnyog mpémel va katayppel to
monitoring strategy (e.g., in the monitoring | okentiko6 g eMAEYUEVIG OTPATNYIKI|G EMLTIPNONG
plan). (.. oTO TTAGVO EMITNPNONC).

On-site monitoring is performed at the sites | H evtog kévtpov emtnpnon die€dyetar ota kévipa
at which the clinical trial is being conducted. | ota omoia Sie€ayetat n KAVIKT peAéTn

Centralized monitoring is a remote evaluation | Kevtpikn emtrpnon eivar n €§ amootdoewg a&l-
of ongoing and/or cumulative data 1135 | oAdynon twv ovveillopevwy 1/ kat abpoloTikemv
collected from trial sites, in a timely manner. [ 5eSouévwv ta omoia cvAAEyovtal Ao T KEvVTpA
Centralized monitoring processes provide | Tng peAetng oe TakTad Xpovikd Staotnuata. Atadi-
1136 additional monitoring capabilities that | kaoieg kevipikng emTipPNONG TAPEXOVV EMITAEOV
can complement and reduce the extent and/ | Suvatotnteg emtpnong ot osmoieg oLUTANPWVOLY
or 1137 frequency of on-site monitoring by | ka1 peidvoLv ™V avaykn emtnpnong Twv KEVIpwv

such methods as: epapuolovtag pebodovg OTWG:
(a) Routine review of submitted data. () Kabiepwpévn emokomnon twv Kkatatedeiuevav
Sedopevov

(b) Identification of missing data, inconsistent
data, data outliers or unexpected lack of | () Avayvopion twv amoieaBévimv SeSopevav, un
variability and protocol deviations that maybe | cuvenn SeSouéva, mapektpemopeveg Tipeg, un ava-
indicative of systematic or significant errors | pevopevn amoAeia petafAnTOTNTAG KAl AITOKAEL-
in data collection and reporting at a site or | o€1g ToV TPWTOKOAAOL 01 0TT01EG UITOPEL VA Elval eV-
across sites, or may be indicative of potential | SewTikég CLOTNUATIKGOV 1) CNUAVTIKOV CEAAUATOV
data manipulation or data problems. 0T oVAAOYT Sedouevmv Kal OtV ava@opd Toug
QItd TA KEVTPA 1) HETAlD TV KEVIPWV, 1) Wtopel va
etvan evlektikd mbavng mapamoinong twv dedo-
pUEVeV 1 TpoPANUAT®Y ota Sedopéva.

(c) Using statistical analyses to identify data
trends such as the range and consistency of
data within and across sites.

(v) H xpnion oTatikov avaAboemy yia TNV avayvo-
plon TaoemV ota deSopEva OTwe TO EDPOGS KAL 1) G-
VETEIA TV Se80UEV®V EVTIOG LETAED TV KEVTPMV.

(d) Analyzing site characteristics and
performance metrics.

(e) Selection of sites and/or processes for

targeted on-site monitoring. (8) Avdvon Twv XApAKTNPIOTIKOV KAl SEIKTOV

atoSoTIKOTNTAG

(e) Etoyn tov kevipwv 1)/ kat Stadikaoieg ya
OTOYEVLUEVT] ETTL TOITOV ETLTIPTOT).
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ITINAKAZX 6. IIpooOnkeg oyetikeg pe v ava@opa mmg emrnpnong (Monitoring
report) kat tov Xyediov emnpnong (Monitoring plan)

ENG

GR

5.18.6

Monitoring report

Monitoring results should be provided to the
sponsor (including appropriate management
and staff responsible for trial and site
oversight) in a timely manner for review and
follow up as indicated. Results of monitoring
activities should be documented in sufficient
detail to allow verification of compliance with
the monitoring plan.

Ta amoteAéopata TG EMTPNONG TPETEL VA TTA-
pexovtal oto Xopnyo (meptraufavopevmy kal tov
MPOOWIIKOV LevBuvoy ya v Siefaywyn kat
EMOMTEIAC TNG HEAETNG OTO KEVTIPO) OE TAKTA XPO-
Vvikad Staothipata yia embempnorn Kal TapakoAoL-
Onon wg evéeikvutat. Ta amotedéopata v S1adi-
KAO1QOV TNG EMLTNPNONG TIPETEL VA KATAYPAPOVTAL
LE ETTAPKT AETTOUEPEIA MOTE VA ETNTPETOVV TV
emainBevon g CULUOPPWONE LE TO TTAAVO ETTLTI-

pnone.

5.18.7

Monitoring plan

The sponsor should develop amonitoring plan
that is tailored to the specific human subject
protection and data integrity risks of the trial.
The plan should describe the monitoring
strategy, the monitoring responsibilities of all
the parties involved, the various monitoring
methods to be used and the rationale for
their use. The plan should also emphasize
the monitoring of critical data and processes.
Particular attention should be given to
those aspects that are not routine clinical
practice and that require additional training.
The monitoring plan should reference the
applicable policies and procedures.

O xopnyog MPEMEL va avasttvgel va TAAVO ETTLTH-
PNONG TO OT0I0 EIVAL TTPOCAPUOCUEVO OTNV TIPO-
0TA0IA TV AvOpOTWV KAl 0TV S1a0QAAIoN NG
akepalotntag twv dedopevmv g Sokiung. To oyé-
610 mpémel va mePLypAPEL TN OTPATNYIKT| TNG €L~
TNPNONG, TNG APUOSIOTNTEG TNG EMTNPNONG OAWV
TOV EUTAEKOUEVOV HEPQV, TIG O1apopeg nebodoug
emmpnong mov Ba ypnowomomnBodv kabowg kat
TO OKETTIKO Y1d T Xp1o1 Tovg. ISiaitepn mpoooyn
TPETEL va SIveTal 0€ AUTOVE TOUG TTAPAYOVTES TTOV
Sev gpuminTovy oty KafepwUEVT KAVIKT TIPAKTIKT)
Katl amartovy enutAgov ekmaidevon. To oyedio emt-
TIPNONG TPETEL AVAPEPETAL OTIG IOYXVOVOEG TTOALTL-
K&¢ ka Sradikaoieg.
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