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INPOAOT' OX- EYXAPIXTIEX

H mopovca Metamtuylokny Awmhopatiky Epyocio ekmovhOnke ota mlaicioa tov Ilpoypdppotoc
Mertantuylokdv Znovddv «Klvikég Medéteg: Zyedoopog kot Extédeon» g latpikng ZxoAng tov
Ebvikov ko Komodiotprokov ITlavemotnuiov ABnvav, oto tpito edunvo, Zemtéupprog 2020-
defpovdprog 2021.

Avtikeipevo ¢ epyaciog omotelel 1 oLYYPOET] TPOTOKOAAWV Yo piol TOAD GUYKEKPIUEVT Kot
wwaitepn popoen Bepaneiag tov HKK. To mpwtdxorro elvarl and to Pacikd £yypapa yio v opOn
deEaymyn KAvikav peret®v. EXTog Tov Pacik®dv 10TpiK®V Kol EMGTNHOVIKOV EPOTNUATOV, Yo TO
omoia divetal ELPOCT GTNV GLYYPUPT| TOV TPMOTOKOAA®DV KAMVIK®OV UEAETOV, TIGTEV® OTL CNUAVTIKO
poAo €xet ko M MO mhevpd TV KMvikov peietov. H o oovnBwm petayeipion  M/xon
Kaxopetoyeipion OV Kol avOpOT®V Y10 OTOONTOTE EMGTNUOVIKY AVOKAALYT, TIGTEL® OTL O)1
HUOVOV dev TPEMEL VoL EMTPETETAL Kot VoL evOapphvetal Ko’ 010voNToTe TPOTO ALY TPEMEL KO VO
Tipopeitonr vopukd. Mo tovg mapomdve Adyovg, otnv moapovco Metamtvylokn AutAopoTikn
Epyaocia, ekt6g TV 1W0TPIKOV-ETIGTNUOVIKOV TANPOPOPLOV, OtveTol 10witepn EUGOOT KOl GTO
wTpikd NOuwcd dtiinpota, oty Prondikn Ko oty €v yével NOkn mov tpémetl va SIENEL KAOE KAIVIKY
HEAET.

Evyapiotdd Oepud v EmPrénovoo, ko Awatepiviny Molaydprn, Kabnynipu Axtvoroyiog-
EnepPatucng Axtvoroyiog, latpikng Zyoing, EKITA, yio v auépiom Ponfeta kot cuumopiotao
NG GTNV GLYYPOEY TNG TOPOVGOS epyaciag. Ot YVOOELS TNG OTIC TEPLOYIKES EMEUPATIKEG TEYVIKEG
Nrav TOADTIHEG KOl Glyovpa amotnOnKe peyaAn vopovn amd pEPovs g Yo v e€nynoet 1oeg
WTPIKEG TANPOPOPiEg G€ gUéEVA TOL OeV il YTpOG. Tnv euxoploTd TOAD Yot Ay KoL 1) TPAOTN
OV PE «UONGE» OTIC KAWVIKEG UEAETEG TPV atO TOAAA XPpOVIOL KO, amd TOTE, £XOVUE MO APLOTY
cuvepyaciol.

Evyapiotdd Oepud ko ta péAn e Eetaoctikng Emitpomnc g mapovoag Metamtuylokng
Aulopatikne  Epyoaciog, tov k. AAéEo-Xpvoootopo Kelékn, Kabnynt| Axtivoroyiog-
EnepPatucng Axtivoroyiag, lTatpung ZyoAing, EKIIA kot tov k. Baciieto KoviovAio, Kabnynt
AxtwvoBepoamevtikng Oykoloyiag, latpumg Zyoine, EKITA, yioo qv moAvTiun otpién kou PorOeta
TOVG Oyl LOVOV GTNV TopovoN EPYNcion OAAG KOl GE OAN TNV EMAYYEAUATIKY Topeio pov oto B’
Epyaocmplo Axtivoloyiag.

Ag pov emrpomel vo ekepdo®m &va 1010itepo gvyaplotd otov K. Anuntpro Keiékn, Ouotyo
Kafnynm Axtwvodroyiog, latpikng Zyoinc, EKIIA, o omoiog, mopdAo mov deV GULUUETEIYE OTNV
TOPOVCH EPYOCIO, LOL £0MGE TNV OVVATOTNTO, TPO TOAADV ETMV, Vo «yvopico» v Emeufartikn
Axtvoloyla omd v 0éom g ypappatéwg tov Ilpoypdppatog Metamtuylok®v ZTovdmv
«Emepfotikn Axtivoroyion kot avtd pe foridnce 6TV LETENELTO EXAYYEAUATIKN OV EEEMEN.

Evyopiotd moAd v Emwomuoviky Emuponn tov Ilpoypdappatog Metamtuylokdv Xmovdmv
«KAwvicée Melétec: Zyeowopds xor Extéleon» yw v evkaipio, mov pov €dwoe, va
napakolovdnow & va orokAnpodow to Ilpdypappa. Evyopiot® moAd kot v ko Xpuodvon
Kotaurdon, ypoppatéa tov poypdupatoc, yo v forfeia c.

Téhog, evyaplot®d Bepd TNV OKOYEVELD LLOV Y1l TV VTTOHOVN Kot Bonfgta Tovg.

AQlepopévo GTOV TTOTEPA OV, TTOV «EQLYE» VOPIG Omd KapKivo, OTav ol KAMVIKES HEAETES NTOV
oxedOV oL «ayvootn AéEny» otnv EAlGda.
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XYNTOMOI'PA®IEX

EEEA- EAAnvu Etaipeia Erepfatikng Axtivoroyiog

[TOY- Iayxécpog Opyoaviopoc Yyeiog

WHO — World Health Organisation

BCLC- Barcelona Clinic Liver Cancer

CIOMS - Council for International Organizations of Medical Sciences
FDA or USFDA- The United States Food and Drug Administration
NIH- National Institutes of Health

SIR - Society of Interventional Radiology

HKK- Hratoxvtrapwd Kapxivopo

HCC - Hepatocellular Carcinoma

CT- Computed Tomography

MRI- Magnetic Resonance Imaging

PET - Positron Emission Tomography

TACE- Transarterial chemoembolization
XME-XnMewEupoiiouoc

EASL- European Association for the Study of the liver
AASLD- American Association for the Study of Liver Diseases
OS - Overall Survival

CR — Complete Response

PR- Partial Response

SD — Stable Disease

PD — Progressive Disease

PFS - Progression-Free Survival

TTP- Time-To-Progression

ORR- Objective Response Rate

LR- Local Recurrence,

LRR- Local Recurrence Rate,

TTnP- Time-To-Nodule Progression

RECIST- Response Evaluation Criteria in Solid Tumors
mRECIST - modified Response Evaluation Criteria in Solid Tumors
AE- Adverse Event

SAE- Serious Adverse Event

XMO-Xnuetobepamneio

DEB - Drug-FEluting Beads

DEM — Drug Eluting Microspheres

LRT - LocoRegional Therapy

HAP score - Hepatoma Arterial-embolisation Prognostic score
ESMO — European Society for medical Oncology
PI-Principal Investigator

[B-Investigator's Brochure

CRF-Case Report Forms (eCRF-electronic Case Report Forms)
V-Visit

FU-Follow up

LTFU-Lost to Follow up

SFU-Survival Follow up

EMeA-European Medicines Agency

NCI-National Cancer Institute
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HEPIAHYH

O kapkivog Tov Nratog gival 1o 5° mo cvyvd vedmlaoua Ko 1 27 wo cvyvy attio BovaTov amd
kapkivo. To Hratoxvttapikod Kapxivopo— HKK (Hepatocellular Carcinoma-HCC) avtimtpocomrevet
nepinov 10 90% TV TPOTOTAH®OV KOPKIVOV TOV HTOTOS Kol GUVICTA £va TEPACTIO TPOPANUA vYEloag
naykooping. (EASL, 2018)

To HKK éyet avayvopiodei g n kopua aution Oavdtov g KippmTikovg acheveic Kot To TEPIGTOTIKA
avapévetot vo avénbodv oto péddov. (Forner A. et al, 2018). ITepimov 80% twv HKK nepiotatikmv
eupaviCetan oe Kippotkd Nrop. Ta weprotatikd HKK eivar ymAdtepa otovg Gvopeg amd TIC
yovaikes. H péon nicia epedviong HKK sivon ta 66 £tn. (Walton M, et al, 2019)

Yt0 evowdpeco otadw B (Intermediate stage B) ¢ vOGov, €pOGOV dwtnpeitol 1 MTATIKY
Aertovpyla, 1 evoedelyuévn  Oepameion elvar o ymuewopPolopds  (chemoembolization) 1
dakaBeTnprakoc ynueoepufolopnds (Transarterial chemoembolization -TACE). (EASL, 2018)

O meproyikés emepPoticég Bepameiec eEediocovion ocvveymg kot mailovv Wwitepo poAo otnv
Oepancio Tov HKK. T'evikd n dwdikacio TACE eivon 1 evdederypévn Bepaneia (standard of care)
vy acBeveic oto evdapeco otddo HKK (BCLC stage B), ot omoiot €400V KAA®MSG avTpPOTOVUEV
Kippwon aArd kol og peydieg PAAPeg pe moAvoldon amewovion ywpis Opms va Exovv BpouPmon
¢ moAaiog 1 eonmatikég petaotdoels. (Piscaglia F, Ogasawara S, 2018) To waviko oyfjua TACE
0o  mpémer va  meprlapPdver TNV pEYOADTEPN KOl TOPATETAUEVT]  GLYKEVIPWOGN  TOV
ANUEOOEPATEVLTIKOD QOPUAKOV HEGO OTOV OYKO HE TNV MIKPOTEPT GLOTNUOTIKY €kBeomn o€
oLVOVACUO e TV amoOepain TV eAePmV Tov 0yKov (Lencioni R, et al, 2010)

O teyvikéc TACE mepihapfavouv tov khaoowkd XME (Lipiodol-TACE or ¢c-TACE) xoau XME pe
ocpapidln (epPorooceaipidia) mov amerlevBepovouv ynueobepansvtikd (DEB TACE, Hepasphere
TACE, Drug eluting microspheres Lifepearl, Lumi, DC Bead, TANDEM)

To TPOTOKOAO TOV KAMVIKOV OSOKIUDV YEVIKA OKOAOLOOVV oGuyKekplévn oOdtaén 7y vo
SLEVKOAVVETOL M AVAYVOGT Kol KOTavonon amd TiG eKAoTote pLOUICTIKEG apyEs doTe v 000el N
gykpon yw Vv oefaywyn tovg. Atgvkolvvetor kot 1 O0pBwon n/kor mpooHnkn Kdamorwv
ddkactdv mov gite Ba nnbodv amd TG pLOoTIKEG apyéc P v €ykpiom eite Ba kpiBovv
avaykoieg kotd v ddpkewn delaymyng g kKAMvikng ookune. Emiong Bonbdet toug epsuvntéc
otV OEEoy®YN TG LEAETNG KO LEUDVEL TOV KIVOLVO OUPIGPNTNONG TOV OTOTEAEGUATOV

To TpwTOKOALO TV KAMVIK®V d0KIU®DV opeilel va £xel Emotnuovikn Eykvopomra, Kowovikn A&ia,
Oetikd Aoyo O@éhovg-Kwvovvov, Aikom Emdoyn Zvuueteyoviov, ZePacpd mpog Tovg
OLUUETEYOVTEG, Xuvaiveon kotomv [IAnpopopnong kot AveEdptntm A&woAdynon. Ogeilelt va
devepynBel ocvppova pe toug kavoves Opbne Kiwvumg Ipaktikng (ICH-GCP) xobmg kot 6Aovg
TOV TOTIKOVS, KOWOTIKOVG Kot dteBveic vOpovg kot kovoveg mov SEmovLV v delaymyn KAMVIK®OV
dokmv. Mo N0 KAMvikny HeAETN TPEMEL VO EUTEPLEYEL EMOTNUOVIKT OKEPALOTNTO, KOWMVIKY
aflo Kot vo. GUVEIGPEPEL GTNV WITPIKY YVAOT]. XTOV GYEOGUO TOL TPOTOKOAAOL L10G KAVIKNG
HeAETNG, elvar xpNoo vo vapyel xoplotn nowm evomta, 6mov Oa meprypdoetor n adio g
peAENG.
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SUMMARY

Liver cancer is the fifth most common cancer and the second most frequent cause of cancer-related
death globally. Hepatocellular carcinoma represents about 90% of primary liver cancers and
constitutes a major global health problem. (EASL, 2018)

Hepatocellular carcinoma has been recognised as a leading cause of death among patients with
cirrhosis, and its incidence is expected to increase in the future. (Forner A. et al, 2018).
Approximately 80% of cases of HCC develop in a cirrhotic liver. The incidence of HCC is higher in
men than women. The average age of patients at HCC diagnosis is 66 years (Walton M, et al, 2019)

Transarterial chemoembolisation (TACE) is the most widely used primary treatment for
unresectable HCC and was the recommended first-line therapy for patients with intermediate-stage
disease (EASL, 2018)

Loco-regional interventional treatments continue to evolve and to play a major role in the
therapeutic management of hepatocellular carcinoma (HCC). Transarterial chemoembolization
(TACE) is the standard of care for patients with multinodular disease at the intermediate stage
(BCLC stage B) who have well-preserved liver function and large or multinodular HCC without
portal vein tumor thrombosis or extrahepatic metastasis. (Piscaglia F, Ogasawara S, 2018) The ideal
TACE scheme should allow maximum and sustained concentration of chemotherapeutic drug
within the tumor with minimal systemic exposure combined with tumoral vessel obstruction.
(Lencioni R, et al, 2010)

TACE techniques include: conventional TACE (Lipiodol-TACE or c-TACE) and embolic
microspheres loaded with chemotherapeutic agents (DEB TACE, Hepasphere TACE, Drug eluting
microspheres Lifepearl, Lumi, DC Bead, TANDEM)

A common protocol structure and organization will facilitate protocol review by oversight entities.
Its use will also help investigators think through the scientific basis of their assumptions, minimize
uncertainty in the interpretation of outcomes, and prevent loss of data.

A clinical trial protocol should have Scientific Validity, Social Value, Favorable Risk-Benefit Ratio,
Fair Subject Selection, Respect for Subjects, Informed Consent, Independent Review. It should be
conducted in accordance with ICH-GCP, local, federal and international laws and regulations. An
ethical research study must have scientific integrity, social value, and contribute to medical
knowledge. In the protocol design of a clinical trial, it is useful to introduce a specific ethical
section with a summary of the value of the study.
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ENOTHTA A
EIXAT'QI'H

I'ENIKOI OPIXMOI

«KAwvikn Melétny: kéBe diepedhvnon ent avOpdmov 1 omoia omoPAETEL o) GTOV TPOGHIOPIGUS 1} TNV
eMOANOgVoN TOV KAVIKOV, QOPHOKOAOYIK®V 1 CAADV QOPUAKOSVVOUIKOY OTOTEAEGUATOV VO N
TEPIOCOTEPOV  PUPUAK®OV, [) OTOV TPOCIOPICUO TLYOV AVETOOUNTOV EVEPYEIOV €VOC M
TEPIOCOTEPOV QOPUAK®YV, T} Y) OTN UEAETN TNG AmoppOENONGS, TN KOTAVOUNG, TOL HETAROMCUOD
KoL TNG am€KKPIoNG €VOC N TEPIGGOTEPOV VIO EPELVO. QUPUAK®V, LE GTOYXO TN Sokpifwon g
ACQPUAENG KOUT TNG OMOTEAECUATIKOTNTOS TOV &V AdY® ¢apudkwv (KANONIZXMOX EE apif.
536/2014)

«KAwvikn dokiuny: o KMVIKN HEAETN TTOL TANPOL OO TOTE amd TIS akOAoLOeg Tpobmobicels:
o) 1 €vtan TOL GUUUETEYOVTOC GE U0 GLYKEKPIUEVT] BEPATEVTIKY GTPATIYIKT TPOATOPAGILETOL KO
dev gumintel 6T GLVNON KAVIKT TPOKTIKN TOL EVOLAPEPOUEVOL KPATOVG HEAOVG, B) N amdPaon Yo
m yopnynon tov vrd €pegvva eoapuokov Aoppdvetor poalli pe v omdeaocn va evtoybel o
CUUUETEXOV OTNV KAWIKY] HEAETN, 1] Y) O1001KaGIES O1byvwong 1 TopaKoAovONoNG emmALoV TG
ovvnBovg KAvikNG mpakTikng epoapudlovtor otovg ocvuuetéyovies (KANONIZEMOX EE opif.
536/2014)

«Kadikac latpikne Aeovroroyiocy (PEK 287 A 2005): omoteleiton omd Kavoveg  VOIKE
avVayVOPIGHEVOLS deBvac mov puBuilovy Tic oyéoelg watpov-achevn. Xe po o gvupeio Evvola, ot
kavoveg g latpikng Agovtoroyiag pvOuilovv kon Tic oyéoelg kabe emotnuovo vyeiog pe kdbe
M VINPESIOV VYElNG, cuurepAaUPavOUEVOV VYEIOV aTtOp®V. Evd 0 1tpog £xet v €uBHivn o
TNV TPOCTaGio TG VYelag Tov achevovg Kot eivat VTEVBVVOG Yol TNV EVUEP®GT TOL GYETIKA LLE TNV
acBéveln ko v OBgpomeia, v ToHTolg opeirel va oefaotel v amdeacn tov achevoig yo TV
Mym M dpvnon g Begpomeiog. IV avtd Kou 0 1aTpdg etvar O Ko deovtoroyikd vrevBuvvog Yo
™V eVNUEPMOOT TOL 00BeVODg e KABe Katovontd tpdmo Kot opeilel va AdPel v erebBepn Kot
EAAOYN GLUVAIVEST) TOVL TPV TPOYMPNGEL GE OTOLAONTOTE WLTPIKT TPAEN.

«Trial protocolsy are documents that describe the objectives, design, methodology, statistical
considerations and aspects related to the organization of clinical trials. Trial protocols provide the
background and rationale for conducting a study, highlighting specific research questions that are
addressed, and taking into consideration ethical issues. Trial protocols must meet a standard that
adheres to the principles of Good Clinical Practice, and are used to obtain ethics approval by local
Ethics Committees or Institutional Review Boards. (Cipriani A, Barbui C, 2010)

«Protocol»: A document that describes the objective(s), design, methodology, statistical
considerations, and organization of a trial. The protocol usually also gives the background and
rationale for the trial, but these could be provided in other protocol referenced documents.
Throughout the ICH GCP Guideline the term protocol refers to protocol and protocol amendments.
(ICH E6(R2)-GCP)
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ENOTHTA B
I'ENIKEX APXEX

B.1.Khvikég Meréteg & latpwkd HOwka Znytipota
«lt is not considered ethical behavior to use individuals solely as means to an end» (NIH)

Ot Khvikég peréteg eyeipovv moAAd MO (nmjpota oyetikd pe v ovppetoyn otopwv. Ot
epeLVNTEG KOBMG Kot OA0L 6501 TPOETOALOVY o KAVIKY HEAETN opeilovy va oefactodv TpmTa
o’ OAQ TO STKOUMLLOLTO TOV GUUUETEYOVTWV.

Ot Baoikég NOwES apyég Yo TNV TPosTosior TV GLUUETEXOVTOV TEONKaV apywkd oto The Belmont
Report - Ethical Principles and Guidelines for the Protection of Human Subjects of Research
(1979) xou cvveyilovv va 1oyvoVV PEYPL GNUEpa. e Kamoleg emmpocbeteg tpomomomoelg (NIH -
PHRP: Protecting Human Research participants):

-Apynq ™g avtovopiog 1 ogfacpov Tov aTOHNOVL.

KéBe dropo eivor avtévopo vo okéQTeTal Kot vo amo@acifel yio Tov €00TO TOL. Xav OgVTEPO
OKEAOG NG TapOTAve® apyng €ivol Kot To OIKOI®UN TOV ATOU®Y LE TEPLOPICUEVT] QVTOVOUTD Yol
E101KT| LETAXEIPION Ko TPOGTOGIAL.

To respect autonomy is to give weight to the autonomous
person’s considered opinions and choices while refraining
from obstructing his or her actions...

- Belmont Report

Respect for Persons

The principle of respect for persons can be broken down into two basic ideas:
1. Individuals should be treated as autonomous agents
2. Persons with diminished autonomy are entitled to additional protections

-Apyn ™S @@éherog M pn-Brapng

To 0@EAN OV ol ATOKOUIGEL TO ATOWO LIE TNV GUUUETOYN TOV TPEMEL VO EIVOIL TEPIGSHTEPA QIO TNV
omotadnmote PAAPN umopel va vwootel. O gpevvnTig oPeilel va Kavel 0Tt glval dOuvatov Oyt LovVovV
Y voo @PeAN0el 0 GUUETEX®OV AALG KoL VoL UV ToV BAGWYEL.

Persons are treated in an ethical manner not only respecting
their decisions and protecting them frem harm, but by making
efforts to secure their well-being. Such treatment falls under
the principle of beneficence. The term beneficence is often
understood to cover acts of kindness or charity that go
beyond strict obligation. In this document, beneficence is
understood in a stronger sense, as an obligation.

- Belmont Report

Beneficence

Two general rules have been articulated as complementary expressions of beneficent actions:

1. Do no harm

2. Maximize possible benefits and minimize possible harms
Investigators and members of their institutions are obliged to give forethought to the maximization of
benefits and the reduction of risk that might occur from the research investigation.

YeAdba 10 amo 135



-ApyM ™S koG UVNG
Ta kprtnpro emhoyng kaOe cuppetéyovta va givor dikoio Kot 1 KATovVoU TOV OmTOTEAEGUATOV VO,
etvan dikato katavepunuévn og OAo to LEAT TOV TANBVGUOD TOL GUUETEXEL

Just as the principle of respect for persons finds expression in
the requirements for consent, and the principle of
beneficence in risk/benefit assessment, the principle of justice
gives rise to moral requirments that there be fair procedures
and outcomes in the selection of research subjects.

- Belmont Report

Justice

The definition of justice has two parts:
e fair procedures and outcomes are used to select research participants, and
e There is a fair distribution of benefits and burdens to populations who participate in research

Mo N0 KAVIKN HeAETN TPEMEL VO EUTEPIEXEL EMGTNHOVIKT] OKEPALOTNTA, KOWMVIKY a&io Kol vo
OLVEICQEPEL GTNV WTPIKY| YVOON («An ethical research study must have scientific integrity, social
value, and contribute to medical knowledge», “Essential elements of ethics”, The Global Health
Network). Mo KAvikn peAétn mov 0ev eumepiéyel kol to Tpio mopamave ototyeio pmopet vo
exBéoel Tovg cvppeTEYovTEG 6€ Kivouvo ympig 0perog. Ta o@éAn (benefits) mpémel va vIEPTEPOLV
TOL KvOOVOV (7isk) yio TOUC GUUUETEYOVTEG,

210V 6YeO0GUO TOL TPMTOKOAAOD UG KAWVIKNG LEAETNG, Yia vo eivon nOKA amodekTn, TPEMEL VA
vrdpyel yoprot| N evotta (ethical section) 6mov Ba meprypapeTal EEKABOP TO EPMOTNO TPOG
depevvnon (relevant question) yio v oeaywynq ™G HEAETNG Kabhg ko por mepiinyn ond ta
0PEAN KOl TOVG KIVOUVOLS, oL Yvopilovv amd TapOpoleg HeAéTes, Yo kdBe emépPacn Kot yio Tig
evalaxTiKéG Oepamneieg («/d]escription of research question and justification for undertaking the
trial, including summary of relevant studies examining benefits and harms for each
‘intervention”and an “[e]xplanation for choice of comparators”. “Essential elements of ethics”,
The Global Health Network).

The Global Health Network éyer exddoelr 10 «Essential Elements of Ethics: Points to Consider
Checklisty, [Ilivaxkag 1] éva évtvmo pe epotipato mov fonbodv Tov €pELVITA Kol TOV GLYYPOUPEQ
TOV TPOTOKOAAOL 6TV cOvTaén Tov («This document contains all the points to consider for each
Essential Element and should be used as a workbook for researchers ........ with a specific protocol
in mind. Protocol writers should consider and answer the applicable questions ... ....... , which will
assist in drafting their protocols and increase potential for expeditious review by their Institutional
Review Board or Ethics Committee. Not all Essential Elements will apply to every protocol.).

Essential Element 1: Addressing Relevant Question

-Why is the development of this therapy needed? What is the unmet need?

-Is the question defined by the Objectives (and hypotheses) relevant and useful? Does it contribute to the development program
or add to medical knowledge?

-Explain the justification for this particular study.

Essential Element 2: Choice of Control and Standard of Care

When choosing a control (comparator) arm for a clinical study, the following are points to consider:

Active Control

-Is the active control an established effective intervention? If not, why is this ethically justified?

-Is there potential bias in the selection of the active control such that there will be an unfair advantage for the investigational
treatment? For example, is the active control treatment known to be significantly less effective in this study population than
another treatment? If so, why is this control being used over another option?

-Is the requisite sample size for an active control study ethically justified with regard to the number of participants who will be
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exposed to the risk(s) of the study?

-Will use of an active control threaten the scientific validity of the study? (e.g. diminished ability to determine assay sensitivity,
inability to assess absolute effect size, greater difficulty measuring safety outcomes)

-For multiregional clinical trials, is the active control available to all study sites and will the active control be accessible to
research participants at the close of the study?

Placebo

-Are there scientifically sound methodological reasons to use placebo?

-Are there no established effective interventions for the treatment of the disease or condition under study? For example: Existing
evidence raises legitimate doubt within the relevant medical community regarding the effectiveness of available treatments; or
Currently available treatments are highly toxic or cause intolerable side effects; or There are contraindications that prevent some
participants from being treated.

-Are there medically sound reasons to use placebo? For example: The patient population is known to be resistant to available
therapies by virtue of genetic characteristics, past treatment history or known medical history.

-Could withholding an established effective intervention result in an acute emergency, death, irreversible disease progression,
prolonged non-trivial disability, or undue suffering?

-Are methods for reducing risk incorporated into the study design? For example: Research participants will receive appropriate
background care; or Placebo will be administered in combination with an active comparator, or The study design includes a
rescue arm; or The study utilizes a cross-over design such that participants will receive an active control at a pre-specified time
point in the study.

-Will research participants be part of a robust informed consent process, including being informed of the probability of receiving
an inactive intervention and therefore little-to-no benefit?

Standard of Care

-Describe the care that all subjects in the study will receive, regardless of what arm they are randomized to.

-If the care provided in the study does not conform to the local standard of care, explain why.

-Does the local standard of care differ from the global standard of care?

-If the study is being conducted in a low-resource environment, does the care provided to the control group match the local
standard of care, or the global standard of care?

-If the care provided is the local standard of care rather than the global standard, explain the ethical acceptability of the study.
Issues to consider include avoidance of exploitation, and the intended population that will receive benefit from the research
results.

Essential Element 3: Choice of Study Design

-Is the chosen study design adequate to answer the question defined by the stated objectives and hypotheses?

-Are the total number of assessments—and each assessment in a given visit—necessary and not overly burdensome?

-Although scientifically valid, does the design in any way compromise the individual or expose the subject to harm? If so, explain
and justify.

Essential Element 4: Choice of Subject Population

Population Selection

-Explain the scientific basis for targeting the specific study population.

-Are healthy subjects to be studied? This always requires acknowledgement in the ethical section.

-Is the subject population being exposed for the first time? A first-in-human (FIH) study whether in healthy subjects or with
patients as subjects always carries special risks that should be justified. Other groups eligible for a therapy will have to be
studied for the first time and may need special consideration (e.g., women of child-bearing years, the elderly, individuals with
significant co-morbidities).

-Is there substantial understanding of the use of the drug or therapy in the proposed population? Is the proposed subject
population already well-studied? No discussion in the ethical section may be necessary.

-Are the subjects selected to participate in the research representative of the population most likely to benefit from the research?

-If either vulnerable populations or special / unusual populations are included, their inclusion should be justified.

Vulnerable Populations

-What is the scientific justification for including the specific vulnerable group?

-What are the inclusion and exclusion criteria specific to the vulnerable population and their rationale?

-Explain how the vulnerable group is appropriate for answering the scientific question.

-What are the steps taken to protect individuals who may be subject to undue influence due to diminished capacity to consent to
participation?

-Explain the risks and potential for direct benefits to participants.

-Is the targeted group of subjects already burdened by poverty, illness, institutionalization or age? While the regulations establish
a minimum, additional considerations must be addressed to ensure ethical conduct of research.

-If so, are there procedures in place to ease those burdens by providing housing or medical care for example?

-Will measures be taken to minimize risks for vulnerable subjects? For example, if an elderly population is targeted for a study of
the benefits of moderate exercise, will measures be taken to ensure the safety of the exercise equipment?

Recruitment

-Will it be effective in attracting the targeted group?

-Will it be effective in attracting a representative group of volunteers?

-Efficiency, often cited as a key factor in country selection, is not considered an ethical justification for selection of a p opulation,
country or region.

Essential Element 5: Potential Benefits and Harms

-What are the risks to human research participants that are beyond minimal risk or that require specific attention?

-What steps have been taken to minimize or to mitigate risks?

-What risks will immediate others or the community be exposed to from the conduct of the research, if any?
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-What benefits accrue to the research participants, if any? If there will be no benefits, what justifies asking the potential subjects
to participate?

-What benefits will the community receive from the conduct of the research, if any?

Essential Element 6: Informed Consent

-Describe the informed consent process including whether there are any special challenges or considerations, especially if there is
a significant potential for coercion or undue influence of study subjects.

-If translation of consent document(s) is required, describe the process including whether family member can serve as an
interpreter.

-Does the Protocol allow for the requirement of obtaining informed consent to be waived? If so, please describe the
Justification/rationale.

-Indicate if there are any challenges foreseen with regard to the documentation of informed consent:

-If many or most of the study participants are expected to be illiterate, please describe how consent will be documented.

-Does the Protocol allow for the requirement for documentation of consent to be waived? If so, please describe the rationale.

-Will short form consent be utilized?

-Will local ethics review board approval(s) of the consent document be required, in addition to review by a central IRB/EC?

-If the study is being conducted in a region where there is no local independent ethics review committee available or planned to be
involved in the Study, has there been consideration about using a Community Advisory Board (CAB) to review the consent
process? If so, what is the role and composition of the CAB?

-If the research involves individuals incapable of giving their informed consent, describe whether the protocol contemplates
special procedures, such as surrogate consent for the participants.

-If the research will target or involve children, please indicate whether child assent is required and whether the permission of one
parent is sufficient or both parents must give their permission.

-If the study involves recruiting “vulnerable” populations (such as a cognitively impaired population or an illiterate population,
or an economically deprived population), describe additional requirements for ensuring their willingness to participate in a
research study may not be unduly influenced.

-If the research will involve the use of biological specimens, a separate consent may be needed, especially when secondary use of
these samples is a possibility. Please indicate if the need for a separate consent has been considered and if one is to be used.

Essential Element 7: Community Engagement

-Identify relevant community(ies) and local partners in research.

-Describe plans for community consultation in protocol development.

-Describe plans for community involvement in consent process and drafting of informed consent document.

-Describe plans for community involvement in research conduct.

-Discuss plans for access to data and samples.

-Describe plans for agreement with the community on dissemination and publication of trial results.

Essential Element 8: Return of Research Results and Management of Incidental Findings

-Address any planned disclosure of general (aggregated) research results (GRRs), e.g., such as posting of research results on
ClinicalTrials.gov.

-Address any planned disclosure of individual research results (IRRs) to subjects and the criteria or framework under which IR Rs
will be evaluated for returnability (or justify a “no return” approach, if applicable).

-Address any planned disclosure of incidental findings (IFs) to subjects and the criteria or framework under which incidental
findings (IFs) will be evaluated for returnability (or justify a “no return’ approach, if applicable).

-If appropriate, include any proposed referral policies (i.e., for confirmation of the IRR or IF and/or any necessary clinical care
that might flow from the finding).

-Describe whether participants will have the ability to opt-in or opt-out of receiving IRRs and/or IFs, and any circumstances in
which a participant s stated general preference to receive results will govern and/or a participants preference not to be informed
of IRRs and/or IFs will be overruled.

Essential Element 9: Post Trial Access

-What are the plans, if any, to provide study subjects with continued access to study interventions or continued access to other
types of healthcare treatment or benefits after the study ends?

-What are the plans, if any, to provide individuals other than subjects with access to study interventions or continued access to
other types of healthcare treatment or benefits after the study ends?

Essential Element 10: Payment for Participation

-Is the compensation being offered beyond reimbursement for expenses? What is the justification?

-Is there reason to be concerned that the decision to participate is overly influenced by the compensation offered?

-Is the compensation approach adequate to allow participation of groups that might be underrepresented? Are minor children
acknowledged for their participation?

Essential Element 11: Study Related Injury

-In determining how to handle study-related injury or impairment, consider: What are the local legal requirements?

-What is the institutional policy?

-What are the funder requirements/permissions?

-What are the ethical considerations?

-What will count as a qualified harm (e.g., physical, psychological, economic, social, or other injury)?

-Is it necessary to distinguish between injury (short-term, resolvable) and impairment (ofien longer-term, potentially manageable
but not resolvable)?

-What injuries will be considered “related” to study participation, on what standard, and who is responsible to decide?

-How will compensable injuries be distinguished from harms that might be linked to the subject’s underlying medical condition?
Will there be any appeals process?

-Will accommodation be made regardless of fault?
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-Will accommodation cover only the provision of/referral for medical treatment, or also free care (i.e., payment for treatment)?

-If free care is provided, what limits are there (e.g., time limits, monetary limits, etc.)?

-Will accommodation cover only medical care or also additional compensation, e.g., for lost wages, dependent care, pain and
suffering, etc.?

-If accommodation is provided, who is responsible for payment, e.g., research institution, sponsor; etc.?

-Must the injured subject utilize existing insurance coverage first?

-What process should a subject follow in the event of injury?

[ITivaxog 1] ITHITH: Essential Elements of Ethics: Points to Consider Checklist (The Global Health Network).

Ot gpeuvntég opeilovy va akoiovBodv ta mpdtuma T NOKNGg TG Epevvac. Eivar mold onuavtikod
VO GUUUOPPOVOVTOL UE TIG NOKES 0PYEC MOTE VO TPOGTATEDGOLV TNV OEIOTPETELD, TO, OTKOUMLLOTOL
Kol TNV €unuepios ToV GUUUETEXOVTOV otV épevva. (Research ethics govern the standards of
conduct for scientific researchers. It is important to adhere to ethical principles in order to protect
the dignity, rights and welfare of research participants, WHO)

o v mpootacio TV GUUUETEXOVTOV GE KAMVIKEG HEAETEC, OL EPELVNTEG OPEILOLY Vo TnpovY 7
Baowég apyéc (NIH-“Research ethics: How to Treat People who Participate in Research” An
introduction to seven principles for ethical research): (Emanuel E, et al., 2006)

1.Kowwvikny Aéio (Social value): H pelétn mpémnet va odnyel o€ amoteAéGHOTO TOV PEATIOVOLY TNV
vyeia 1 ™V ToOTNTo {ONG TOV GUUUETEYOVIOV £ITE e AUECH amOTEAEGLOTA ToonG €lTe Le EPpEcal
OTOTEAEGLATO TTOV 001 YOVV G VEEG LEAETEG

2. Emomuovikn Eykvpomyra (Scientific Validity): Mo khMvikn pelétn mpémetl va oyedialeton yio va
OTOVTIOEL OE L0 GUYKEKPIUEVT EMGTNHOVIKT ep®dTNoN. [Ipémetl va vdpyetl o KoAQ TEKUNPLOUEVN
vdOeong yw vo omavindel mov vo odnyel o€ TEPATEP® EMGTNUOVIKY] YVAOGCN. XTOV GYEOCUO
TPEMEL VO OMOPEVYETOAL TO CLOTNUATIKO caipa (Bias). Kavéva meipapa dev etvor 100% £yxvpo,
OAAG o1 EpeVVNTEG 0QEIAOLY VO 6YEAALOVY TO TEPAUOTAE TOVS VA, Vot OGO TO OLVATOV T EYKVPOL.

3. dikoun Emiioyn Zouueteyoviwv (Fair Subject Selection): Ot gpeuvnTég TPEMEL VAL KAVOLV dikain
emAoyn ovppetexdvimv. Opeilovy va cuumepthapavovy OAEG TIG OUAOES ATOU®V, TOV UTOPEL Vo
OEEAB0VV amd O CLYKEKPIUEVN UEAETN KOl VO OIKOIOAOYOVV EMIGTNHOVIKA TO GTOUO 7OV
anoppintovv. Emiong opeilovy va amopeuyouy va «pnooTolodv» OpddEeS aTOU®mY UOVOV ETELON
elval evdlmTteg (Y £YKAEIGTOVG GE 10pOLOTAL).

4.Octikoc Aoyoc Opélove-Kivodvov (Favorable Risk-Benefit Ratio): Ta opéln mov amokouilovv ot
CUUUETEYOVTEG /KO 1 KOWW®VIO TPETEL VO, VITEPTEPOVYV TOV OTOLOVONTOTE KIVOLVOL GTNV VYEiD TV
CUUUETEYOVT®V. AKOUA KOL 0V OEV VITAPYEL AUEGO OPEAOG TV GUUUETEYOVIWV, Ol LEAETEG Ba TPEMEL
VO OOQEPOVY CNUOVTIKA OQEAN OTOV KOWMVIKO Tepiyvpo tovg. Ot gpeuvntéc opeilovv va
EAOYLOTOTO0VV TOV KIVOLVO Kol VO TPOGTUTEVOVY TOVS GULUETEYOVTEG.

5.Avelaptntn Ac1oldynon (Independent Review): T va OepnBel 0w pio KAvikn pHeAétn, mpémnet
va €xel aglohoynOel kon eykpfel amd o AveEaptntm Apyn Aeovioroyios. Me avtd tov tpomo,
ATOPEVLYOVTOL GUGTNUATIKG GQdApaTe (Bias) Kor 1 HeAETN YiveTol TO €0KOAO OMOJEKTH OO TOV
mAnBucpd.

6.2vvaiveon kotomy [1inpopopnanc (Informed Consent): Kavéva dropo dev pmopei va GuppeTdoyst
o€ KMVIKN] HEAETN av OgV VIOYPAYEL TPMOTO TO EVTLTO CLVOIVESTG KATOTY TANpPoeoHpNons. O
EPEVLVNTEG OPEIAOVY VO EVILEPMDGOLY TOV GUULETEXOVTO Y10 TNV KAWVIKY LEAETT), TOLG KIVODVOLS Kot
TO. OQEAT] TOL UTOPEL VO ATOKOUIGEL, TIG VITOYPEDMGELS TOL Kol TUYOV AAAEG emAoYEG. O cuupETEY®V
TPEMEL VO KATAVONGEL KOAQ OGO OVOPEPOVTOL GTO EVTILTO, VO KAVEL EPOTNCELG KOl VAL TTAPEL OLEG TIG
OTOVTNAOELS, Kot TEAOG va vtoypawyel To évtumo. H ocvppetoyn sivor e0eAovTiKn Kot 0 CUUUETEX®OV
UTOpEL VO OMOYWPNGEL OTOLAONTOTE OTIYUN amd TNV HEAETN Ywpic va otepnbel Tov dikowpudTmv
TOV Y. GAAN Oepameio. Av 0 CUHUETEYOV OV €lval KOVOG VO KOTAVONGEL TO évTumo 1 givol
aVIAIKOG, TOTE M cvvaiveon divetal omd To ATOUO/0 TOL £XEVOLV TNV EMPEAEL 1 £XOVV OPLOTEL
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OKOOTIKA £POGOV KOl O GUUUETEX®V OMGEL TNV £YKPION TOL GTO HETPO 7OV gival duvatdv va
KOTOVOT|OEL.

7.2efaouoc mpoc tovg ovuucteyoviee (Respect for Subjects): Ouv gpgovntég oéfoviar Tovg
GUUUETEYOVTEG EPOGOV: -TPOGTATEVOVY GUVEXMDGS TNV LYEID TOVGS, -TPOGTATEVOVY TO TPOCOTIKA TOVG
dedopéva, -TOVG EMTPENTOVY VO AtocLPHOVY OTOOOTOTE GTIYUY|, -TOVG EVIUEPDVOVY GUVEXMS Y10
véa Oedopéva OV TPOKLTTOVV Kotd TNV deloymyn ™G pekétng, -powpdlovrar poali tovg To
OMOTEAECLLOTO TNG LEAETNG

B.2. IIpoBinpatiopoi Yoo TOTOVS VEOTAUGNATIKAOV 000evaOv & vofadpo oe gvmadeic
nin0vopovg

Boown mpoimoleon: No. amopevyOsi 0 oTIyUOTIONOC ATOUMY 1] OUAIAS GTOUMY OO THY KOLVVIO. H/Kal OT0
10V YeViKO TAnBvouod omov avijkovv. No. amopevyfovv otepeotoma i «etikétecy (labeling) oyetikd pe ouades
TAnBvouwy, my. uelovotnTeg H TANOBVOUOL O AVOTTVGOOUEVES YWDPES, TOD CUUUETEYOVY O KAIVIKES UEAETEG.

B.2.1. Evnaf¢ic tAnBvopoi
Me 1ovg Opovg «evmabeic ouddecy Ko «evmabeic TANOvoHODy oTIg KAWVIKEG peAéte cuvnBmg
avVOQEPOLOOCTE GE VTO-OUAOES UG KOWVIOG 1 €vOg TANOLGHOD Tov €xouv avdykn omd €1Kn
QPoVTidn Kot TpooTacio €iTe ENEWN 0EV UTOPOVV VO TPOGTATELGOVY Ol 10101 TOV €0VTO TOVG, £ite
emedN 0ev eivan eAevBepot vo amopacicovy.

Ot Baoikéc katnyopies, oTig omoieg avapépovTal, lval Kotd Kvplo Adyo ot TapaKiTo:

-Avilkot, Tandd, Ppéen, EuPpua (akoOpa Kot Kotd TV EEOCMUATIKT YOVILLOTOINGT)

-I'vuvaikeg og avamopaywykn nAkia, eykvpovovseg kKot OnAdlovoeg

-HAuiopévor ko vrepiiikeg

-Atopa pe EOKES OVAYKES, LEIMUEVNG PUOTKNG 1)/K0 TTVELLLOTIKTG TKOVOTNTOG

-Atopa Yo UNA0D HOPPOTIKOV EMTEOOV

-Atopa o€ eMElYOVOEC KOTAOTACELS, GE KMUA, e YPOVIES aviateg aoBéveleg 1 o€ TEMKO TS0
-Nopddeg, LETAVACTEG, TPOCPVYES, ATOUO KOIVOVIKE OTOLOVOUEVO-CTIYLATIGUEVO AGY® GUAOL,
6€EOVOAKAOV TPOTIUNGEMV 1] GAL®V 1O10UTEPOTHTOV

- Aoteyot, dvepyot, dropa pe yoUnAd e1660MUa 1] TOL ACUPAVOLY TPOVOLUKE ETOOLOTOL
-OVAOKIGUEVOL, GTOLO GE OPPAVOTPOPELQ, YNPOKOUEID KO YEVIKA GE LLEPT) TTOL GTEPOVVTOL ATOUIKNG
elevbepiog

-Atopa og e&dptnomn and Kamolov emayyeApatio vyeiog eite amd 10 KOPog ToL gite amd POPo OTL, av
apvnBovv, Ba otepnbovv Kabe 1tpikn Pondeia kot Oepameio

-Oountég, VTAAANAOL, GTPATIDTES KoL YEVIKA ATOUO EEOPTMUEVOL OO OVATEPO LEPAPYIKA GTEAEYN
-Yyeic eBelovtéc

Kéfe pia and tig mapamdve kotnyopieg pmopel va yopiotel 6e VIo-opddes o€ Evav ateleimto
KATAAOYO amd TEPIOTACIUKES KOTAGTAGES OOV KABe dtopo givarl duvatdv va BempnBel «evmadécy
oe Kdmow cvykekpévn otypn| g Long tovg (circumstance Vulnerability, also referred to as
“situational Vulnerability”)

B.2.2. Evno0gic mAnfvopoi kon kKhvikéc peréteg
Avctoymg ot gvmabeic mAnBucpol cuvnBwg anokieiovtatl and TG KAVIKES UEAETEG LE OMOTEAEGLLOL
Vo VTdpyEL EALEWYN OMOTEAEGUATOV GYETIKA pe TNV TPOANYT, ddyvoon Kot Beponeio acBeveidv
OV UTOPEL VO TOVG EMNPEACOVV. ZAV OTMOTEAEGHO, OEV VIAPYOLV EMOPKT GTOLKElD OTIG £VOEIEELS
gykpiong kamowag Oepamneiog, mé@tovv oy Katnyopia «off label use» kot eE0povvTol amd OQEAN
™ Anuootag Yyelog. To avtd ko tedevtaio ov odnyieg g CIOMS (Council for International
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Organizations of Medical Sciences) tovilovv 0Tt «0 0mMOKAEIGUOG €0IK®OV gvmabdY TANBLGUOV
TPENEL VO outioloyeitawn (the exclusion of especially vulnerable populations must be justified) xoi
attoAoyio amokAEIGHoV va PacileTol o€ KOAL TEKUNPIOUEVO ETGTHIOVIKO AOYO

KéBe gumabng opdda €xel T O1KES TG WO1UTEPOTNTEG KOl AVAYKEG, Ol OTOIEG TPEMEL Vo ANeOovV
VITOYT TOGO KATH TOV GYEOGUO M0 KAVIKNG HEAETNG 000 Kot Katd v ektéheon tg. A&ilel va
toviotel 0TL M| Tpootacia TV evnabmv TANBLoUdV oTIC KAMVIKEG peAéteg elvarl evBOvn Ohwv TV
aTOUMV TOL £pyovTol gite oe dueon eite og éupeon emapr poll toug oynuotilovtag pio «aAvcida
npootaciagy (“chain of protection”) (Mermet-Bouvier, Whalen, 2020), n onoia cupmeptlapfavet:
-Tov Xopnyd, vy 710V evaicOnto oyedacpd TOLv  TPOTOKOAAOL KoL  TO  KPLThplo
EVTOENG/UMOKAEIG OV MOOTE VA ameLBVVOVTOL GTOV TPOYUATIKO KOGHO

-tov CRO, mov givar vrevtBouvog/n va evuep®OEL Ta EPELVNTIKA KEVTPA EK LEPOVS TOV YOPN YOV
-mv Emupony) Agovtoroyiag, mov Ba eykpivel 10 TPOTOKOAALO Kol TNV SdKAGI0 TPOGEYYIoNG
evmaddv TAnBvoumv

-t0 Epguvntikd Kévrpo yua 115 dradikacieg mpocséyyiong evmaddv TAnbusuoy.

H ovppetoyn tov evmabov mtinbuopudv otig KAMvikég PeEAETEG eivarl TOADTIUN Kot Ogv TPEMEL val
Bewpeiton og eundoo. H a&la g cuppeTorns Toug mapeyel oTig KAVIKEG perétes: Emomnpovikn
A&ia (eyxvpotnra kooptng-cohort), Kowwvikny AwaiocOvn (évtaln ovumpoowmevtikod Oeiyuatog
wAnBoouod), Houm A&ia (avlpamivy ovtiuetwmion)

B.2.3. Neomhoopotikoi acOsveic kot kKivikég neréteg

O oykoloywol acBeveic ypnlovv edkne Mg petayeipong otig kMvikée perérec. To Paocikd
0éna epotong elval katd moécov Bo mpoAdPel va weeAndel o 1010¢ o0 cvupeTéywv omd To
OTOTEAECLATO TG LEAETNG. ZT1V TAELOYN QIO TOV OYKOAOYIKAOV KAVIKOV LEAETMV Ol GV UUETEXOVTES
vroPdAlovior 6e VYNAO pioko (GyvooTteg TOPEVEPYEIES, VYNAN TOEIKOTNTO, KAT) £VOVTL TOV
OPEALEIDV Kol KLPIWG YPNOUOTOI00VTAL OG HLEGO Yia vo. amavinOel Eva emonuovikd epotnua. [a
10 AOYO avtd, TP {NTHCOVLE ad TOLG OYKOAOYIKOVUS 0GOEVEIS VO GUUUETAGYOVY GE OTOONTTOTE
KAMVIKT PEAETN, Tpémel va. elpacte Giyovpotl 6Tt To epdTNUo 0&ilel va depeuvnBel kon Ol Exovpe
APer 0o To avaykoio HETPO MOTE VO TMEPLOPICOVLHE OTO €AGYIOTO dvVOTOV TO Kivouvo
TOPEVEPYELDY Kol TOEKOTNTOG O6TOVG ovppetéyovteg acbeveic. Emiong n mapoakoiovbnon tov
acBevov cuveyileTon Kot LeTd TO TEAOG TNG LEAETNG €ite O1 0o0eVEIC EXOVV OAOKANPDOGEL TV HEAETN
elte &yovv amoocvpbel yo dpopovg AOYous (amdpaocr acbevolc, amd@acn epgvvnth, CAAOYN
Oepancioc, k.0.) Ta MOwd SMANuaTO Kot 1 Tpootacio. TV achevodv TPEMEL vo TNPOOVTOL UE
eVAGPel amd TovV oYedoHd, Katd TNV OdpKeln Kol PETO TO TEAOG NG KAMVIKNG peAétne. O
ePELVNTNG £xel MOIKN VIOYPEMON VO EKTIUNGEL TV ACPAAELN TOL A.0HEVOVG KOl VO TEPUATIOEL
OKOUOL KO TNV KAWVIKT] HEAETN av Kivouvevet 1) (on Tov egattiog Tov SoKIUaLOUEVOV GKEVAGLOTOG.
Kopia klvikij pelétn oev umopei va eivar vmepdve tHs id1ag TS {onG.

H @don I t@v oykohoyik®v KAVIKOV HEAETOV S10pEPEL Ao TIG GAAES YTl TPOYLOTOTOEITOL GE
acBeveic kar Oyt og vyielc eBehoviés. Avayvopiletor g «teot to&ikomtacy ( “toxicity tests” ),
Kot Bewpeitar OTL YEVIKA deV TPOCOEPEL OPEAT] GTOVG GUUUETEXOVTEG EKTOC OO TO VO OPIGEL TIg
avemBOUNTEG EVEPYELEG TOV OKEVAGHATOC VIO doKun. H wioutepdtnta Tov 0yKoAoyikdv aclevav
Kaf16td oA dvoKoAo va kabopiobel N Méyiotn Avektr| Adon (Maximum Tolerated Dosage-MTD)
KLPIG AOY® NG d1POPAS AVTIOTOKPIoNS TV acBeV@V 6T0 VIO dokiu okevacua. Kdamoleg popég
po amodtopn avénomn g 60ong pmopel va amoPfel axdpo kol potpaio yio Kamowovg aceveig. I
aLTO KOl Ol EPEVVNTEG 0PEIAOVY VAL Etvat TOAD TPOGEKTIKOTL Kot VoL TPOYWPOVV Pyl Kol e GUVEST
omVv otodwKn ovénon ¢ 0o6ong KAtL mov umopel va mpokaAécel KoBLOTEPNOES OTNV
otafepomoinom g cvvictoOpevng 600ng (Recommended Dosage -RD) yw. v endpevn edon I1.

v o¢don II maipvoope 1o TPAOTO OMOTEAEGUOTO TNG OMOTEAEGUOTIKOTNTOS TOL LIO OOKLUNV
okevdopatog («a phase Il trial to obtain preliminary evidence of efficacy») Ko vk cvveyileTon
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0 EAEYY0G TOEIKOTNTOG. XTI OYKOAOYIKES KAMVIKEG HEAETEG, O PLOUOG ATOKPIONG TOV VO SOKIUNV
OKEVAGLOTOG (POl KOt 1) ATOTEAECUATIKOTNTO TOL GVVNO®G EopTdTal omd T0 6TAd0 TNG VOGOL TV
acOevav («the response rate is usually very dependent on the disease severity of the population of
patientsy). To, TPOTLTO. AVTATOKPIONG OEV UTOPOLV VA, YEVIKELOODV GTOVG 0YKOAOYIKOVS acOeveic
Kot auTd dnpovpyel TPoPARHATE ®C TPOG TOV XPOVO ANENG TOV KAMVIKGOV HEAETOV KOOMDS Kol G
TPOG TNV EYKLPOTNTO TWV OTOTEAECUATWOV TOVGE.

Meydlo diAnpupa otig KAvikég peAéteg pe oykoloykovg acbeveic amotehovv ot RCTs (pdon III),
6mov ot acBeveic yopilovtol Tuyaio o€ opddec. H emotnuoviky kowdtnta dtyaletal oYeTikd pe Ty
nown xprion T@v RCTs otig oykohoyikéc kKAvikég peréteg. O dpog mov glvar yevikd amodeKTOS Kot
ocuvnBwg ypnoonoteital otnv doun pog oykoroywkng RCT, ivor 1 «kAvikn wooppomion («clinical
equipoise») OnA 6tL vapyel afefordoTnTo av T0 SOKIUALOUEVO GKEVAGHA EIVOL OVDTEPO, KOTOTEPO
N 10odVVapO [E TNV evOedelypévn Bepaneio omodte Bewpeiton nOikd va tvyoortomBovv acbeveig oe
omowdnmote opdoa ( Hamilton, E. & Peppercorn, J, 2011). Tlog Opmg umopeig va £xe1g 16000OVOES
opndoeg og oxéomn pe To PUAO, TNV NAKia, TV BvoTNTa Kot PUOIKE TO 6TAd0 TG VOsov; Tt yivetan
pe tig mapevepyete kot v towdtnTa; Kot T yiveton av dev vapyet 1om evoederypévn Bepameio
(standard of care); Mnopel va. ypnoyonombei placebo cav control group; O pdévog tpdmog mov
umopel va ypnoiponmombel 1o placebo oto control group otig oykoAoywkég pehéteg eivor cav
ocvunAnpopatikd oto standard of care. H ypnon uovov tov placebo cav control group Oswpeiton
avijOiky GTIS 0YKOAOVIKES KAIVIKES HEAETEG.

[ToAAol emotipOVEG TPOTEIVOLV VO YivovTOon 0YKOAOYIKEG KMVIKES peAéteg TOmov @dong I/11 fy TI/1IT
v va, AvBovv kamota amd Ta mopomdve tpoPAnuata. Kamolor pdeta mpoteivovv va Eektvodv ot
RCTs and v @don II kot pe evdlapueceg avaloelg (interim analyses) TV KOTOANKTIKOV onUei@V
0€ OLYKEKPIEVA Ypovikd dSwoothinate va mpoywpovv o RCTs ¢dong I dote va vadpyovv
TEPLGOTEPO dEdOUEVO KOOMDC Ko va, petmBel To vymAd Kdotog deEaymyng Toug. H avamtuén tov
Blodeiktdv Ko TV okevacudtov mponyuévey Bepareimv (ATMPs) Bo emeépel TOAAES aALOYEG
0TOV GYe010GUO Kol 0TV JeEaymyn TOV 0YKOAOYIKOV KAVIKOV HEAETMV, OAAA Elval TOAD vopic yio
eEoyBovv axpipr cvoumepAcaTa.

H gdon IV 1 adaacg «Phase 1V clinical trials: What else do we need to know?» (American Cancer
Society, Types and Phases of Clinical Trials ) Tov 0yKoAoyiK®V KAMVIKGOV HEAET®V dlevepyeiTol LETA
mv &ykpion and Tig PuOotikég Apyég Tov vEou oKeLACUATOC. AKOMO KOl LETA TNV £YKPIOT) TOV
TOAMA  epoThpato péEvouv va  amavinbodv. H omoteleocuotikdétnta (effectiveness) tov o€
TpayHatikég ovvOnkec (real world evidence) ce peyoahdtepo PEPOG TANOLGHOV Le ddpopa GAA
OLVOO(G VOGTLOTO Kol Ol OTO TPOCTATELUEVO TEPIPAAALOV TV KAViK®OV peAetdv. H avadeitn
OTAVIOV TOPEVEPYEIDV TOV OVOKOADTTOVTOL LE TNV TTAPOd0 Tov Ypdvov. Kot 10 kuptotepo OAmV,
pmopet va petpndel n amotelecpatikdOtnTo TV GTNV ModTNTA LMNG TV acbevdv péca oto id10
TOVG TO TTEPIPAAAOV, TNV KOWVOTNTO, TOV TOMTIGUO Kot TiG a&leg TOvG.

B.2.4. ITowotnra Lomg
Amd to 1998 (emarporomOnke 1o 2012), o ITIOY e&éowae 10 eyyxepioro WHOQOL User Manual
oav 0dnyd pétpnong oebvag g mowwtag (Mg Tov acbevav, pe oefacud oTIC 1WO1UTEPOTNTES
TOV SAEOpPOV AodV & QLADOV, KOAVTTOVTAS TO KEVO TV petpiicemv otnv vyela ("the missing
measurement in health"). opewva pe tov IIOY n @povtida g vyelog eivon o avOpomiotikn
cuvaAlayr 6mov 1N evlwia Tov acbevoig eivar o TpwTapyKdS oromds. Opilel v oot {Ng
ooV «TPOCOTIKY avtiinym g (ong o€ oyéon pe tov moMtiopd Kot 115 a&ieg oto mepPdAlov mov
Couv ka1 G GLVAPTNON LLE TOVG GTOYOVG, TIG TPOGOOKIES, TO TPOTLTA, TIS avNovyieg Tovey ( Quality
of life is defined by the WHO as “individuals’ perceptions of their position in life in the context of
the culture and value systems in which they live and in relation to their goals, expectations,
standards and concerns 7). Mg avt0 10 £yyeidio, o IIOY divel eniong ueoon 6Tov opioud Tov
v Vv vyela : «A state of physical, mental and social well-being, not merely the absence of
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disease and infirmity»

Kvping otig oykoroyikésg kKhvikég perétec, 1 modtnra {mNg TV achevdV Tov GUVOLETOL E TNV
vyeio («Health-related quality of life-QoLy») givolr ToAd onuavTiky] €01 0TV Uit OYKOAOYIKN
KAMvikny perétn dev amockomel og {oon tng acbévelng oAAd o€ TOPATAcT TOV TPOGOOKIUOV TNG
CoMg. AvoTuy®G GTIG TEPIGGATEPES OYKOAOYIKEG HeAETEG 1 woldTnTa {ONG HETPLETAL LOVOV KOATA TNV
dupkela g Bepameing Kot Yo KATO0 WKPO ¥povikod dtdotnua Hetd v Bepaneia. Xuvnbmg dev
HETPLETOL OTAV VTAPYOLV UETOCTAGELS H/KOL HEYPL TOV BAVOTO PE OMOTEAECUO VO UV VITAPYOLV
emopk ototyeio yio v oMk modtnta (ONG TOV 0YKOAOYIK®V 0c0evOV.

JAMA Network Open | Oncology Patient Experience Captured by Quality-of-Life Measurement in Oncology Clinical Trials

Table 1. Characteristics of 149 Studies That Induded Quality of Life in 3 High-lmpact Medical Journals,
July 2015 Through June 2018

Studies, No. (%)

On Metastatic, Advanced, On Nonmetastatic Cancer
Characteristic or Incurable Cancer {or Not Applicable)
Total articles, No. 74 75
Journal?
Lancet Oncology 40 (54.0) 25(33.3)
Journal of Clinical Oncology 31 (41.9) 42 (56.0)
JAMA Oncology 3 (4.0 B (10.7)
Years of publication
2015 12 (17.8) 16 (21.3)
2016 20 (27.0) 24 (32.0)
2017 26 (35.1) 22 (29.3)
2018 15 (20.3) 13 (17.3)
Quality-of-life assessments
During intervention®
Yes 66 (89.2) 38 (50.7)
No B (10.8) 37 (49.3)
At the end of intervention
Yes 33 (44.8) 35 (46.7)
No 41 (55.4) 40 (53.3)
After end of inbervention, during follow-up®
Yes 32(43.2) 49 (65.3)
No 42 (56.8) 26 (34.7)
At progression®
Yos 22 (29.7) 6 (8.0)
No 52 (70.32) 68 (90.7)
Mot indicated o 1(1.3)
Until death®
Yes 1(1.4) 4(5.3)
No 71 (95.9) 33 (44.0)
Mot indicated 2(2.7) 28 (50.7)
Quality of life as primary end point
Yes 202.7) 9(12.0)
Mo 72(97.3) 66 (BB.0)
Resules”
Positive 44 (55.4) 40 (53.3)
Megative 24(32.4) 31(41.3)
Indeterminate 4(5.2)
Intervention typa®
Drug 68 (91.9) 33 (44.0)
Eehawior o 21 (28.0)
Chemotherapy combination 1{1.3) B (10.7)
Radiation 3(4.1) 5 (12.0)
e 1013 1(13) Sp=o3
Other 101.3) 3(4.0) ©P= 0o
Owerall survival outcome® : ij z:
Primary 29 (39.3) B(10.7) ) i
Sacondary 30 (52.7) 26 (34.7) @ Numt‘\ersfornotinc.iicatedwzlstongreattoderive
ot 3 main cutcome 220 227 N ::::;;iu:;z:?:dnisc:?:smat patient’s quality of life
Notindicsted il(E-7) S Y was betiar in the intervention group.
1 JAMA Network Open. 2020:2(3).e200263. doi-101001jamanstworkopen 20200363 March 4, 2020 515

Downleaded From: https:/jamanetwork.com/ on 11/20/2020

[[Tivaxag 2] Haslam A., et al, 2020, https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2761989

Y1nv cross-sectional analysis “Patient Experience Captured by Quality-of-Life Measurement in
Oncology Clinical Trials” (Haslam A., et al, 2020), and T 74 peAéteg o€ UETOOTOUTIKO,
Tpoyopnuévo N abepdnevto kapkivo, mov dnpoctevdnkav oe 3 High - Impact Medical Journals,
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(IovArog 2015-Iovviog 2018) povov otig 22 (29,7%) petpndnke n mwowdtta {mNg otV Tpdodo g
vooov ko povov oe 1 (1,4%) petpndnke péypt tov Bdvato oe avtifeon pe v pétpnon g
nototTog {ong Katd v ddpkela g Bepameiog (66 peiéteg, mocootd 89,2%). | Hivakag 2] Xty
Ot avéAvon, avaeEpETat OTL TEPITOV O PGES Ol TIG LEAETEG GE LETACTOTIKOVG GUUTOYEIS GyKOLg
(pdon 3, peta&y 2010-2015) dev mepieiyav kabBOAOL amoterécpata and TV mototnTo {ONG TOV
acBevdv. Av kot elvar povo pio cross-sectional analysis kot meplopiletor oe  avagopég
CLYKEKPIUEVOV TEPLOOIKMY KOl  GUYKEKPYEVOV TOT®V UETPNCEMV, TO OMOTEAEGUATA  Elval
OmOYONTELTIKA. Xiyovpo yperdlovror Kot GAAEC avoADGES 0TO UEAAOV YO VA €YOVUE MO TTLO
OAOKANPOUEVT EIKOVOL.

B.2.5. Yvvaiveon kotomy evnuépmong (Informed Consent Form-ICF)
Baoikn mpoimobeon: o epevvntig opeilel vo eviuepmoel TANpwS tov aclevy) yio 0A00¢ TOLG
KIVOOVOUS Kal T0. TLOOVG, 0PEN THG KAIVIKNG UEAETHG, TIS EVOALOKTIKES Ocpameles, To. OIKALMDUOTO, TOD
Ka1 va givol olyovpog 0Tt 0 aobevis ovvourvel va GOUUETOOYEL ue eAeVBepn Podinan ywpic To ayyog
Ka1 Tov ofo mbavig amopprymg.

H nfum a&io tov kKAviKOv peAetdv og 0yKoAoykovg acbevelg Paciletar otnv eAedBepn cuvaiveon
Katomy evnuépwons tov acbevav. To évivmo ocuvvaiveong katdmy mAnpoeopnong (Informed
Consent Form-ICF) givan Baocwd €vtomo dote vo Oewpnbel og Ok n GLUUETOY] 0YKOAOYIKAOV
acBevov oe o KAk perétn. H wwitepdmra kamowwv acbevov givor 1 ameAmicioo 0Tt dgv
vrdpyel Oepamneio, o EOPog ™ «eyKaTAAEWYN G amd TOV 10TPO, av apvnbel, Ko n eAmida o6t Oa
TOYEL KOaAOTEPNC 10tpkng PonBetag, av cvppetaoyel. Kpioco onueio yu tov kébe epguvntn elvan
Vo, amo@UyeEl va «ypnoporomoey acbevelg teAkod otodiov ¢ HEGO omAd Kor povov Yo
TPOCMTIKT] TOV EMLTVYIOL.

Xoupova pe tov FDA (INFORMATION SHEET, Informed Consent, Draft Guidance for IRBs,
Clinical Investigators, and Sponsors), T0 €VTUTO GLVAIVESTG KATOTLV TANPOQOPNONG OEV ivar amAd
GUVAOVLUO TOL VO TAPEL KATO10G TV VITOYPOPY] TOV GUUUETEXOVTOG. ALTO €ivo LOVO HEPOG TG OANG
dwdwkacioc. To évtumo cvvaiveong KatoOTY TANPOPOPNONG CNUOIVEL VO dMOELS GTOV LITOYNPLO
OUUUETEYOVTO OKPIPEIG KO OVOAVTIKEC TANPOPOPIES VIO TNV KAWVIKT HEAETN, VO OIEVKOAVVELS TNV
KOTOVONOT TOV TANPOPOPIDV, VO TOL OMGELS TNV EVKALPIO VO KAVEL EPOTNOELS KOL VO TTAPEL CAPEIG
OTTOVTNOELS, VO, TOV OMGELS XPOVO VO GKEQPTEL v emBupel Voo GUUUETAGYEL KO VO, GUVEYIGELS VO TOV
dtvelg véeg mAnpoeopieg Tov TPOoKLITOVY KOTE TNV dtdpKew TS peEAETs. Kupiog o cvppetéywv
TPEMEL VO, KATAAAPEL OTL 1| CLVOAIVEGT TOL VO GUUUETACYEL OPEIleTOL TNV EAeVBEPT BoVANGT TOL
KOl UTOPEl VO OmoY®PNOEL OMOONTOTE OTIYUn TO emMOULUEl YOPIC EMATOGE ®C TPOG TNV
ocvveyllopevn Bepameia tov.

H Research Ethics Review Committee (ERC), WHO, éyet exddoet vrodeiypata ICFs dote Oheg ot
KMVIKEG pHedéteg va akolovBovv vymAd nbuca tpdtuma. [IIAPAPTHMA: A]

B.2.6. O poroc Tov kprtnpiov smigéwinotnroc otic KMavikéc nerétec (Eligibility criteria)

Ta kprmplo emhe&yomtog eivar éva kpicio pépog TV KAMVIKGOV doKmV kabhg tpocdiopilovv
oV VIO peAétn mAnbuvoud tov acBevav. («Eligibility criteria are a critical component of clinical
trials, as they define the patient population under investigation», USFDA, 2018). To kpunpw
EI0UYMYNG TPOGOoPilovy T YOPOKTNPIGTIKA Y10 TNV EIGOYMYN TOV ac0evOV 6TV KAWVIKY doKIUN
OM®G Ty OLYKEKPWEVA TOOOPLGIOAOYIKE YOPOKTNPIOTIKG TNG VIO peAET VvOcov, mAio
ocoppetexdvtov K.o. Ta kprrpla anokieicpov kabopilovy ta yopaKTNPIGTIKA Y10 TOV OTOKAEIGUO
acfevdv amd TV KAvVIK ok Om®mg cuvodd voonuota, Mon yopnyovuevn Oepameio, K.o.
(USFDA, 2018). IIoAd otevd kpunplo emAe§iudmrag pUmopel va odnynoovv o€ AdBog
OOTEAECUOTO OYETIKA HE TNV KOTOVONGON TG OYE0NG PICKOL-0QEAOVG TOL VIO  pEAETN
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OKEVAGLOTOG AOY® TNG OUOYEVELNS TV CUUUETEYOVIMV KOl TOV OTOKAEICUOD EWOIKMOV OUAO®V TOV
00 (PMNCILOTOCOVY TO GKEVLAGHO GTNV KoOnuepwvn wtptkn tpaktiky. [ToAd exktetapéva kprenpo
EMAEENOTNTOG UITOPEL VoL 001 YNGOLV GE TPOWPO TEPUATICUO TNG KAVIKNG SOKIUNG AOY® advvapiog
e€aymyNG COP®OV OTOTEAEGUATOV Y10 TV OTOTEAEGLOTIKOTITO TOL VIO LEAETT) GKEVLAGLOTOG.

To kprrpro emAeSipndmrog eyeipovv TOAAL NOKE SIMUUOTE GYETIKA LLE TNV GUUUETOYN EVTOODV
N/kar €WWKOV opadmv acbevav (kuplog madidv, €ykOimV, YNPITPIKOV 0cheVOV Kol ¥povia
TOGYOVI®MV) Kol 1 TAEOYNQI0 TOV KAVIKOV SOKIUMV TEIWVEL TPOG TOV OMOKAEIGHO Tovg. Oupmg
dropo amd TIG mOPOTAVED ouddeg Bo XPEOOTEL VO YPNOYLOTOGOVY KATOl0 ot TO GKELAGLOTOL,
otav gykplodv, ywpic va VITAPYEL YVAOOT GYETIKO LE TNV ACPAAELN KOl TNV OMOTEAEGUATIKOTITO
ToV¢ (docoroyia, avemBounteg evEPYELEG, K.0) GTOVG GLYKEKPIUEVOLS TANOvGHovG. o va peiwBet
060 10 duvaToV aVTOHS 0 Kivouvog, Kabe KAvikn dokyn mpémel va agloloyeitor Katd mepinmtwon
(“case by case”) amd €101kég emTpomEC NOKNG Kt dEOVTOAOYIOG LE TNV GLUUETOYN €EEOKELILEVOL
EMOTNUOVIKOD TPOSOTIKOD 0&tovtag 10m¢ €1KoLG OpOLG Y. TNV GULUUETOYN TOVG (OT™G
SPOPETIKN d0GOoAOYI, EWOIKE EVTLTTA GLUVAIVESTG, E0IKA PLAAASI KOTOVONONG TNG JEENYMOYNG,
K.00) KOl TUYOV OMOKAEICUOG CGLYKEKPYEVOV OHAd®V aTOU®V Vo dkooloyeitar Paciopévog oe
EMOTNUOVIKA amodedetypuéva Kpumpw. Emiong avampocappoyn tov kpuenpiov emAeSotnTog
TPEMEL VoL yivetal koh® OAN TV S1bpKeLd TNG KAMVIKNG OOKIUNG POGOV VITAPYOVY dEGOUEVA TOL TO
emPBarirovv.

AALOL AOYOL OITOKAEIGHOD ATOU®V a0 KAWVIKEG SOKIUES €fvarn 11 EAAEYT ETOPKOVG EVIUEPMOOTC, O
@OPog Tov «mePpapaTolmov» PacllOnevos €ite o€ KOWOVIKEC TEMOONGCELS €ite GE TPONYOVUEVES
«OKOTEWED) KAWIKEG OOKIUEG, M Ay e0KOANG TpdoPacng ota KéEvrpa delaymyng, n EAAeym
OIKOVOLUK®V TOPWV, 1 SVCKOMO TTopoyng Goag amd v epyacia, 1 EAAelyn cuvodwv (caregiver)
TV acfevov Kabhg Kol 11 «Kovpac» KAToumv aclevdv Kupiog ypoving tacyoviov. O vopodétng
opeilel va. 01ELKOADVEL TOVG aoBeVElC 0€ KATOES Omd TIG TOPATAVE TEPIMTOGES OMMG T.Y. M
wapoyn Pondetag /kor GuvoddV, 1 d1evkdAvven TPOSPacNS LeE TAPOYN OWPEAV UECHOV LETAPOPAS-
OOOVIG, TOPOYN EWIKOV OOEWDV amd TNV epyacio, K.0. ATO TNV TAELPE TOV TPOCHOTIKOD TMV
KAVIKOV SOKIUAOV EIVOL GNUOVTIKO VO DITAPYEL dlopdveln oxeTikd pe Toug Adyovg dteaymyng kot
KOAY EMKOWVOVIOL PE TOVS VTOYNPLOVE GUUUETEYOVTEC GYETIKA LE TNV CLUUETOYN TOVG N U1, TO
SIKAIDLOTA TOVG, TV TPOCTUGIO TOV dEGOUEVOV TOVG, TOVG TUXOV KIVODVOLS KOl To OPEAN amd Tl
OTOTEAEGUATO, OCTE VO, OTOKTGOVV TNV EUTIGTOCVVI TOVS OAAG Kol VO KOTAVONGOVY TOVE AOYOUE

TVYXOV GPVNONGC GLUUETOYNG.

210V oYed0GUO oG KAVIKNG OOKIUNG TPETEL VAL VITAPYEL L0 IGOPPOTIO TV KPUINPimV 100 YOYNG-
OTOKAEICHOV MOTE VoL ®PEANBel GO TO SLVATOV PEYOADTEPO UEPOC TOV YEVIKOV TANOLGLOV Kol Vo
amoPevyOel TVYOV LEAOVTIKO «KeVO Yvaonoy (“‘knowledge gap™) oyetikd pe v ac@AaAELn KOl TV
OTOTEAECLLATIKOTNTA TOV VEOU GKELAGLLOTOG.

Ot oykoroyég KAViKEG doKéEG Tapovuotdlovy 101aitepo evolapEPOV AGY® TG TOAVTAOKOTNTOG
TOV TEPIGGOTEPMV HOPPAV KapKivov, TG Wopopeiog Tov vd peAétn mANBvool Kol TV VTo-
OUAd®V TOV, TO OLPOPETIKA BepameLTIKA oyfUata, TNV avEnpévn ToEIKdTNTO Kol TO TPOPIA TG
ACQAAEWNG. AVGTUYMG OKOLLO KO GTIG OYKOAOYIKES KAMVIKEG LEAETEG OMOKAEIOVTAL OYKOAOYIKEG VTTO-
oadES AOY® TOV AVENUEVOL KIVOUVOL OO TNV GUUUETOYN TOVG.

Ot American Society of Clinical Oncology, Friends of Cancer Research kouw US Food and Drug
Administration cuvepydotnkov 1o 2017 Kot TPocsddpIGAV TOVG KOPKIVOLS TOL OmOKAEiovTot
ovyvotepa and TIg KAWVIKEG LeEAETeC:  brain metastases, minimum age for enrollment, HIV infection,
and organ dysfunction and prior and concurrent malignancies.(Kim et al, 2017). And v
TOPATAV® oudda epyaciog avayvopiomkay mhovd o@éAn Kot Kivouvol dlevpupévav Kprnpiov
eMAEWOTTOS 0TS oyKoAoywég KAvikEG pedéteg [IMivakag 3] . Emiong mpocdiopioav mbova
oYNUOTE KAWVIKOV doK®mv mov Bo peiovay mhovods Kivdvvoug amd To. OlEVPLUEVO KPLTHPLoL
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emie&uomrog [MMivaxkag 4]. O USFDA e&édmoe mpocpata (2019-2020) ko véeg cvotdoels-
odnyieg oyetkd pe kprtnplo EMAEEIUOTNTOG AGHEVOV GE OYKOAOYIKEG KAWVIKEG UEAETEC WE TOVG
TOPOTAVE TOTOVG KOPKivov, Tov onuaivel 6Tt kdmoleg opades vyniol Kivdbvov cuveyilovv va
eCapodivtar ywpic va avoayvopiletor mBovd Oeehoc omd KAmow VIO OOKIUN GKEHLOCUO
(Biproypagia 29,30,31,32,33)

Table 2. Benefits and Risks of Expanded Eligibility Criteria

Benefit and Risk

Patients and Physicians

Sponsors and Investigators

Benefits

Risks

Earlier access to investigational agents and expanded trial and
treatment options

More complete safety data, which can inform clinical use and
enable safe delivery if investigational agent becomes
commercially available

Availability of efficacy and safety data can inform weighing of
commercially available treatrment options across a broader
aray of patients and increase confidence in therapy selection

Earlier identification of drugs that may not be efficacious in
a particular patient population or that may cause more harm
than good

Limited data from small cohorts may not be adequate for clinical
decision making

Patients who are inherently sicker may have higher risk of
experiencing an adverse event as a result of the dug or
disease

Additional procedures for increased safety monitoring in some
situations may incur additional costs to patients andfor the
study

Additional resources may be required to ensure clinical and

Ability to generalize to real-world patients and potentially reduce
postrmarketing requirements

Faster accrual; more patients may be eligible at each site, which
may reduce the overall number of sites needed to
successfully complete accrual

Identification of potential safety issues during clinical trials may
facilitate early development of mitigation strategies, enabling
broader uptake after approval

Efficacy in traditionally understudied population could
potentially result in expanded marketing claims and provide
a differentiating factor between drugs of same class

More variability in outcomes: may require larger sample sizes
and inferences may not be as precise

Potential safety concerns: may require separate cohorts or
analysis plans and early stopping rules for excess toxicity

May complicate attribution of adverse events: consider
randomization and data from other drugs in class

Increased costs associated with additional cohorts, statistical
requirements, additional testing, or special expertise to
manage specific patient needs

research staff are capable of managing the additional patients
on study

[Mivaxag 3]ITHI'H: Kim, E., et al., 2017, https://deainfo.nci.nih.gov/advisory/ctac/1117/4-JournalClinicalOncology.pdf

Table 3. Potential Trial Designs and Considerations

Trial Designs and Considerations

Eary-phase trials

Expansion cohort restricted to a specific patient population (eg, pediatric and
elderly populations, patients with poor performance status, or patients
with active brain metastases).

Maximurmr-tolerated dose, dose-limiting toxicities, and pharmacokinetics
may be assessed separately in that population.

Serious safety issues could prompt the cohort to be closed without
compromising the entire drug development program.

Results in eardy phase can inform the decision as to whether and how to
include (or not) the patient population in later phase trials.

Later phase trnals

Simply expand eligibility criteria to include a specific patient population
{may be appropriate for patients with pricr and concurrent malignancies,
brain metastases, or HIV).

Allow broad enrollment while restricting primary analysis to defined patient
population.

Protects integrity of trial while enabling data collection in broader
populations.

Data may be helpful to inforrm safe clinical use in realaworld patients.

Expand trial eligibility to include a specific patient group, but stratify
enrollment such that the traditional subset and the special subset are
randomly assigned separately.

May be appropriate when early-phase data show that special subset can
tolerate drug but only at a lower dose orwhen life expectancy is shorter in
special subset

Consider adaptive designs where trial is expanded or restricted based on
initial data and recommendations from a data safety monitoring board.

Initiate a companion protocol restricted to a specific patient population.

Similar to expanded access protocols, may only include safety monitoring.

[Mivaxag 4] TIHCH: Kim, E., et al., 2017, https://deainfo.nci.nih.gov/advisory/ctac/1117/4-JournalClinicalOncology.pdf
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B.2.7. O poAroc TOv screening

10 CCI (Commission on Chronic Illness) Conference on Preventive Aspects of Chronic Disease,
(1951), 860nKe 0 opiopdg Tov screening wg "the presumptive identification of unrecognized disease
or defect by the application of tests, examinations, or other procedures which can be applied
rapidly. Screening tests sort out apparently well persons who probably have a disease from those
who probably do not. A screening test is not intended to be diagnostic. Persons with positive or
suspicious findings must be referred to their physicians for diagnosis and necessary treatment.”
(Chronic illness in the United States: Volume 1. Prevention of chronic illness, Cambridge, Mass.,
Harvard University Press, 1957).

To 1968 o IIOY &&édwoe 10 PPrio «PRINCIPLES AND PRACTICE OF SCREENING FOR
DISEASE» (WILSON, J., & JUNGNER, G.) omv cegipé WHO, Public Health Papers, N.34, 1o omoia
OTTOVTOVV G GUYKEKPLLEVO EPMTALLATO Y10t TNV VYELQ TOV EVOLPEPOVY HEYAAO EVPOG AVAYVOCGTAOV. XTO
BipAio, o TIOY divel Tov Bewprnrticd optopd Tov screening cov «uo Oavpdacio pEfodo KaTamoAEUNoNG
g acBévelag, epdcov Ponbaet oty £ykoupn aviyvevon tng kot divel v dvvatdtto Bepomeiog
pwv va yiver emkivovvn yio v Kowotntoy («In theory, therefore, screening is an admirable
method of combating disease, since it should help detect it in its early stages and enable it to be
treated adequately before it obtains a firm hold on the communityy). [I[livakag 5] H 6smpia BéPora
Slpépel TOAD Oamd TNV TPOYHOTIKOTNTO, OT®MG OovoPEPETAl TopaKAt® oto Pipiio, Otav
aVOPEPOLLOCTE GE OVOTTUGCOUEVES KO OVOTTUYUEVEG YDPES, OALA aKOLO KO EKEL VTTAPYOLY GTAdIN
OT®MG TO KOOTOC TV JYVOOTIK®OV €EETACEMVY, 1| EALEWYT] ETOPKOVS YVAOCNS 1)/Ko TPOGSHOTIKOV, N
EMheym evnuépmong, K.o.

FIG. 1. STAGES IN EARLY DETECTION OF DISEASE

] “E" i I
1 | ;
Prevention No prevention Example:
) | PULMONARY
Immunity. Early pathological change TUBERCULOSIS
Mantoux test
r 1 BCG
Early di,tectiun No early detection MMR
Treatment Czveloping pathelogical change
Clinica!
Symptoms assessment
X-ray
1
Treap;;nt No treatment Sputum examiniation
Gross pathological change
L] I” (4}
Wi 71419

[Mivaxag 5] TIHCH: WHO, Public Health Papers, N.34
https://apps.who.int/iris/bitstream/handle/10665/37650/WHQO PHP_34.pdf?sequence=17
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Eniong exel 1é0nkav kot ov «apyéey (“principles”) [Ilivakag 6] mov mpénet va axoAovBodvtor amd
TOVG KAWVIKOUG oL TNV €ykaipn aviyvevon g acHévelog.

(1) the condition should be an important health problem

(2) there should be an accepted treatment for patients with recognized disease

(3) facilities for diagnosis and treatment should be available

(4) there should be a recognizable latent or early symptomatic stage

(5) there should be a suitable test or examination

(6) the test should be acceptable to the population

(7) the natural history of the condition, including development from latent to declared disease, should be adequately
understood

(8) there should be an agreed policy on whom to treat as patients

(9) the cost of screening (including diagnosis and treatment of patients diagnosed) should be economically balanced in
relation to possible expenditure on medical care as a whole

(10) case-finding should be a continuing process and not a ‘once and for all’project.

IMivakag 6] [THIH: WHO, Public Health Papers, N.34 https://apps.who.int/iris/bitstream/handle/10665/37650/WHO PHP_34.pdf?sequence=17

H extiunon tov Jdwdwoocwov screening mpémel vo €xer  eykvpotnra (validity), olomotio
(reliability), vo elvol omodeKTO OmO TNV EMGTNUOVIKY KOWOTNTO Kol VO €vol OWKOVOK
ovueépovta. H amotehespatikomnra twv screening tests [Ilivakag 7]  efoptdror amd v
EvaicOncio (Sensitivity) onA v oavoroyio towv opBd OeTikdv upnuitOvV GTO GUVOAO T®V
vocovuvtav kot tv Ewdwdmrta (Specificity) onk v avaioyio T@v opfd apvnTikdv evpnudTt®v 610
oVVoA0 TV vocouviwv. H emdoyr tov screening tests mpémel va yivetor PACEl eYKEKPYUEVOV
KpUnpiov Kol PETPNCEWV DGTE VO, OMOPEVYETOL 1] YUYOAOYIKY] KOl OIKOVOMIKN TOAMT®PIo TV
ovppeteydévtov. Emiong n extipnon tov amotehecpdtov mpEnel va YIVETOL PE GLVEKTIUNGM TNG
KAMVIKNG €E£TOOMG KOt GAA®Y CUUTTOUATOV Y10 VO OTOPEVYETAL, OGO TO dVVATOV, 1| THAVOTNTA TOV
YELOMG BeTIKAOV (AoyMUES YOXOAOYIKEG AVTIOPACELS, £ETPOl £€000 GE TEPLGGOTEPEG EEETAGELS) 1) TV
YELOMG apVNTIKAOV ( AABOC EPMOLYOCUOGC) ATOTEAECUATMV.

o TE ARSAIASLT WA W LV ATESAN

TABLE 2. THE EFFICIENCY OF A SCREENING TEST*

True disease classification of apparently well population
Screening
result
Discased persons Persons without discase
With disease and with Without disease but with
Positive positive test ositive test
(true positives) false positives)
With disease but with Without disease and with
Negative negative test negative test
(false negatives) (true negatives)
Total Total unknown cases of Total persons without
disease disease
Sensitivitye — Diseased persons with positive test
tivity® = &1 persons in population with disease
ifici __ Non-diseased persons with negative test
S tys = All persons in population without disease

@ These values are often expressed as percentages.
* Adapted, by permission, from Remein & Wilkerson.*

[Mivaxag 7] TIHCH: WHO, Public Health Papers, N.34
https://apps.who.int/iris/bitstream/handle/10665/37650/WHQO PHP_34.pdf?sequence=17

YeAba 23 amo 135



https://apps.who.int/iris/bitstream/handle/10665/37650/WHO_PHP_34.pdf?sequence=17
https://apps.who.int/iris/bitstream/handle/10665/37650/WHO_PHP_34.pdf?sequence=17

H éykoupn ko €yxopn aviyvevon tov kapkivov omlel {még, edkd e duvnTiKd «OepamEVGILOVS)
TOTOVG KAPKIVOL 0TS 0 KAPKIVOG TOV LOGTOV, TOL TPOGTATY, K.0.. AVGTUYDS OUMG 01 TEPIGTOTEPOL
TOMOL KapKivov dev akoAovBovv Tavta o «gvfvypapun emdeivmon mpog v BvntdtTa Kot v
Ovnowotton (“linear progression toward morbidity and mortality ”, (Plutynski A, 2012). Ewdwa
0€ OTAVIOLG TOTOVG KOPKIVOL HE YOUNAO emmolacpd (prevalence) 6mov Umopel vo ETNPENCTEL N
Oetikn Awyvootikny A&la (Positive Predictive Value — PPV) tov anotehecpdtov. Kabe nepintwon
npénel va eetdletan atopkd («individual-based decision making») kol va vroloyilovton Kot ot
nbwoi mapdyoviec oy andeacn. [Ipémnel va vmoroyiletor 1 oeéLela TV screening tests Evavtt
TOV KIVOUVOL TOLG KOl Vo,  amo@evyetal vrepPoiikn €kBeon tov atopov ot e€etdoelg (Proyieg,
axtivoPoArieg, K.0) mov dev Bo AmoPEPOVY KATO0 oNUOVTIKO OPEL0G otV Oepameio M/kal otV
napdtoon g emPioong tov. Emiong ot tatpoi o@eilovv vor EVIHEPDOVOLV AETTOUEPMDG TOVG
acBeveic yio T 0QEAN Kol TOLG KIVOOVOLG TMV screening tests Kol Vo, TOLG EMITPEMOVV V.
anopacifovv pe ehevBeprm PovAnom av Ba mpoympnoovv oy eE€taon N Oxl. A@evog ot wutpotl
opeilovy va céfovior TG OMOPACES TOV OCHEVOV KOl VO OTOQEDYOVV TNV «TOTEPVOAGTIKN»
TPOoGEYYIon. Aeetépov ol achevelc opeilovy va evnuepdvovTonl HOvov omd eEEOIKELUEVO 1OITPIKO
TPOGMOTIKO KO VO ATTOPEVYOVV «YVMUES) OO UN-E01KOVG TTOL UTOPEL VL TOVG 00N YNGoLY 6 AAB0g
ATOPACELS.

>t0 apBpo «Screening for Early Detection of Cancer, Ethical Aspects» (Tornberg S, 1999), o
ovYypapéag avapepel 7 N0kég apyég oTo cancer screening:

1. Effectiveness is a necessary prerequisite for a screening activity to be ethical, although screening can
be effective and still unethical

2. The need for balance between the advantages and disadvantages of screening for a target population
and an individual, between social and economic costs, equity and individual rights and freedoms

3. The need for information about both the positive and the negative aspects of a screening programme

4. It is necessary to point out that the decision to participate in a screening programme should be taken
freely. Also that the diagnoses and treatments that may follow a screening should require a free and
separate consent, and that no pressure should be used to lead somebody to undergo any of these
procedures

5. The right to integrity, i.e., that the results of the tests are not communicated to those who do not wish to
be informed; the test results are collected, stored, and handled confidentially, and are adequately
protected

6. The need for laws and regulations on any communication of personal data derived from screening to
third parties

7. The need to point out that the decision to participate in a screening programme, provided as a service
but also conducted for research purposes, should be taken freely, without undue pressure, while the
decision not to take part in the research should not in any way prevent the individual from participating in

the screening programme
[THI'H: Tornberg S, 1999, https://www.tandfonline.com/doi/pdf/10.1080/028418699431834

"Eva screening test pmopei va fondnoet oty £ykoipn aviyvevon pog acBEvelag oe vy atopo aAld
dev elvanr dyvomotikd. H owbyvoon yivetar and €EEOIKELUEVO EMOCTNUOVIKO TPOCOMIKO LE
EKTIUNON TOV OTOTEAEGUATOV KOl GUVEKTIUNGT OAA®V TAPAUETPOV MGTE VO EMTVYYAVETAL, OGO TO
dvvartov, vymin EvaioOnoia kot vynin Ewwdmra yoo v amoeuyn 1ov yeudds BeTikdv /Kot
YELOMDG APVNTIKAOV OTOTEAEGUATOV OV pmopel vo odnynoovv o€ AavOacpévn o1dyvmon kot
Oepameio.
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ENOTHTA I
MEQ®OAOAOI'TA

I 1.1egpropikéc EmepPoatikég Texyvikés (Regional or Loco-Regional Interventional
Treatment)

I.1.1. T civan o weproykéc smepPotikéc teyvikéc (regional interventional treatment)

H EmepPatikny Axtivoroyio (Interventional Radiology-IR) eivan o e&gdikevon g Axtivoloyiog
«UE OVTIKEILEVO TNV EKTEAEOT S1OYVOOCTIKOV Kol BEPAUTEVTIKOV TPAEEWMV LE TNV ¥PNON Kot VIO TV
KaBodNyNoN TOV AMEKOVIGTIKOV Unyovnudtov kot pe eddyioto encppatikd tpoémo» (PEK 1020
B/2012). «Ou ghdyioto tpovpatikés, owadepuikés texvikes EmepPoatikcng Axtivoloylag €youvv
OVTIKOTOOTNOEL XEWPOLPYIKES emepfPdoets, eCacpaiiloviag peyoAdtepn ac@AAEln Kol HKpOTEPN
voonieio» (EEEA).

Xopupova pe v Apepikdvikn Ertapeio EmepPoartiknig Axtivodoyiag (Society of Interventional
Radiology - SIR) «Interventional radiologists pioneered minimally invasive treatment, which
reaches the source of a medical problem through blood vessels or directly through a tiny incision in
the skin to deliver a precise, targeted treatment. Interventional radiology treatments performed by
board-certified experts can deliver solutions with less risk, less pain and less recovery time than
traditional surgery. These treatments are delivered in collaboration with the patients’ care team.
The specialty was founded in the early 1960s. Today interventional radiology is synonymous with
modern medicine. The mission of the Society of Interventional Radiology is to improve lives through
image-guided therapy».

I'.1.2. AweOveic oonyiec amo Society of Interventional Radiology (SIR)

Ov mpotapywoi otdyor g Etopeiag EmepPartikng Axtwvoloyiog (Society of Interventional
Radiology - SIR) givar vo d10c@oMotel 1 aoc@Aieln TOV achevdv Kot 1 VYNA ToTNTo TOV
arotedecpdtov (Sacks et al, 2003). T'a va BehtiwbBobv ot mapeyodueveg vanpecieg vyeiog Twv
eMyoto  emepPoatikdv mpdéemv Paocilopeveg oe avotnpd HEBOSOAOYIKA KplITNPlL Kol Vo
dcpalotel n dapdvela Tov uebodwv, n SIR &yel onuovpynoet ta «Standards Divisiony.

Ta SIR «Standards Division» emiKevtp®vVovTol 6€ 00 GLVOEOEUEVEC O10OTKOGTES:

o) avamtuén evog moloTIKOD TPOYPAUUOTOS HE 00NYieg Yoo KaAn KAWKY mpaxtikn (SIR Quality
Improvement Process) — mepiéyel €voeielg, OelKTeC emTLYiog OMOTEAECUATOV KOl KOTATOEN
EMTAOK®OV

B) avémtuén mpotummv avapopds Yo emepPatikég TEXVIKEG Kol cLOoKEVEG (devices) doTE Ol
GLGKEVEG TTOV YPTGULOTOOVVTOL GTNV ENEUPATIKY aKTIVOAOYiD £fvol KOTAAANAES KOl AGQAAEIS Yo
Tov actevi) — xpnoluevovy mg odnyieg oTic Katackevdotpleg etarpeieg kar otov USFDA yu v
a&loldynon véwv gvdoemepatik®dv cuokev®V (endovascular devices)

Awocporilouv 0Tt kéBe acBevig éxel mpooPacn oe véeg texvikés (SIR Reporting Standards)
EmumAéov mepiéyovv mpdTuma GYETIKA e TNV EKTAIOELGT), TNV KAVOTNTO KOl TNV TIGTONONCT TOV
EMOYYEALATIOV VYEIOG TOV TPOYLOTOTOOVV S0y VOO TIKEG Kot EXEUPATIKES TEYVIKES (O10OIKAGIES).

To 1988 eykawidoOnke 10 mpdypappa Peitioong g mowdTnTOg HE TNV OnMpovpyio TV
“Guidelines for Establishing a Quality Improvement Program in Vascular and Interventional
Radiology”, 1o omoio mepi€yet odnyieg kot tomovg evrumwv [Ilivakag 8] - icwg ta poéva debvice
amodektd otnv EmepPotikn Axtvoroyic. To 2018 kabiepmbnke to Annual Open Call for Topics
dtvovtag v dvvatdtnTa oTo HEAN Vo TPOTEIVOLY BELOTO Yo TNV EMIKOLPOTOINGT TMV «OOMNYUDV
KhMving mpoaktikney (CPG: clinical practice guideline) péow tov «Standards development
lifecycle» [Ilivaxag 9] yia v KoAAiTEPN TOIOTNTO BEPATEVTIKMOV VINPESUDY TPOS TOVG ACHEVELS.
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a) Odnyieg Mowotikig Bertioong (Quality Improvement Guidelines) — mepiéyovv opiopoie,
eVOeiLelc, amoTeEAEGHOTIKOTITO KOl EVOEIEEIS EMMAOKOV — YPNOLOTOOVVTAL Od TOVS 10TPOvS Yo
TNV OTOQLYN JWPOVIDV O TPOG TNV OCPAAELNL KO OTOTEAECUATIKOTNTA TG OdIKAGIOG Kot Yo
va E0GPAAIGHEL 1 IKOVOTNTA KOl EUTELPIO TOV ETOYYEALOTIOV TOL TPOUYUOUTOTOOVV TIG EXEUPACELS.
B) IMotomompéva Ilpétvma (Credentialing Standards) — cvoTAGES ®G TPOC TNV GLVEXN
ekmaidevon Kot ikavoTnTo

v) 'Evrvna Teyvoroywkng A&wordynong (Technology Assessment Documents) — mpdtomo. yio TV
a&loAdyNoN Kot ovapopa S10d1KAGIHV/GVCKELMOV

0) Mol Anh@cewv (Policy Statements) — eneEnynoelg oYeTIKA Le T1G BEGELG KAl TNV TOAMTIKY
tov SIR

[Mivaxag 8] ITHI'H: Sacks et al, 2003, Society of Interventional Radiology Clinical Practice Guidelines

» Topic submission form available to
SIR members on sirweb.org

(Nov. 1-Dec. 1)

Annual meeting sllation and oreganization

» Review of past years’ efforts and time f proposed topics

for open discussion O e
» Organization of topics into

service lines by SIR staff
(Dec. 2-Jan. 15)

 Face-to-face time for writing groups
to brainstorm on assigned documents

(March)

Cycle for SIR Standards Topics

» Solicitation of lead writer and
participating writers/reviewers for
document committee

» Discussion during PREP and SIR
Operations Committee calls

(January)

[Mivaxog 9] TIHTH: «Standards development lifecyclew, https://www.sirweb.org/

YeAida 26 amo 135



https://www.sirweb.org/

I.1.3. Acpdirera-Avagopd Avem@ountov Xvpupavrav
INa v mpoctacio Tov acBevav, kdbe avemBounto cvuPav mov tuyaivetl evidg 30 nuepadv omd v
Oepamneio Tpémel va avapépetal cOpemva e 1o Néo Zvomua Katmyopromoinong Avembountov
Yvupavtov g SIR (New SIR Adverse Event Classification System) [Hivaxkag 10] (Tam A, et al.,
2018)

[Mivaxag 10]

Part A: Adverse Event (AE) Description

Descriptive narrative of adverse event (including sedation and anes-
thesia) and severity characterization. This part is suitable for scientific use
(presentations, publications, etc) as well as for adverse event reviews within
a practice, practice group, facility or specialty (13).

1. Mild adverse event: No therapy or nominal ( non-substantial ) therapy (post-
procedural imaging performed and fails to show manifestation of adverse
event); near miss (eg, wrong site of patient prepped, recognized and corrected
prior to procedure, wrong patient information entered for procedure, etc)

td

. Moderate adverse event: Moderate escalation of care, requiring sub-
stantial treatment, eg, intervention (description of intervention and result
of intervention) under conscious sedation, blood product administration,
extremely prolonged outpatient observation or overmnight admission post
outpatient procedure not typical for the procedure (excludes admission
or hospital days unrelated to adverse event)

3. Severe adverse event: Marked escalation of care, ie, hospital admission or
prolongation of existing hospital admission for > 24 h hospital admission that
is atypical for the procedure, inpatient transfer from regular floor/telemetry to
ICU or complex intervention performed requiring general anesthesia in pre-
viously non-intubated patient (generally excludes pediatrics or in circum-
stances where general anesthesia would primarily be used in lieu of conscious
sedation, eg, in mentally challenged or severely uncooperative patients)

4. Life-threatening or disabling event. eg, cardiopulmonary arrest, shock,
organ failure, unanticipated dialysis, paralysis, loss of limb or organ

5. Patient death or unexpected pregnancy abortion

*The SIR. Adverse Event Severity Scale is intended to approximate the
surgical Clavien-Dindo scale and the NCI CTCAE scale. The SIR scale is
tailored toward the procedures and adverse events encountered in IR prac-
tices. The grading of interventional oncology adverse events can selectively
incorporate relevant adverse event grading definitions published in the current
CTCAE for oncological interventions, which may be particularly relevant in
the context of research publications. All adverse events occurring within 30
days of a procedure should be included in the adverse event description and
analysis, regardless of causality, in the interest of objectivity. The adverse
event scale itself does not assess operator performance.

Modifier: M = multiple adverse events, each of which is counted and
evaluated separately if possible.
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Part B: Adverse Event Analysis

The following part pertains to adverse event analysis. It is designed to
enable a confidential and constructive review of any adverse event within
an IR practice or practice group. Applicability for scientific publications is
limited and there is none for other public use. The following content is
meant to provide a strictly confidential, legally non-discoverable, non-pu-
nitive, objective, consistent and clinically constructive analytic guide that
may result in quality improvement measures to advance the quality of pa-
tient care in interventional radiology (13).
Causality

Category 1. Adverse event not caused by the procedure

Category 2. Unknown whether adverse event was caused by the
procedure

Category 3. Adverse event caused by the procedure
Patient and Procedural Risk Modifier

Category 1. High risk patient AND technically challenging procedure

Category 2. High risk patient (eg, ASA 4, uncorrectable coagulopathy,
peor functional status (ECOG 3 and 4), polypharmacy/polyvintravenous therapy
and transfusion, septicemia, hemodynamic instability, recent catastrophic
cvent'TC U admission/major surgery or interventions) etc, OR low risk patient
and technically challenging procedure (eg, TIPS with occluded portal vein,
percutaneous biliary drain placement in non-dilated biliary system, etc)

Category 3. No modifier
Adverse Event Preventability

Category 1: Rarely preventable: ie, well described and *‘typical™ for the
procedure and occurring despite adequate precautionary and preventive measures

Category 2: Potentially preventable

Category 3: Consistently preventable: eg., inappropriateness of pro-
cedural indication (may use checklist, see below)
Adverse Event Management

Category 1: Most operators would have handled the adwverse event

similarly
Category 2: Some operators would have handled the adwerse event

differently
Category 3: Most operators would have handled the adwverse event

differently
Examples of Consistently Preventable Event

e Wrong patient
Absolute contraindication for procedure
Wrong side for procedure
Wrong procedure

Wrong medication/contrast agent'blood product (dose’administration
route)

Exposure to known allergens

e Intra-arterial placement of catheter meant to be intravenous or non-
venous placement of I'VC filter

e Ferromagnetic dewvices contraindicating performance of MR imaging

e Failure to follow up or communicate laboratory. pathology, or radiology
results

o Use of known malfunctioning equipment or patient monitor system

e [ack or inappropriate use of monitoring equipment during sedation

ASA = American Society of Anesthesiologists; CTCAE = Common
Terminology Criteria for Adverse Ewvents: ECOG = Easterm Cooperative
Oncology Group:; ICU = intensive care unit; ['VC = inferior vena cava: NCI =
MNational Cancer Institute: TIPS — transjugular intrahepatic portosy stemic shunt.

[Mivaxag 10] IInyn: Tam A, et al., 2018, Standards 2.0: Methodology Update

To Néo Zvomua Katmyoproroinong AvemBountov Zvupavtov g SIR (New SIR Adverse Event
Classification System) yopiletor o€ 2 puépn:
¥t0 Mépoc A (Part A) odlvetor m mepypagikny ovoeopd tov AvemBountov ZvpuPdvtog Kot
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YPNOYOTOEITAL Y10 EMOTNUOVIKES avapopés. Xwpiletoaw o 5 kotnyopieg avarioya pe tov Padbuod
emkwvouvotrag: Mild adverse event, Moderate adverse event, Severe adverse event, Life-
threatening or disabling event, Patient death or unexpected pregnancy abortion.

Y10 Mépog B (Part B) divetor n avdivon tov AvemBduntov Zoppaviog Kot ypnoLOTOoEITOL ooV
AVGTNPE EUTIGTEVTIKOG 00N YOG otV kowvotnta g Eneppatikng Axtivoroyiag yio v avapdOuion
TOV PETPOV TV vInpectov vyelag. Ta avemBdunta cvuPavta agloloyovvtol avdAoyo LE TOLG
napokatw mapdyovtes: Causality, Patient and Procedural Risk Modifier, Adverse Event
Preventability, Adverse Event Management, Examples of Consistently Preventable Event

I.1.4.Ava@Qopd amoteleondTOV
Yta mAaiclo ¢ avaPdduiong tov vanpeciov vyeiog, n SIR vioBétnoe o dha ¢ o EvTuma TO
«Updated methodology for evidence grading and assessment of strength of recommendation
OOV KOTNYOPLOTOOVVTOL T ATOTEAEGUATO KAVIKOV HEAETMV GE EMIMENO TOLOTNTOS COLPOVO LE
TO YOPOKTNPIOTIKE TOV TEKUNPIOV TOVG GVUE®VO. pE To. TPpOTVTTO. TOL [OM - Institute of Medicine
[Mivakag 11]

LEVEL OF EVIDENCE
A HIGH QUALITY EVIDENCE

Types of Evidence Characteristics of Evidence

Multiple RCTs Homogeneity of RCT study population
Systematic reviews or meta-analyses of high-quality Intention-to-treat principle maintained
RCTs Appropriate blinding

RCT data supported by high-quality registry studies Precision of data (narrow Cls)
Appropriate follow-up (consider duration and patients lost to follow-up)

Appropriate statistical design

B MODERATE QUALITY EVIDENCE —Randomized Study Design
Types of Evidence Characteristics of Evidence
> 1RCTs RCTs with limitations (eg, < 80% follow-up, heterogeneity

Systematic reviews or meta-analyses of
moderate-quality RCTs

of patient population, bias, etc)
Imprecision of data (small sample size, wide Cls)

c MODERATE QUALITY EVIDENCE—Nonrandomized Study Design
Types of Evidence Characteristics of Evidence
Nonrandomized trials Nonrandomized controlled cohort study
Observational or registry studies Observational study with dramatic effect
Systematic reviews or meta-analyses of moderate Qutcomes research
quality studies Ecological study
D LIMITED QUALITY EVIDENCE
Types of Evidence Characteristics of Evidence
Observational or registry studies with limited design Case series
and execution Case-control studies
Systematic reviews or meta-analyses of studies limited Historically controlled studies
by design and execution
E EXPERT OPINION

Types of Evidence
Expert consensus based on clinical practice

STRENGTH OF RECOMMENDATION

Strong Recommendation

Moderate Recommendation

Characteristics of Evidence
Expert opinion without explicit critical appraisal or based
on physiology, bench research, or “first principles”

Weak Recommendation No Recommendation

Supported by high
quality evidence
for or against
recommendation

Supported by moderate quality
evidence for or against
recommendation; new research
may be able to provide
additional context

Insufficient evidence
in the literature to
support or refute
recommendation

Supported by weak quality evidence
for or against recommendation;
new research likely to provide
additional context

Cl = confidence interval; RCT = randomized controlled trial.

[Mivaxag 11] IInyn: Tam A, et al., 2018, Standards 2.0: Methodology Update
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I.2. Ergpfatikn Oykoroyio & HratoKvtrapiké Kapkivope-HKK (HCC)

Yy Engppatikry Oykoloyio dievepyodvior eAdylota eneUPaTIKEG TEYVIKES GE U1 XEPOVPYNOUYLOVS
KOl Un  EMOEYOVTIEG TOMIKO KOLTNPWIOUO OYKOLS HE TNV YPNON VYPOV, OCOULTIOIOV 1
LIKPOSQaPdimV €T Yoo vo doKOTEL N Topoyn opatog 6Tov dyko (Mmog eUPoAopog) gite yio va
erevBepBovv ynuetobepamevticd eappoka omevbeiog otov 6yKo (ynueloeuPforiopds) gite vy va
VEKPMOOOVV EMAEKTIKA KOTTOPO TOL OYKOL HE COUOTIOW TOL TEPLEYOLV OOGELS aKTVOPoAiog
(padrogpuporiopdg). Ot Bepameieg £x0Vv MG GTOXO TV CLPPIKVMOGN Kot VEKP®GST ToL Oykov (EEEA).

O kapkivog Tov Nratog gival 1o 5° mo cvyvd vedmlaoua Ko 1 21 wo cvyvy attio BovaTov amd
kapkivo. To Hratoxvttapiké Kapxivopo— HKK (Hepatocellular Carcinoma-HCC) avtimtpocomrevet
nepimov 10 90% TV TpOTOTAO®OV KOpKiveV TOL NTATOG Kol GLVIGTA £va, TEPACTIO TPOPANUA VYETNG
naykoopiong. (EASL, 2018). Ov EASL ( European Association for the Study of the liver) xou
AASLD (American Association for the Study of Liver Diseases) £govv exdmoel odnyieg vy tnv
emutnpnon, odyvoon kot Oepanevtikny otpatnyky| ya acbeveig pe HKK. Kot ot AASLD guidelines
kot ot EASL-CPGs (Clinical Practice Guidelines) axoAovBovv 10 Grading of Recommendation
Assessment, Development and Evaluation (GRADE) format. Av ka1 d1apEpovv 6€ optopéva onueio
aLTEG 01 00MYieg divouV GTOVG KAIVIKOUG Y1OTPOVS L0 GOAIPIKT EIKOVO TOV SBEGILOV oToLKEIWV
(MOTE VO TPOCPEPOLV TNV KAADTEPN dvvaty Qpovtida (state of the art care) otovg acHeveic Tovg
(Foerster F., Galle P., 2019). [Ilivakog 12]

Stage Very early Early Advanced Terminal
(BCLC) (0) (A) (C) (D)
\ - | ;

. : Single or Multinodular Portal invasion
Single <2 cm End stage
Lt ‘ g {2-3 nodules <3 cm ‘ Unresectable ‘ Extrahepatic spread g
LN J . . .
J l ! r
< =~ . s N ™
1. Resection 1. Resection 1o e Best
AASLD 2. Ablation 2. Ablation therapy Systemic therapy supportive care
3.LT 3.LT
\ J \ J \ S
___________ S e L CEEEL
1. Ablation 1. Ablation L ional » 1% line: sorafenib or
EASL 2. Resection 2. Resection bl lenvatinid —
: : therapy « 2™ line: regorafenib supportive care
3.LT 3.LT or cabozantinib

Summary of stage-dependent recommendations on the treatment of HCC by the international guidelines.
[Mivaxag 12] ITHI'H: Foerster F., Galle P., 2019, Comparison of the current international guidelines on the management of HCC

To HKK é£yet avayvopiobel og 1 kbpla aitio Oovatov 6e KippoTikovg acOeveic Kot to TePIGTATIKA
avapéverar va avénbovv oto péilov (Forner A. et al, 2018). Ta nepiotatikd HKK eivar ynAdtepa
oToVG Gvdpeg amod TG yvvaikes. H péon nhkia eppdviong HKK eivon ta 66 ¢t (Walton M, et al,
2019)

[Tepimov 80% twv HKK mepiotatikdv gpeoviletar og kippotikd frop. Ly Acia kot v AQpikn,
0 o cLVVNOICUEVOS AITIOAOYIKOG TTapdyovTag Yo Kippwon eivar np Hratitda B, evd oty lanwvia,
Evponn kv Apepikn ogpegidetan kotd 80% otnv Hrmatitda C. AAlot cvuvnOicpévol mapdyovies
KIVOUVOL €lval O OAKOOMGHOG, 1 MAATIKY GTEATMON, OUOYPOUATOOT), KOl TPOTOTAONG YOAKN
kippoon (Willatt J, et al., 2012). Néeg peréteg amodeikviovv mg mapdyovteg kKivdovvou yioo HKK to
HETAPOAMKO cVVOPOO, TOV O10PNTN, TO KATVIGHa Kot TV Tayvoapkio. H Bvnopdmra andé HKK
TPOAOUPAVETOL [HE TNV ATOPLYN] TOV TAPUyOVTOV Kivdovov. Ouwmg, av vrapéer kippwon omd
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Hratitwwa B 11 C, t6te 0 kivovvog gppdviong HKK mopapével mapdin v avtukn (antiviral)
Oepaneio. O vyewog tpémog Lmng, M pHelwon TG KoTtavAA®ong oAKoOA kol 1 TPOANYN TOL
petafoikod cuvdpdoL peldveL Tov kivouvo epedviong HKK (Forner A. et al, 2018).

H avantoén too HKK eivar por moAdmiokn moiveninedn dwdikacio mov meptiapfavel tepdotio
popwokt] etepoyévelr. H  mapakoAovOnon «xppotik®v acbevdv péca amd  GLYKEKPUEVQ
TPOYPAUUATO TOpoKoAoLONoNg elval w¢ ent o mAeiotov moAvddmava. H dudyvwon tov HKK og
apyd 6tddo givor TOAD onuavtikn kot 1 avénon tov peyébovg tov dykov kabopiler v e€EMEN.
H apyum aviyvevon tov oldiov (nodules) pe vrepnyoypdonua (ultrasonography) amotelel peydan
KAMVIKN TPOKANGT KOOMG N AMEIKOVIOTIKY TEYVIKT screening givol avth mov Bonbdel oty £ykaipn
aviyvevon g vocov. [ avutd Tov Adyo akorovBeitor Evag adydpBpog yio v otadionoinon kot
epappoyn g kataAAnAng avripetomongs. [[livaxag 13] (Forner A. et al, 2018).

Av 10 apywo péyebog tv oldimv givor <1 cm, 101 gmavorapuPdveTon To VIEPNXOYPAPN O KAOE
tpelg punves. Av to péyebog tov olwiov mapapével otabepd vy ddonuo 18-24 unvov, tote
akorovBeiton | Kabepopévn tapakorovdnon. Av 1o péyebog twv o{dimv HeyoaldoEL, TOTE 1) TOPEin
kaBopileTon amd to €idog TV PAafov (lesions).

Av 10 apyko péyebog twv oldimv givor >1 cm, tote devepyeitarl dlpTNPYYIOKN LITEPNYOYPOUPiaL
(MDTC) 4 o¢bdosov 1 ovvapkny Moyvntikny Topoypagion (MRI). Alevepyeiton aptnpiok
vrepayyeimon pe ypnyopn ékmivon ( Arterial hypervascularisation and venous or delayed phase
washout). Av 1o anotéleopa givor Betiko, 10te akolovBeiton Oepamneio yio HKK. Av to arotéiecua
elvar apvntikd, okohlovBeiton eite Puoyio eite GAAN oamewoviotikn péBodog, Omwg Afovikn
Topoypaeia 1 Mayvntikr Topoypaeio (CT or MRI). Av ta arnoteAéopata Toug eitvan Betikd, toTE
axorovBeitan Oepaneia yio HKK. Av ta amoteAéopota Toug eivat apvntikd, TOTE emovaiapPaveton
n Povyia 1 akorovBeiton n dadikacia pe vepnyoypdenuo Kaoe Tpiunvo.

H mpoyn odyvoon sivoar éva moAd kpioco Prue ommv dwyeipion tov acBevov pe HKK. H
TPOYVMOOTIKY eKtiunom dev efaptdror povov amd 1o péyebog tov 0yKov, aALd Kal amd Tov Baduo
™G PAAPNG oty Aertovpyia tov Nmatog (the degree of liver function impairment). 'Exovv yivel
TOoAAEG TpoomdBeleg va dwotpouatodovy ot acbevelg pe HKK odupova pe to mpoPiemouevo
anotélecua. To Barcelona Cancer of the Liver Clinic (BCLC) staging system €kd00nke ywo 1" popd
10 1999 Ko cvveymg avabewpeiton [Ilivakag 14]. To BCLC givor 10 mo cuyva ypnOYLOTOOVUEVO
ovotnuo otadlonoinong, Bepancioc Kot apyodtepa g mopeiag tov HKK kot €xet yivel amodekto
and the European Association for the Study of the liver (EASL) and the American Association for
the Study of Liver Diseases (AASLD). Zovdéetl pe évav odkyopiBuo ta 5 otddio g vOooL pE TV
avtiotoym Oepaneio TpdTNC Ypouuns cvvovalovtag to péyebog tov dykov, To mapadoctokd  Child-
Pugh classification* or the Model of End-stage Liver Disease (MELD) score koi 1o ECOG
PS=Fastern Cooperative Oncology Group Performance Status**. Téhog ektiud t0 TPOGOOKIUO
Cong petd v kébe Bepamneio.
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Figure 1: Diagnostic algorithm for hepatocellular carcinoma

MDCT=multidetector CT. Modified from reference 17 with permission of John Wiley and Sons

[Mivaxag 13] ITIHI'H: Former A., et al., 2018, https://www.researchgate.net/publication/322267682 Hepatocellular_carcinoma

*To Child-Pugh scoring system (also known as the Child-Pugh-Turcotte score) oyediaotnke 1o 1964 omo tovg
Child and Turcotte. O1 acbeveis ywpilovior oe 3 katnyopies: A - good hepatic function, B - moderately
impaired hepatic function, and C - advanced hepatic dysfunction. To opyixo ocvotqua alioAoynons
XPNoYoToL0DoE 5 KAIVIKG Kol EPYOCTHPIOKG KPITHPIO, VIO, TOV OloYWPLoUO Twv acbevav: serum bilirubin,
serum albumin, ascites, neurological disorder, and clinical nutrition status. To ocbotquo UETPHONG
pomomoOnke apyotepa omo Pugh et al., avukxobiotwvras prothrombin time for clinical nutrition status.
Emizmiéov, eianyoyov diapopovs fabuois yia kabe kpitipio faocilouevovs oe avénuévy emkivovvoTnTa.:

Encephalopathy: None = 1 point, Grade 1 and 2 = 2 points, Grade 3 and 4 = 3 points

Ascites: None = I point, slight = 2 points, moderate = 3 points

Bilirubin: under 2 mg/ml = 1 point, 2 to 3 mg/ml = 2 points, over 3 mg/ml = 3 points m
Albumin: greater than 3.5mg/ml = 1 point, 2.8 to 3.5mg/ml = 2 points, less than 2.8mg/ml = 3 points
Prothrombin Time* (sec prolonged): less than 4 sec = I point, 4 to 6 sec = 2 points, over 6 sec = 3 points
*Frequently INR will be used as a substitute for PT, with INR under 1.7 = I point, INR 1.7 to 2.2 = 2 points,
INR above 2.2 = 3 points

The severity of cirrhosis:

Child-Pugh A: 5 to 6 points

Child-Pugh B: 7 to 9 points

Child-Pugh C: 10 to 15 points

IIHI'H: Tsoris A, Marlar C, 2020, Use Of The Child Pugh Score In Liver Disease
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Hepatocellular carcinoma
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v

Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)

Single <2 cm Single of up to 3 nodules Multinodular Portal invasion End-stage liver

Preserved liver function, =3cm Preserved liver function, Extrahepatic spread function™,

ECOGPS O Preserved liver function, ECOGPS O Preserved liver function, ECOGPS3-4

ECOGPS0 ECOG PS1-2
Potential candidate for Solitary Upto3
liver transplantation nodules
(=3 cm)
2 I l
§ Mo Yes » Portal pressure
g Bilirubin
a
I k4
Normal Increased ) Associated
diseases
l 4
Mo Yes
Y r l 'L A

'E‘ Ablation Resection Transplantation Ablation Chemoembolisation Systernic therapyt Best supportive care
E
-
= Effective treatments with impact on survival
E
7 | =Gyears =2.5years >1year 3 months
2
L]

Barcelona Clinic Liver Cancer (BCLC) staging and treatment strategy The BCLC system establishes a prognosis in
accordance with the five stages that are linked to first-line treatment recommendation. The expected outcome is
expressed as median survival of each tumour stage according to the available scientific evidence. Note that liver
function should be evaluated beyond the conventional Child-Pugh classification or the Model of End-stage Liver
Disease (MELD) score. None of them serves to properly gauge the liver function status, and this evaluation should take
into account biochemistry parameters as well as the compensated or decompensated status of the patient. Preserved liver
function includes a group of patients with different degrees of liver function reserve that has to be carefully evaluated.
For most treatment options, compensated liver disease (Child-Pugh stage A without ascites) is required to obtain
optimal outcomes. The sole option that could be applied irrespective of liver function is liver transplantation. ECOG
PS=Eastern Cooperative Oncology Group Performance Status. *Patients with end-stage cirrhosis due to heavily
impaired liver function (Child-Pugh stage C or earlier stages with predictors of poor prognosis or high a MELD score)
should be considered for liver transplantation. In these patients, hepatocellular carcinoma might become a
contraindication if it exceeds enlistment criteria.

[Mivaxag 14] TIHT'H: https://www.researchgate.net/figure/Barcelona-Clinic-Liver-
The-BCLC-system_fig2 322267682

Cancer-BCLC-staging-and-treatment-strate

**To ECOG performance status ektiudc, tv emLOEV@ON THS VOOOL TOL 000gvole, EKTIUG TOGO 1 VOGOS
emNpealel TIC KoONUeEPIVES dpaoTnploTTES TOV 000evoDs Kot koBopilel TV aviiotoiyn Tpoyvwaon kol Bepomeia
-grade 0: fully active, able to carry on all pre-disease performance without restriction

-grade 1: restricted in physically strenuous activity but ambulatory and able to carry out work of a light or
sedentary nature, e.g., light housework, office work

-grade 2: ambulatory and capable of all self-care but unable to carry out any work activities, up and about
more than 50% of waking hours

-grade 3: capable of only limited self-care, confined to bed or chair more than 50% of waking hours

-grade 4: completely disabled, cannot carry on any self-care, totally confined to bed or chair

-grade 5: dead
IMHTH: Bell D, Di Muzio B, et al., ECOG performance status
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I'.3. Xnpewppoiopnoc (chemoembolization) 1 drokaBeTnprokoc ynuetogppfoiropog
(Transarterial chemoembolization -TACE)

Y10 evduwpeco otddo B (Intermediate stage B) tng vOcov, €pdcov Slatnpeitol 1 MmoTiKn
Aertovpyio, M  evoedelypévn  Ogpameio  eivar o ynuewpPolopnds  (chemoembolization) 1
dwakabetnplaxog ynueoepporionds (Transarterial chemoembolization -TACE). (EASL, 2018)

Yvotdoelg coppova pe EASL kprmpa [HHivakoeg 15]

O dwaxabetnprokog ynueoepporopnog —TACE- cvotiveral og acbeveic otadiov BCLC B kot mpémet va
dlevepyeital pe EKAEKTIKO TPOTO (VYNAN amddelln, 1oyvpn cvotact). H ypron pikpospapidiov
poptouévav ynueobeparnevtikd (DEB TACE) éxet amodeyyOei va amo@épet 1610 0PELOG e TOV KAOGIKO
TACE (Lipiodol-TACE) kot pmopel va ypnoyoromdel omotocdnmote amd toug 600 Tpdmovg (vynin
amodelln, woyvpn ovotaon). O euPoricudc TACE dev npénel va ypnoylonoleital oe acbeveig pe

U1 OVTIPPOTIOVUEVT] KIpP®GT), TPOYWMPTNUEVT] NTOTIKY KO VEPPIKT OVGAELTOVPYIC, LOKPOGKOTIKY
dmOnon ayyeiov N eEommatikn petdotaor (VYnAn amodeiln, wyvpn cvoTao). Agv LLAPYOLY ETOPKELS
0TOdEIEEIC TTOV VO GLGTIVOLV IGYUUIKO EUPOMGO, VTTEPEKEAEKTIKO N ¥PNON MTLOSOANG e EUPOAMGO,
EKAEKTIKT EVOAPTNPLOKT YMUEIODEPUTELD KOl GUVOVACUO 1 O)L LE KOUTNPLOGUO (LETPLO omddEln) .

Recommendations

e TACE is recommended for patients with BCLC stage B
and should be carried out in a selective manner (evi-
dence high; recommendation strong). The use of
drug-eluting beads has shown similar benefit to conven-
tional TACE (cTACE; gelfoam-Lipiodol®™ particles) and
either of the two can be utilised (evidence high; recom-
mendation strong). TACE should not be used in patients
with decompensated liver disease, advanced liver and/or
kidney dysfunction, macroscopic vascular invasion or
extrahepatic spread (evidence high;: recommendation
strong). There is insufficient evidence to recommend
bland embolisation, selective intra-arterial chemother-
apy and lipiodolisation (evidence moderate).

[Mivaxag 15] [THI'H: EASL, 2018, Clinical Practice Guidelines: Management of hepatocellular carcinoma

H owdwaciocc TACE eivar image-guided transcatheter tumour therapy, ot meprlappdavet
KaBeTplooud TG MTATIKNG aptnpiog HE TV EyYuon GQOPinV amTAdV 1 cEUPI®Y TV
@optilovton yNUEBEPUTEVTIKA KOl £TGT EMLTLYYAVETAL ATOPPOEN TOV OYYEIWMV TOV CLUATOVOLV TOV
oyxo (blockade of the arterial blood supply). e moAd PIKPOHG OYKOVG YIVETOL VREPEKAEKTIKOG
(superselective) kaBetmploopog pe v ypnomn Mkpokabempwv. Eivar meployikn Oepomeia
(Regional or LRT=LocoRegional Therapy), mpaypotonoteiton amd efewdwevpuévo Emepfaticd
Axtvoloyo o€ aibovca Ayyeioypdeov.

Ot mepoykég emepPatikés Oepaneieg eEedocovtal cvveymg kot mailovv wWwitepo poAo oTNV
Oepaneio Tov HKK. T'evikd n dwdwkacio TACE eivar n gvdederypuévn Bepaneia (standard of care)
v acBeveic oto evordpeco otédo HKK (BCLC stage B), ot omoiot €400V KAADS AVTIPPOTOVUEVT|
Kippwon oAl Kot 6e peydheg PAAPeg pe morlvolmon amewdvion ywpic Opwms va £xovv Bpdupwon
™m¢ moraiog N eEonmotikég petaotaoes. (Piscaglia F, Ogasawara S, 2018). Ilpoteiveton kou og
BCLC stage A mov dev emdéyetan Oepaneia (xepovpyeio N tomikd kowtnpocpod). To Wavikd oynpo
TACE 0o mpémnet va mepilopfdver v pHeyoADTEPT KOL TOPOTETAUEVT] GLYKEVIP®GT TOL
YNUEODEPATEVTIKOD  QOPUAKOV HEGO GTOV OYKO HE TNV HIKPOTEPT CLOTNUHATIKY £kBeom oe
GLVOLAGHO pe TNV amdepatn TV eAefdv Tov 6yKov (Lencioni R, et al, 2010)

H dwowasioo TACE pmopel va emavainedel petd and 1 uiva ko cuvnbmg péypt 3 kokiove. Av n

BAGPN exteiveton kot otovg dVo Aofovc, n dwdwacio TACE yivetar yopiotd oe kébe Aofd oe

dwotnua 2-4 efdopadec. e kdbe mepintwon, o Oephnwv Emepfoticdg Aktivoldyog gival o povog
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oV anoPacilel mhg Ba mpoywpnoel oty Bepameio Eeywpiotd yoo kdbe acbevn couEwva pe Ta
YOPOKTNPIOTIKA TOL OYKOL 7OV €Yl va avtipetonicel. H mieovotta tov acbevov €xel koAn
OVTIKEYEVIKN OVTOTOKPION HE EKTETAUEVT VEKP®OT] TOL OYKOL Kot ovTd givol onpeio mov delyvet
KaAAitepn emiPimon. O péoog xpovog emPimong KupaiveTol avaAoyo Kot e TNV NTOTIKT AEtTovpyio
aALG pmopet va pBdcet Tovg 30-40 pnvec.

H dwdwcacio TACE dev emavaiapfavetol av dev emtevydel enapkng vEKPOOT TOL GYKOL HETA 0md
ToVG 2 KOKAove. Emiong dev emavarapfdveral og abepdmentn enEKTOOT TNG VOGOV, OTMG EMEKTACN
o peydho pépog Tov Mmatog N e&@NmOTIKY peTAoTaon N dmbnon ayysiov M oKOpo Kol un
avtippomovpevn nrotikn Asttovpyia (Forner A. et al, 2018). 'Evag dAAog Tapdyovtag mov TpEmeL va
e€etaleton amd tov Bepdmovta emepPotikd akTvoldyo eivar Kot 1 KoTdotacn g motdtntag {mng
tov acBevoic. Xe acBevn mov mapovoidler ECOG performance status >2 1 Oepancio mpénet vo
dwkodntetar. (Lencioni R, et al, 2012)

‘Exer oamodeyxfel oe peléteg 011 0 vmEpeKAEKTIKOC  Orakabetnplokds  ymueoepfolopdg
(superselective transarterial chemoembolization) ivon mo amotelespatikog oe HKK o6ykovg < 5
cm, Kot Kupiwg og pikpotepov peyéBovg olidw. H emavdinyn g Oeponeiog oe 2° kot 3° kdKAO
NTOV 7O OMOTEAECUATIKY] YO TOTIKY VEKPMOON OO TNV YEVIKN UEPIKN avtamdkpion. e HKK
oykovg > 5 cm, N emavdAnyn g Bepaneiog anéderle pkpng a&iog TomKn avTamodkplon Kot o 3°
KOKAOG amodeiydnke avamotedecpatikoc (Golfieri R, et al., 2013)

MRA ABDOMINAL AORTA
MR ABDOMEN UPPER V3D_DYN_512]
e-THRIVE_dyn_BH

[Ewkévo 1] Hapéderypa mov dev emrpémerl ynueogupoiropd. H AP answdvion etvor poyvnrikn topoypoeio wov
deiyvel évav moaviofmtd O6yko kot 1 AE deiyver mv mApn amdepaln TG NmOATIKAG 0pTNPiog EVOONTOTIKG UE
amotélecpo vo pnv glvor eQktog o ymueospforicpos. H peydin dwdperpoc 7X3ek amoxlelel kol TOV TOMIKO
kafempilacpod. O achevig pumrke 6e GLOTNHOTIKY Oepomeio e avTioyyeoyevvntiky Oepamneio.

[THI'H: Apyeio K. Maioydpn

Ta mo ocvyva AE (Adverse Events) g dwdwaciog TACE eivar n avénon tov nratikov evidpwov
Kot 10 HeTeUPoAkd cvvopopo (postembolization syndrome) dnwg KoMakOg TOVOS, voutia, ELETOC,
EMewym O0peing, mupetdg kol KOM®ON. Zuvictdpevn Bepomeion €ivorl OVTIEUETIKA, OVOAYNTIKA
Qappoka Kot vOoeAEPLa evuddtwon

ITBavé SAE (Serious Adverse Event) mov cuvdéovton pe v dwdwkoacio TACE etvor n nrotikn
avemdpkeln akoAovBodevn and arpoppayio Kot poéivveon mov kataAnyet o Bdvato tov achevoug.
(Trevisani F, Golfieri R, 2016). Eniong emumhoxn Poapdtrag 5 umopet va givar 1 apoppayio tov
Oykov, yolokvotitig, kot fapeio pén ™ avTppOmIoNS Tov HTOTOS Kot BévaTog.

H dwdwacio maparxorovdnong mepthappdver CT scan v endpevn nuépa Kot pyastnplokd EAEYX0
TOV NroTkOV eviopov og 7 nuépec. AkolovbBel amewoviotiky] a&oidynon (CT or MRI) ko
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Broymukdg Edeyyog Nmatog kabdg kot veomhacpatikoi deikteg (a-FP, CEA, Cal9-9) otov 1 uiva. H
dwdkacio emavarappavetor kaOe 3 uveg yuo to 1° étog kot kabe 6 pnveg yio to 2° €toc. H 6An
dwdkacio pmopet vo tpomomom Ot avédroya pe TNV eKTiUN oM T0L Bepdmovtog 1aTpov.

H dwdwacio TACE pmopel va axoiovdnbei 1060 oe npotomadés 660 kot oe devteponabég HKK.
O ac0evng mpémet va givar pun yEPOVPYNGIUOG 1 va Exel un xepovpynoun PAEPN. ‘Eva petactatikd
HKK eivon kataiinro ywo TACE 6tav:

-ta, amoteAéopata XMO mpmdtng, de0TEPNS YPOUUNG Eival TToOYA

- 10 40% 1ng vocov gival amoKAEGTIKE GTO TP

- TOPOVGIALETOL LEIWUEVT] CLUUOPPMOGT TOL acBevolg og mapateTapévo XMO oynuota
-ropovctaletol ToEkdtTnTa Natog 6 XMO

-LTAPYEL LIKPN OVTATTOKPLOT], AOLVOLIO OTOTEAECUATOV YNUe0depameiag TPITNG YPOLLUNG

I4.Teyvikég XME (TACE)

I.4.1.K)aowkoc ynuerogpforronog
Lipiodol-TACE or c-TACE
H xhooum teyvikn owaxabetnplakod ynueosppoiopov eivanr n Lipiodol-TACE or ¢-TACE xou
Baocileton omnv aptnplokn OmONon VO avTIKOPKIVIKOD QOPUEKOL EUTAOVTIGUEVOD UE YOAAKTOLO
MIOdOANG e amoTéAESA VO Yivel amd@paln Tov ayyelov Tov CUOTAOVEL TOV OYKO (tumor-feeding
artery). (Trevisani F, Golfieri R, 2016)

To eyyedpevo yolaktopa mepiéyel: 7-10 ml iodized oil (lipiodol), anticancer drugs kor 8 mL of
water —soluble contrast medium (O cuvdvacudg avtodg eivon water in oil kot Oyt oil in the water mwov
xpNopomoteitol oe TOAG kEvIpa ko givor AdBog ). 1o water in oil vrepéyel og OyKo 1 MITLOOOAN.
H mocomta g AumiodoAng kabopiletor omd v péyotn SIAUETPO TOV OYKOL, TNV ayyeloPpibeia
Kol TIG NroTikeg epedpeiec. 'Etot v pio swdpetpo 8 ek Oa yperactovv 10-12ml lipiodol yw v
TOPOUCKELT TOV YOAUKTMOUATOC.

H &yyvon g Aumdoing poli pe epPoAikd vAko pmopel vo Tpokaréoel woyoukn PAAPN oto ayyeio
oL oupat@vel Tov 0yko. Emiong n AutiodoAn pmopel va mpokoAécel mpoOoKapn amodppatn g
TOANG PAEPOG péow Tov TEPYOAaYYELONKOD TAEYNOTOC (peribiliary plexus). EmmpocBétme, pehéteg
QOPUOKOKIVNTIKNG Exovv dgiéel 0Tt 0 ynueoepPolopds (TACE) mov mepiéyet iodized oil peunvel
TNV OVAOTEPT CLYKEVIPMOT YNUEODEPATEVTIKOV GTIV GLGTNUATIKY KUKAOQPOPio Kol awEAVEL TV
€VO0-0YKIKT] GUYKEVTIPMOON Kol UEWDVEL 6TO0 oo TV {oTikdOTNTO TG d0EopovPikivng otov OyKo.
Emniong peiéteg €yovv avadeilel tov poro g MmodAng oty dwdwkasio TACE kot €xovv deiéet
avénuévn evomdBeon AMmTOOOANG Kol adOPLOUVKIVIG 0TOV OYKO G€ GUYKPION E YETOVIKG M
KOPKIWVIKG Tunpato tov Mmatog. Emiong eappoxoxivntikég peréteg €xovv amodeiler OtL o
ynueoepuforiopdc (TACE) pe MmodoAn LELOVEL TIG LEYIGTEG GLYKEVIPOGELS TNG do&opofovkivng
OTNV TEPLPEPELNKT EEONTOTIKY KLKAOPOPIOL GLYKPITIKA UHe TOV eUPOMOUO pE GOOPId TTOV
eoprtilovron pe do&opovPikivn (Malagari K, et al, 2008 1)

[Moporo mov m teyvikn Lipiodol-TACE givor M «KAooWKN TEXVIKN YNUEOEUPOMOLOD, Kdamoln
gpotpata wapopévouv avordvinto. To amotélecpa g Oepaneiog pmopei va Pektiwdel pe v
YPNON €VOC GLYKEKPIUEVOL OVTIKOPKIVIKOD QOPUAKOL 1 KAmowov ocuvvovacpov; [low sivor n
Bértiot doom papudakov; [Towo etvar to koAvTEPO BepamevTikd oynua: “on demand” M and Kdmwolo
npooyedlacpuévo oynpa; Ilow eivor m mpaypatikn onotedespoatikotnta g Lipiodol-TACE;
(Trevisani F, Golfieri R, 2016). ®aivetor 611 petd 2-4 mpocyedacuévovg eUPoMoons TpEnet va
ovveyilet on demand oniadn o6tav kKatd to follow up mapatnpeiton avénon epuPpouikng spapiving N
véeg PAaPeg 1 peyEBuVoN TOL OPYIKOV KOPKIVOIOTOG- GTOYOV.
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f. £-

[Ewova 2] TTopdaderypo epfoitopov pe Lipiodol-TACE technique. ‘Evag 6ykog HKK 2,2¢m oto tpnipa VI tov fmatog
Swryvoopévogs pe Afovikn Topoypagia (euwdves a,b) copeova pe to kprzppe AASLD/EASL. O acOgvig vmofAndnke
G€ VIEPEKAEKTIKO dlakabeTNplako ynuetognforiopod (sucova d), apol mpota pio nrotikn ayyewoypopio (Hepatic
angiography) emBefainoe éva viepayyeioPpiBéc olidio atov 6e£16 Aofo (ewdva ¢). H ewova d deiyvel tov tOmo g
ayyelmong kat Tov ayyeoPpdn yapaktipa. Metd tov epfolcpo, 1 ayyeloypoeio ovadekvieL GUGIOAOYIKT] ALATOOT
TOV NIatog pe coen EMeyn ayyeimv oty epuPforicuévn meployn (euwdva e). Ot televtaieg ewoveg (f,g) deiyvouv capn
KOTaKpATN o™ TG MmodoAng e0pnue Tov £ival EVOEIKTIKO VEKP®GNG TOV 0YKoL. Av 1 KaBnAwon g Amlodoing fTav
avOUOAN pe Teployka eEMAelpaTa 1 Tpdyvoon Ba nTav xepdTep.

IImyn: Golfieri R, et al., 2013, http://dx.doi.org/10.1016/j.jvir.2012.12.013

ABDOMINAL AORTA
X_MVXD_HR_RT

[Ewéva 3]. Qaivetar caedg 6 6yKkog oty MRI mpo tov gpfoopol pe Mmodoin (évtova dompn ot dedtepn o va)
[THI'H: Apyeio K. Maioydpn

I.4.2. Xnuewoeupoonoc ng coorpiowe wov axeievdep@vouvy ynusrodeparsvtikdg

DEB (Drug-Eluting Beads) TACE

DEB TACE eivar o pébodog ynpetoepforicpotd mov Paciletor oty £yyvuon HIKPOSOAPdimV
eoptouéve pe évav ynueloBepansutikd mapdyovta (drug-eluting beads; DEB), ocuvnfog tv
avOpaxvkAivng (doxorubicin, epirubicin, idarubicin). (Trevisani F, Golfieri R, 2016). H xotavoun
TOV QOPTICUEVOV GOAPISIMV 6T ayYeio TOV TPOPOSOTOVY TOV OYKO-GTOYO EMTLYYAVOLV 1GyaLpia
oALG KaBdS 1 doEopovPikivn amehevBepmdveTal oTAdKA TOTIKE 0dNYEL GE VEKP®OOT) TOV GYKOV.
(Malagari K, et al, 2008 1).
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Mo avut) v te)vikn €xel emdeyel 0 GLVOTTIKOG akpopvnuakog 6pog DEBDOX (Drug-Eluting
Bead DOXorubicin) émov opaipidia eoptilovior pe do&opovPikivr. H cuvnOng cuvietdpevn d6omn
etvan kéBe proridio DC Bead (2 ml of beads) va goptiotet pe 50—75 mg doxorubicin (loading dose,
25-37.5 mg doxorubicin/ml of beads). Ta @opticuéva DC Bead mpémer va avaperyBodv pe un
wvikd okaypoekd. Tovddyiotov 5-10 ml pn 10viKod oKlYPOEIKOD TPETEL Vo ¥pNoILonomodv
vw 1 ml of DC Bead (i.e., 10-20 ml are required to dilute one vial of DC Bead) mpwv v £yyvon.
(Lencioni R, et al, 2012) H peyolvtepn do6om dofopovfikiving pmopel va eivar 150 mg ava
euporopo, popticuévn oe DC Beads of 100-300 or 300—500 um (Malagari K, et al., 2008 1)

Meléteg €yovv dei&el 6TL 1 dadikacioc DEBDOX TACE givol ac@OANG KOl OTOTEAEGLLOTIKY Y10, TNV
afepanevto HKK o710 evdidpeco otdoo B kot Aydtepo to&ikn amd v Lipiodol-TACE (Lammer et
al, 2010). O Oepdnov EmepuPoticég Aktivoddyog Ouwg mpémel va yvopilet moAd kaAd nv
Jd1KaGio Yol TNV aoPLYN AVETIOOUNTOV EVEPYELDV N, GE TEPITTOON EUPAVIONG TOVG, TNV Gpeon
avTWETOMION Tovc. [Ipocoyn cuvicTdton TNV EMAOYN TG SOONG POPTIONG TOV GPALPII®MY LE TO
EUPOAKO VAIKO PE EKTIUNON ATOUIKE TOVG ToPdyovTes TOL cLVOEOLV KaBE acbevr pe Tov dyko Tov
(individual patient- and tumor-related factors). Emiong mpocoyn ovviotdtor otov Tpodmo
tomofétnong tov kabepa N pkpokabeTpa Kot oTov puoud Eyyvong Tov UPoiikod LAIKOD MGTE
va amo@evyel n Sopuyn Tov o€ yertovikd un kapkwvikd tuqpata. (Lencioni R, et al, 2012)

\: @

PP
A/

/_ ]
f//

META TACE MAHPHE NEKPQZIH 1 MHNA META

[Ewkova 4]Kor vékpmon petd ynuetoepforiond pe DCBead
TTHTH: Apyeio K. MaAayépn

Mapaderypa DEBDOX TACE [Ewdva 5] Exhextikn ayysoypaeio 0ykov 7.8 ek delyvel LIEpayyEIOVUEVT] OYKOAOYIKN
aAloimon pe xpnon pkpokadetipog. Katd to uicv g @dcems tov pfoAcpiod mapatnpodvTol daTIKES AlveS Tov
dglyvouv TV GUECT] KOTOOTPOPY TOV JIKTO®V TOv OYKov. AToTéAecpa spfolcpod 3 ypovio petd deiyver TAnpm
vékpmon Kot opikpovon g PAAPNG. ITHIH: Malagari K, et al., 2008 1, https://pubmed.ncbi.nlm.nih.gov/17999110/
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Hepasphere TACE

Avikelr oto. DEB TACE. To Hepasphere eivar éva véo eelypévo péyebog ocopaipidiov mov
ouvviotatol o€ €évo superabsorbent polymer drug-eluting embolic material. To HepaSphere 3060
um givatl éva véo péyebog poptildpevov pkpooeapdiov, To onoio otnv Enpd Hopen Tov E£xel
dwpétpnua 30—60 pm kot enekteivetal oe 166242 (197 + 31) um og didlopa ko 145-213 (148 +
45) um petd v eoption pe doéopovPikivr. To HepaSphere 30—-60 £yxel amodeybel 6tL givar éva
TOAD  OMOTEAEGHOTIKO KOl 00QOAES eUPoAKO VAKO oe evdiduecov otadiov HKK pe younin
ovotnpatikn ékbeon oy doéopovPikivn (Malagari K, et al., 2014)

RN

TEXNIKH XME 0 S |

AwAvpévo oe 20mi normal Liine
loading: ‘v.
g

XPHEIMONOIOYMENOI MIKPOKAGETHPEX
Progreat 2.7, 2.4 (TERUMO)
Renegate HiFlow / Fathom 0.016 (BOSTON SC)
Microfermret 3F (COOK)

~ ,-/ ATTEIOAIAZTOAH 100-300pg vitpwdeg 1A
S S o
3
&’/ CEUS
NMPOENEMBATIKA
KATA THN ENEMBAIH
MAPAKOAOYOHZIH

[Ewova 6] H dwdikacio g @opTiong Tov oealpldiov kot peydin apaioon. H mapaxorovdnon pe CEUS Bonda yuo

eKTipMoN g mopeiog g eméuPoong
ITHI'H: Apyeio K. Malaydpn

MeTa Tov spBoNioo
Mpiv Tov spBoAiopo : Neoayysiwon (ITT(iAEIwn mc vsoavvziu)ong

[Ewéve. 7] Ewdva acBevoidc mov epforicOnke pe Heasphere. Evd dveo apiotepd mopampeiton blush oty kdto de&id
dev amewovileTon ma ka1 PAAPN dev mapovctdlet Eviovo oklaypaekd blush.
I[THI'H: Apyeio K. Mahaydpn
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[Ewova 8] Metd tov gpforiopnd pe Hepasphere to vrepnyoypdenuo He oKloypapikod Oeiyvel TANPN VEKP®OT NG
BAGPNG TTHTH: Apysio K. Makaydpn

Drug eluting microspheres Lifepear!

DEB @opticpéva pe avBpaxvkiiveg (anthracyclines) gival pion mopoaAloyn tov ynUEOEUPOMGHOD
(TACE) mov emutpémel por mopatetapnévn amedevfépwon tov goapudikov. To ynuetobepameuticd
eoptileton oe pkpooeaipidn LifePearl® mov eivanr éva xovotopo DEM amotedodpevo amd
otpopato polyethylene-glycol wot €yet oamodeyBel oe Sdpopec perétec m oo@dAEl Kol 1M
anoterecpatikdétnTo tov o abepancevto HKK otadiov BCLC-B xoau BCLC 0-A. T'evikd €xet
amodeyfel Ko avTamoOKpIon Tov OYKOL Kol avekTikotnta oty toéikotnta (Baere De T., et al.,
2020)

1 MHNA META

[Ewova 9] Xnuewepforopds pe Lifepearl. H ayysoypagpio dsiyver ™ PAGPN pe pukpokabetipo kot tnv €viovn
ayyeoBpiBeia. H afovucn 1 prva petd detyvel minpn vékpwon).
[THI'H: Apyeio K. MaAaydpn
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Lumi
To Lumi givon 010 pe to DC Bead pe ) dtopopd 0Tt lvan okTivookiepd kot emTpEnel va eEAEYEOLLE
™V KaONA®oN ToL 6T0 NP 1 GTOV OYKO.

MEIAAH MEIQZH OrKIKOY ®@OPTIOY

META XME ZE BAABH >5&k

[Ewova 10] Xtadakr peioon ayyelofpibelog Kot EKTeVG VEKpmon Le TANpN e€apdvion oto 1 £1og petd. Ztnv mpdT
and Tig Tpeig eucdves eaivetar o Lumi,kot otadiokd otig dAes dHo eEapovileTol otadioKd.
ITHI'H: Apyeio K. MaAaydpn

TANDEM

To TANDEM /OncozeneTM (CeloNova BioSciences Inc., San Antonio, USA) eivou kot avt6d drug-
eluting microsphere amoteAovuevo amd sodium poly-methacrylate mov €xet apvntikd @optio.
Awépel amd ta Ao eopTildpeva cpopidta Yot etvar pikpn n o10popd HETOED TOv peyEBoug
ToVG o TV avaypaeopevn oduetpo 40 + 10, 75 + 15, and 100 £ 25 Im pe peioon dwapétpov 5 %
petd eoption. H anelevBépmon tov pappdrov yivetot pe d1dyvon Kot Katevhuvetol Tpog to KEVTIPO
TOL OYKOV.

NMEPI®EPIKH AITEIQZH META
XHMEIOEMBOAIZMO

MEIAAH NEKPQZH
2THBAABH - 2TOXO
3 MHNEZ META

[Ewéva 11] Me pkpokabetipa eyyvonkay ta cpapidie TANDEM 75 um . Xe 3 pnveg mAnpng vEkpmon kot puelmon
TOV OYKOL GTNV ATEKOVILOHEVT ayYELOYPapIKd BAGPN eaivetat viepayyeiowon kot blush katd tov epfoiopo.
ITHI'H: Apyeio K. MaAaydpn
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I.5. Amoteléopata ypiong Tov texvik®v TACE

I.5.1. IIpoyvocTikoi mapdyovreg
H etepoyéveln tov intermediate-stage HCC kot  cuveyng avénon g ypnong TACE, ektog tov
TPOKAOOPIGUEVOY  OdNydV  dNpovpynoay TNy  avaykn vyl TV ovimtuén  cuoTnudTov
Babporoynong (scoring systems) mov mpoPArémovv v emiPiwon tov acbevav.(Han G, et al, 2020)

To 2013, dnpovpyndnke to Hepatoma arterial-embolisation prognostic (HAP) score [Ilivakag 16]
(Kadalayil L, et al, 2013), to omoio petpdet o OS amd 1o npdto TACE péypt tov Bavoto 1 péypt to
tehevtaio FU. 'Etor 10 HAP mpoPréner 1o anmotedéopoto o HKK aoBevelg mov Aapfdavouvv
Oepancioc TACE/TAE xot pmopet va Ponbnoet ommv emdoyn tov acbevov, vo emrpéyel v
SGTPOUATOOT TOVG 0€ KMVIKES HEAETEG KO VO OIEVKOADVEL TIG CLYKPICELS OVAUESH GE SLAPOPES
avaeopés. Ot mapdyovteg mov AapuPdvovior vTOYTN Yol TOV VITOAOYIGHO TG TPdYvmons givol ta
emimedo aAPoouivng (albumin <36 g/dl), yorepvOpivng (bilirubin >17 pmol/l), a-peTonpmTeivig
(AFP >400 ng/ml) xaBn¢ kot to péyebog tov kupiapyov 6ykov (size of dominant tumour >7 cm).
[No kéBe Eva amd Tovg Tapamdve mapdyovteg (epodcov veiotavtor) diveton 1 fabudc kot katdmy ot
acBeveic pmopotv va yopiotovv oe pio omd 1ig 4 HAP A-low, HAP B-intermediate, HAP C - high,
HAP D-very high opdodeg kivovvov (risk group) pe fobpovg 0, 1, 21 >2 avtictorya kot OS amnd 4-6
unves (HAP D) éwg ~30 unveg (HAP A).

Albumin <36 g/dl
AFP >400 ng/ml
Bilirubin >17 pmol/|

— ek ek ok

Maximum tumour diameter >7 cm

HAP classification

HAP A 0
HAP B 1

HAP C 2
HAP D >2

AFP, alpha fetoprotein.

Kadalayil L et al. A simple prognostic scoring system for patients receiving transarterial
embolisation for hepatocellular cancer. Ann Oncol 2013; 24 (10): 25665-2570. By permission
of Oxford University Press, The European Society of Medical Oncology and The Japanese

Society of Medical Oncology.
[[Mivaxag 16] ITHIH: Kadalayil L, et al, 2013, , https://www.researchgate.net/publication/249648925

To HAP score gvioyvOnke and Kim et al.(2016) pe v mpocsOnkn apBuod tov oykwv (modified
HAP-II -mHAP-II) mov odivel meplocOTEPES €PAPUOYES OAAGL OEV EMTPEMEL OTOUIKO EMIMEOO
npoyvoowomtag (individual patient-level prognostication). Avtd 10 gumddl0 KAUPONKE 0amd
Cappelli et al.(2016), mov avéntvée to modified HAP-III (mHAP-III), 6mov vroAioyilovion
petafintég tov peyéBovg tov Oykov otnv eEgocdpevn tovg poper.. To mHAP-III emupéner
TPOYVOOT EMPIOONG GE ATOUIKO EMINESO AGHEVOVS GE CUYKEKPLUEVT XPOVIKT GTLYUN LETA TO TPADTO
TACE. (Han G, et al., 2020)

To HAP score, av kot £yt ToAL0oOG meploptoots, mapopével o povo omodekto and ESMO clinical
practice guidelines. £to HAP score égovv mpootebel kot GAAeg petafAntéc 0nwg macrovascular
invasion (MVI), nAwio, «otr outiodoyio TG CLYKEKPWEVNG — NMTOTIKNG VOGOV
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( https://jscalc.io/calc/2omTfeWrmOLc41ei). To HAP score pmopel va evioyvbel kot dAro (Palmer
D, et al, 2020).

I.5.2 Extipnon tng evrandkpiong etnyv Oponsia

To xvp1oTEPO KATOANKTIKO onpeio oty peAétn tov kapkivov givor 1 Ol EmPioon (Overall
Survival-OS). H oanewdvion Oewpeitor 1 MO OVTIKEWEVIKY EKTIUNGCT OTNV OVIOTOKPION TOV
KOPKIVIKGOV cuumay®v 0ykov. Baciletal oty pétpnon tov peyébovg g PAaPnc. o va eivar dopomg
eviaio d1eBvmg 1 amodoyn TV HETPoE®Y, KPIONKe avoyKaio Vo TpocsdloptoTovy TPATLTES 00N YIES.
To 2000, ot Opyavicpoi yu v Meiét tov Kapkivov mg Evpomng, g Apepikng, Kot Tov
Kavadd kabopioav ta Response Evaluation Criteria in Solid Tumors (RECIST), opadomoimvtog Tig
dapopeg mpotdoelg kprmpiov tov WHO (1979) dote va vrdpyovv amiomompéva kot mpdTuma
KpLTnplo aELOAGYNONG KOl GUYKPIONG OTIC KMVIKES LEAETEG.

To RECIST kpumpua BociCovtar oty pétpnon g HeYOADTEPNG OOUETPOV NG PAAPNS pe v
xpnon CT 1 MRI. Tveton apyikr xotapétpnon yoplotd OAwv tov PAafov (Tpotevdviov Kol
devtepevOVIOV) TIpv TV évapén g Bepanciog. Xwpilovion oe 2 katnyopiec: i PAdPec oTONOVS
(target lesions) wal Tic PAAPec un-otodY0VG (non-target lesions). Metd v Oepameio ko Katd v
dwpkewr tov eetdoemv mapakoAovOnong, N aviamdkpion mpocsodlopiletor and v aAloyn Tov
peyébovg otig mapomdve Katnyopiec. H OS (overall survival) Boacileton otov cuvdvooud twv
napandve avrarokpicemv (CR, PR, SD, PR).[Ilivakog 17]

Table 2  Definition of overall response according to the response of each lesion category.

Target lesions Non-target lesions New lesions Overall response
CR CR No CR
CR SD No PR
PR No PD No PR
SD No PD No SD
PD - - PD
- PD - PD
= = Yes PD

CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease.

[Mivakeg 17] Opiopdg ™G OAKNG avTAmOKPIoNG GOUPMVE. LE TNV AVTOTOKPLoT Yo KABe KoTnyopia PAGPNS
[THI'H: Fournier L, et al., 2014, https://doi.org/10.1016/].diii.2014.05.002

To RECIST kprrpro emkaporomidnkayv to 2009 ko €ytvav RECIST 1.1 [Mivakag 18]. Ot Bacukég
dwpopéc etvar 01t pewwvetar o aplBuog twv target lesions mov mpémer va petpnbovv Kot
dwywpileron n pétpnon twv lymph nodes o1t poakpd tovg dwdpetpo. Emiong ypnoyedet cav odnyog
ot0 PET dote va mpocdopiotel n petactatiky ¢von véov Prafav.

Ta RECIST kpumpio, mapdro mov mpos@épovy €va mAaicto a&loAdynong e oviamdkpions g
Bepamneiog, dev etvar moAd ypnoa Yo TNV a&oAdYNoT OPIGUEVOV 0pYAV®VY OT®S TO TP, OTOL Ot
image-guided Bepamneiec (0nmwg o ynueweuforionds) anvovy UIKPEG OVAES (scars) ioeg pe tnv
apywn| PAGPN N peyorvtepec. Emiong 10 mocootd avtanokpiong (—30% for a response and +20%
for progression) mpocdopictnke avbaipeTa Ywpig v TO EMKLPDOVOLV KATOL0 OTOTEAEGLOTAL.
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Table 1 Definitions and response categories for each type of lesion according to RECIST 1.1.

Target lesions Non-target lesions New lesions
Definition Lesions with longest Lesions that are too small
diameter > 10 mm and limits that (< 10mm)
are sufficiently well defined for Lesions for which measurement
their measurement to be is considered unreliable as their
considered reliable limits are difficult to define
Lymph nodes: measurement of (bone or leptomeningeal lesions,
short axis, target lesion if ascites, pleural or pericardial
short-axis measures > 15 mm effusion, lymphangitic
RECIST 1.1: maximum number of carcinomatosis etc.)
selected target lesions 5/patient Measurable lesions not included
and 2/organ in the target lesions
Lymph nodes: measurement of
short axis, non-target lesion if
10 mm < short-axis
diameter < 15mm
Levels of tumour
markers > normal (if relevant
and predefined)
Complete Disappearance of all target lesions Disappearance of all non-target No (no new
response (CR) and all nodes with short lesions and normalisation of lesion)
axis<10mm tumour marker levels
Partial response > 30% decrease in the sum of No progression No (no new
(PR) target lesions taking as reference lesion)
the baseline sum
Stable disease Neither response nor progression Persistence of one or more No (no new
(SD) non-target lesions and/or lesion)

Progressive
disease (PD)

>20% increase in the sum of target

lesions taking as reference the
smallest sum measured during
follow-up (nadir) and = 5mm in
absolute value

tumour marker levels > normal
‘Unequivocal’ progression
(assessed qualitatively) in lesion
size (an increase in size of a
single lesion is not sufficient)

Yes (appearance
of new
unequivocally
metastatic
lesion(s))

The sum of target lesions is defined as the sum of the longest diameters for non-nodal lesions and the short axis for lymph nodes.

[Mivaxeg 18] Opiopoi ko katnyopieg avtomokpiong yo Kabe tomo PAAPNs ocdupova pe ta RECIST 1.1 kprrmpua
ITHI'H: Fournier L, et al., 2014, https://doi.org/10.1016/j.diii.2014.05.002

To 2010 exd6Onkav ta mRECIST (modified Response Evaluation Criteria in Solid Tumors)
[Mivaxag 19] yo va KaAdyouv Ta TpofAnpate otnv a&loddynomn g avtomndkpiong otnv Oepameio
tov HKK éykwv. Ta. mRECIST kpurmpia €16dyovy Ty €vvolo ToV «opotoOUeVov- {mTIKoOD OYKOoL»
“viable tumour” omv pétpnon g PAPng tov Mmarog (Llovet J, Lencioni R, 2020). H
avtonokplon otig PAAPec-oTtOXOLS exTdTol Omd TO TOCOCTO TNG OAAAYNG TOL HEYioTOL
afpoioparog g dwpéTpov v {ovtavav 16tmv «viable portions». H avtamdxpion g PAAPNS -
otOYov ekTdtor and 1o AfpocUe TOV UEYIGTOV JWUETPOV TOV PUOCIUOV 16TOV KOl TOV
vekpotik@dVv [the sum of the diameters of the viable portions (portions enhanced during the arterial
phase)]. (Fournier L, et al., 2014). H OS moapapével 1 Bacikn extiunon oty Oepaneio pe Kamoteg
aArayég otig evoldueoeg extipnostg [Hivakoag 20].
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Table 3 Definitions and response categories for hepatocellular carcinoma according to mRECIST.

Target lesions Non-target lesions New lesions
Definition HCC HCC: lesion too small (<
longest diameter = 10 mm 10 mm), infiltrating or
nodular (clear boundaries, atypical enhancement
non-infiltrating) (non-arterial)
enhancement on arterial phase on CT or For other sites: id. RECIST
MRI
For other sites: id. RECIST
Complete Disappearance of any intratumoral Id. RECIST No (no new lesion)
response (CR) arterial enhancement during in target
lesions
Partial response = 30% of the sum of the diameters of Id. RECIST No (no new lesion)
(PR) viable portions (enhancement on arterial

phase) of target lesions taking as
reference the baseline sum

Stable disease Neither response nor progression Id. RECIST No
(SD) (no new lesion)
Progressive > 20% of the sum of the diameters of Id. RECIST Yes (appearance of new lesion(s)
disease (PD)  viable (enhancing) portions of target for which the diagnosis of HCC is
lesions taking as reference the smallest unequivocal®)
sum of the diameters of viable portions Yes (appearance of new lesion(s)
of target lesions recorded since the start for which the diagnosis of a
of treatment (nadir) metastatic lesion is

unequivocal®)

HCC: hepatocellular carcinoma.

3 A new liver nodule is classified as HCC, and will therefore be declared as a progression, when its longest diameter is = 10 mm and it
presents the typical enhancement of HCC on dynamic imaging, i.e. contrast uptake during the arterial phase with portal vein/delayed
phase washout. = 10mm lesions which do not exhibit typical enhancement dynamics may be diagnosed as HCC if they increase of =
10 mm on subsequent examinations. In this latter case, the date of progression used a posteriori will be the date of first detection of
the lesion.

[MTivaxag 19] Opiopol kar katnyopieg avrondkpiong HKK ocopoova pe tao mRECIST kpumpu
ITHI'H: Fournier L, et al., 2014, https://doi.org/10.1016/j.diii.2014.05.002

[Mivaxoag 21] Ot kopmdreg Kaplan Meyer dgiyvouv 6t
emPioon eivor peyordtepn otav Exel emtevydei kaAn
tomwkn avtandkpion pe oo mRECIST kpurpua

ITHI'H: Apyeio K. Moiaydpn

Table 2. Overall response assessment in mRECIST." SunivalFunctions

Target Non-target New Overall 10| — EASL#6m
lesions lesions lesions response — L 5 ,,3

(R (R No (R e o i
(R NN No PR » , it
PR Non-PD No PR E;e- = e e
sD Non-PD No sD 3

PD Any Yes/no PD E ,ﬂ

Any PD Yesino  PD ?

Any Any Yes PD " -

(R, complete response; PR, partial response; SD, stable disease; 5 b=

PD, progressive disease; NN, non CR, non PD. - ‘

*Adapted from Lencioni et al, Semin Liver Dis: 2010;30:52- & 6 b & 4 & &

60.728. tine

[Mivaxag 20] Ok eKTiINOT TG AVTOTOKPLONG

katd mRECIST kpimpua

TTHI'H: Llovet J, Lencioni R, 2020,
https://doi.org/10.1016/j.jhep.2019.09.026
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ENOTHTA A
IXEAIAYXMOX [TIPQTOKOAAQN KAINIKON MEAETOQN
I'TA HEPIOXIKEY ENEMBATIKEY TEXNIKEX
XME (TACE)-Kipp®TiKol 060cveic

[Ipwv Eexvnoet o kKMvikny peAdétn, Ba mpémel va vdpyel Eva EekdBopo epOTNUA TPOG ATAVTNON
oV TEKUNPLOVETAL emotnuovikd (Study Rationale). E@OGOV VTApYOLV EMOPKY| EMGTNLOVIKA
dedopéva Tov Vo OIKOoA0Yo OV TV Evapén e, LITAPYEL OPKETE LEYAAN TOAVOTNTO VO GUVEICPEPEL
0€ MEPOITEP® LOTPIKT] YVAOOT YO LU0 CLYKEKPIUEVN VOGO OTOPEPOVTOG CNUOVTIKO OPEAOC OE
acBeveic ko ev yével oty Kowvavia, Tote apyiletl Kot 1 GLYYPAPT] TOV TPOTOKOAAOL.

To TPpOTOHKOALD TV KAWVIKOV HEAETOV OQEIAEL VO, EIVOL EMGTNUOVIKA TEKUNPIOUEVO, TEPLEKTIKO,
AVOALTIKO MG TPOG OAES TIG d1dIKAGiEG deEay®YNG TOVS KOl VoL aKOAOLOEL TOLG VOILOVS TTOV dLETOVY
Vv deEaymyn KAVIK®OV doKIpnav, kabmg kot toug kovoveg OpOng Kiwvikng Ipaktikng (ICH GCP).
Y& mepint®on TOAVKEVIPIKOV OEfvav KAMvikdv peretdv, Oa mpénel va doBel e1d1kn mopdypo@og
Y va Ypapodv Kot Tomkoi vopotl kot Kavoveg nOng-frondikng, ot onoiotl o€ kapio mepintmon dgv
Ba avtikpoHovv Tovg d1ebveic VOHOLG Kot KAVOVEG,.

To 7TPpOTOKOAO TOV KMVIKOV HEAETOV YEVIKA OKOAOLOOVV ocuyKekpiévn owdtaén yu va
SLEVKOAVVETOL M AVAYVOGT] Kol KOTavOon o™ amd TiG ekAoTote puOUICTIKEG apyes dote v 000el N
gykplon v Vv defaymyn tovs. Emiong étor dievkoAdvetal ko n d10pBwon 1/kor mposOHnkn
Kémowwv dladkacidv mov gite o {nmbovv and T1g puOoTiKEg apyés mpv v Eykpiom gite Oa
Kp1BovV avaykaieg Katd v dtdpkela Oegaymyns e KAMVIKNG LeAETNG.

2T1C YeVIKEG KaTELOVVTNPIEG 0ONYIES, VO TPMTOKOAAO KAVIKNG HEAETNG Elval AKPMG EUTIGTELTIKO,
Kol og kéBe cerida, avaypapetol (KePAAdO-VTOGEAD0) TO GVOLOL TNG XOPNYOL £TALPEiNG, O TITAOG
TOV TPMOTOKOAAOL pE TNV KAbe €kdoom (version) N akdpa Kol T0 TpooyEdo (draft), m nuepounvio
ékdoong, Kabdg Kot o apBpdg ceridag (cerida .... amd ...... ) (NIH-FDA Clinical Trial Protocol
Template — v1.0, 7 Apr 2017, Page.....of ....... ) [Mapaptnpo B

2V opyIKn GEAMOM, avaypAPETOL O TITAOG TOV TPMTOKOAAOV, O OMOi0g TPEMEL Vo ivol £0KOA
avayVOPIGUYLOGC, Vo TEPLEYEL TOV KUPLO GTOYO Kol VO EIvaL ETAPKMS SLOPOPETIKOS amd TO TITAO AALOV
TPOTOKOALOL Yoo va amogevybel omowdnmote clOyyvon. Aakovikotnta pe eEedikevon kot
0VOETEPOTNTA EIVOL O GTOYOG. AV VILAPYEL KATOWL GLVTOHOYPAPio. TOV TPOGdlopilel To TITAO NG
UEAETNG, aVOQEPETOL €O0M KOl Hmopel va ypnotpomombel oe OAo ta £yypopa avti yio OAOV TOV
Tithov. XtV 010 GEALdO, AVAYPAPETOL TO VOUUEPO TOV TPOTOKOAAOV, 1 €KOOOT), 1 MUEPOUN Vi
€Kd00MG, TO0 OVOUO TOL VIO JOKIUN PAPUAKOVL 1) CKEVAGLOTOS, TO VOUUEPO KOTUYDPNONG OTNV
oebvn mhateopua. Emiong ta otoryeio Tov yopnyov kabdg kot ta otoryelo emKowvmviag tov
vevBovov g etaipeiag. Téhog avaeépetar M ONAwon eumiotevtikOTTOS (confidentiality
statement), dNA OTL 10 TAPOV £Yypao elval AKPOG EUTIGTELTIKO KOl HOVO SOMIGTEVUEVOL
AVTUTPOCHOTOL LTOPOVV VO TO YPNGYLOTOGOVY KOHMG KAl 1) O10THPNOT) TOV GE AGPUATN XDPO.

Ymv devtepn oelida, o Kopiog Epsvvnrrg (PI-Principal Investigator) vmoypdgetl pe nuepounvia
mv Mloon ovupdpemong (Statement of compliance) omov dnAdver ot €xer dwPdoel Kot
KOTOVONGEL TO0 TPOTOKOALO Kot OTL 1 KAwiK) dokyn Ba de&oyBel cOhppova pe toug €KAGTOTE
Awebveig, EOvicovg & Tomkovg vopovg kot kavoveg delayoyng KAMvikov peietdv (my. m
Awixnpovén tov EAcivil, ICH-GCP, REGULATION (EU) No 536/2014, ®EK 390 B /2013, ®EK
4131 B /2016, ®EK 2015 B/2019). Eniong vroypdeetor to conflict of interest dmA o Kvpiog
Epgovnmc N/kon ta péAn g epeuvnTikig opddog SNAMVOLY oV £XOUV OTTOLONTOTE OKOVOUIKO
OPELOG A0 TNV CLYKEKPYEVT] KAMVIKT LEAETY).
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AxolovBel pia mepiinyn OANG TG KAMVIKNG HEAETNG OOV OVOQEPOVTOL GUVOTTIKA T KUPLOTEPQ
YOPOKTNPIOTIKA Kot TO TPOYPOpp TG KAVIKNG dokung. Metd ko v mepiinym, apyilet n
OVOAVTIKY] GLYYPOPT TOV TPMOTOKOALOV.

A.1 Ewoayoyn

Ivetar yevikn Broypaeikn avagopd oto HKK, otig péypt topa yvwotég Oepameieg kat, ov
VILAPYOLV, ATOTEAECHATO GAA®Y KAVIK®OV dokiudv. Emiong yivetar yevikh ava@opd oTic YVOoTEG
neproykeg emepPatikég Oepaneieg kabmg ko Ta amoteléopota tovg (Evotyroa I). I'veton meprypaon
uebodoroyiag mov ypetdletor Yo va d00el ambvinon 610 EpAOTNUA TNG LEAETNG. AVOPEPOVTAL TVYOV
tpomontomoelc. ['ivovtor Piprloypagikés ovaeopéc oe BEpato TOv a@OpPoOVV TNV HEAETN Kot
oTIONTOTE Bewpeitar oYeTKd Yo TNV dteEoywyn Tne.

A.2. Y76 doxy) wpoiov
Avoiutikd OAo ta mopakdto ovoeépovior 6to Eyyepidio tov Epevvnt (IB-Investigator's
Brochure), aAAd 6TV GUYKEKPIUEVT] EVOTNTA OVAPEPOVTAL GUVOTTTIKE TO PACIKOTEPA LLEPT).

A.2.1. YvotoTikd
AvoAdovtal To ¥NUIKG GUCTATIKE TOV VO HEAETN OKEVACUATOC. AlvovTol oTotyEld GYETIKA LE TNV
dwbeoudro, cLoKELACiN, ATOCTEIPWON, TPOETOACIO (POPTIOT) TOV EVEGIUMOV GKELAGUATOV
kabodg kot tov Tpdémov yopnynons. Emiong odlvovioar  otoyeio  emkowwviog Tov/TmV
TOPUCKELOOTI/TOV TOV SOPOP®V SHAVUATOV, CKELAGUATOV Kol Aomdv Pondntikov pécov (my
Kkafepeg, LKpokaBeTpeg, cLPLYYES, K.O.)

A.2.2. YnoBaOpo (Background)
Awrtifevion mpokAvikd amoteAéopato in vitro f/kol in o vivo, kaB®g Kot Tuxov KAWIKA
OTOTEAECUATO OO TPONYOOUEVES KAWVIKEG OOKIWEC o€ avOp®TOLG, €£pOGov vrapyovv. [iveto
a&loAOYNoN TOV YVOOT®OV OPACEMY QOPUOKOOVVOUIKNG KOl POPUOKOOVVOUIKAG TOV GUGTATIKOV
KaB®G Kot TVYOV YVOOTEG TAPEVEPYELEC.

A.3. Xkomog g perétng (Study Objectives)

A.3.1. Study Rationale
2TIC CLYKEKPIUEVES KAVIKEG UEAETEC TO POCIKO EMIGTNUOVIKO EPAOTNUO TPOS ATAVTNON E€ivol 1
pelwon TG ToEIKOTNTAG KOt 1 KAADTEPT OLVATOV AVTATOKPIGT TOL OYKOL GTNV EMEUPATIKN TEXVIKN
wote va avénbet 1o pocsddko {mNg Tov acHevoNc TPOSPEPOVTAS TOV GLYYPOVMG KOl TOOTNTA
Comg.

O oxomdg TG KAMVIKNG HEAETNG TIPETEL VO AAVTAEL GTO EMGTNUOVIKO gpdTNUa (study rationale)
nmov €xetl 1ebel. Xe khvikég peréteg ynuetoepforiopov, o Pacikds okomds sivar vo extiundet n
ac@diea kol n anotedecpatikotnto (efficacy) g vmd depedvnomn TEYVIKNG GE GLYKEKPYEVOD
peyébovg, apBuod olwimv. H extiunon olykpiong avdpeso oe texvikés n/Kot oKevdopoto
(amdoelln avotepdrTag-superiority M pn KototepotnTag-non inferiority) elvar pi oAnbuwn
npokAnon efoutiog G Sweopetikng aviidpaong kdbe TeXVIKNG M/xor  epPforocearpidiov
SLUTEPAAUPAVOUEVNG TNG TTOAVTAOKOTNTOS TG VOGOL

"Eva tpopAnpa ot cuyKekpluéveg peaéteg etvat 0Tt Tapd TV SofectudTNTO Kot TV €Vpeia ypron
TV guporoceapdiov, dev vIapyel copP®via Yoo Tov kaBopiopd tng optimum 66ong yio KOs
OWIUETPO KOl POOMN TOL GPaPiov. OndTE OMOONTOTE EAAYIOTN OAAOYT) GTNV OWIUETPO 1 GTNV
oLGTACT TOL EUPOAOGEAPLOIOD, OmOTEAEL VTIKEILEVO Yo VEEG KAMVIKEG OOKIUES O OAES TIC PACELS
TOVG.
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A.3.2.AL1000yn o1 pickov-0@éiovg (risk-benefit assessment)

H a&oAdynon opéhovg-pickov eivar moAD onUavTIK) Yo TV SeEoywyn UG KAVIKNG HEAETNG
(Evétra B.1). Eneidn otig ovykekpyéveg kKAViKES peréteg, cuvimg 1o pioko gival peyovtepo
amd 10 6QEAOG Yo TOVG cvupetéyovies acbeveic (Evotnta B.2.3), mpémel va vITdpyel EMAPKNG Kot
AETTOUEPNG OUTIOAOYNGN OTNV TEPLYPUPT] OADV TOV QUOIK®V, YUYOAOYIKMV, KOWOVIKOV, VOLUK®OV
TaPAyOVTOV TOV VO SIKALOAOYOVV TNV SIEVEPYELN TNG KAVIKNG SOKIUTNG.

2NV GLYKEKPUEVT VTTO-EVOTNTA, UTopel va evoopotmbel kot to Eexmpiotd NOwd tunua (ethical
section) 6mov Ba meprypdoetarl EekdBapa 10 epdTNHA TPOG depedvnon (relevant question) kot Oa
TEPLYPAPETOL AVOAVTIKA TTMOG 1) LEAETT] CUUUOPPAOVETOL KOt 0TI 7 PacikéS apyEg yio nOkn Epgvva
(Evétra B.1) f)/xot pe 6Aovg To0g KavOVeS 1aTpikng deovtoroyiog kat ron0wkng.

A.3.3. KatoinkTtikoi otoyor g perétng (endpoints)
H emloyn tov katoAnktik®v onueiov otig kKAvikeg pedéteg pe meploykég Oepaneieg (TACE) HKK
elvan emiong onuavtiky Oote va amo@evyel mpdwpn d1okomn 1 AUPIGPNTOVUEVE ATOTEAEGLLOTOL.

llpwtedwv kotoinktikog atoyoc (Primary endpoint)

H Zvvolwkn EmiPimon (OS-Overall Survival) mopopével 1o mpmtedov KOTOANKTIKO onueio (the
primary endpoint) otic khMvikéc peréteg tov HKK TMapapéver to «gold-standard» otnv oykoAoyia
vy tave ond 40 xpovia. (Llovet J, Lencioni R, 2020). H OS a&oAoyeiton cuvnBmg amd v mpdT)
dwdwkacio epPoMopon uéypt tov Bdvato amd omoladnmote artio /Kot and emdeivwon TG vVOGOL
(avéloya pe ™MV GTOTIOTIKY avdAvor mov £xet emdeyel). Kamoleg perétec emiéyovv cav TpmTELOV
KATOANKTIKO onpeio ko v OS and v emdeivoon g vocou péxpt Tov Bdvato f/xor puéypt tnv
MEN ™G perétng (avdioya moto Ba EpBel TpMdTO).

Aevtepevovres katainktikol atdyol (Secondary endpoints)

H avaxdioyn véov eapuakov Kot vémv Teyvikav otny avietonion tov HKK, éyovv ddoet v
SVVOTOTNTO GTOVG EPELVNTEG VO EKTILOVV KOl SELTEPEVOVTO KATUANKTIKA onueion opEAOVE otV
Oepancio. 'Etor 1 EmPioon ehevbepn emdeivoong (PEFS=-Progression-Free Survival), Xpovog
uéxpt mv emdeivoon (TTP =Time-To-Progression) kol 0 AVTIKEWEVIKOS pLOUOG avTOmOKPIONG
(ORR= Objective Response Rate) ypmoULOTOIOVVTOL Y10 VO OVOYVOPIGTOOV TPOIUN CNHALN
OMOTEAECUATIKOTNTOG OV UTOPEL vo. odnynoouvv o€ «accelerated regulatory approvaly (kvpimg
ORR «at PFS) ka1 va avayveopiotodv to oeédn e enepPatikng Oepaneiog mpv 600obv emmAéov
SLVUPOATIKA PAPLOKO TOV UTOPEL VO ETIGKIAGOVY TOL OPEAT TOV LITO OOKIUN GKEVAGUATOC. XYETIKA
pe v avtiotoryioo Oepomeldy moAAEG KAMVIKEG peléteg €xovv amoodeitel 6Tt ORR (measured by
mRECIST) mpoPiémer v emPioon oe ocbeveic mov £xovv avieTOmoOel UEe TEPLOYIKES
«regionaly Bepomeiec. (Llovet J, Lencioni R, 2020).

Surrogate or Exploratory endpoints (ovtimpoowmevtikol epevvytikoi atoyol)

Yav depeuvnTikd KotaAnktikd onueio pmopetl va aorloynbetl 1o péyebog g avtamdkpiong g
amotelecpatikOTNTag TV oQdimv (per-nodule efficacy) oto Nmop Omwg m Tomwkn Ymotpomn
(LR=local recurrence), PvOudc Tomwng Ymotponng (LRR=local recurrence rate), ka1 Xpovog
Emdeivooong tov OGbdilov (TTnP=time-to-nodule progression) petd and kdOe koxho TACE (Golfieri
R, et al., 2013) opwg dev vdpyovv emapkr otoryeio amd KAVIKEG LEAETEG TTOV VO TOL EMPEPOLDVOVV.

Ot Axtivoloyikég HETPNOES 0 OAOL TOL TOPATOVED KOTOANKTIKE ornueion mov Poacilovior oty
Axtwvoloyia ( radiology-based endpoints) etvar onpovtikég yuo va e€ayBel kKhvikd 6peroc. 'Etot Tig
tehevtaieg dekaetiec too mRECIST ypnoyonotodvior eupéme oTig KAVIKES HEAETES Kol KVPImg o€
oaoeig /T doxpég yio HKK. (Llovet J, Lencioni R, 2020).

H emoyn 1ov Kotoinktikdv onpeiov mpénet va ival ToAD GUYKEKPUEVT] KOl TPOGEKTIKY OTIG
OLYKEKPIUEVES KAMVIKEG HeAéTeG. Aev pmopel va emAEyETOL HOVO TO KATOANKTIKO onueio aAAd Kot
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amo molo ¥povikod onueio g perétng Ba petpnbel. H OS Ba kobopicel aAldg to amotéheso v
petpnbet amd v mpodt Sdikacioc XME 1 and v emdeivwon g vocov. Emiong o ORR 6Ha
vroAoyiolel petd omd kdbe Swdwkoacio XME 7 amd v tedikn. [log Oo eéacparichel m
AVTIKEWEVIKOTNTO TV petpiocwv; (Evomra A.4.1) Z1ig ovykekpluéves HEAETEG, Ol EVOIAUECEC
avaAOoEl oOuemva pe mpoypappoaticpuévo mAdvo (Planned Interim Analysis) petéd amd kdbe
dwdwacio XME (ImFU-Evémta A.5.xpovodidypappa) covifag kabopilovv kot tnv eEEMEN TOVC.

A4. Lyedroopodg (Study design)

€ auT TNV EVOTNTO TOL TPOTOKOALOV, OVAPEPETAL TOW0, PACT] KO TO0 SN KMVIKNG HeAETng Ha
axoAovOnbei, To/ta Kévrpa deEoywyng g HeAETNG, TOV TANBVOUO TNG HEAETNG LE TO KPLTHPLYL
EIGUYOYNC-OTOKAEICUOD KOl TOV SoY®PIGHO TOVG Kot v YEVEL OTL Bempole amopaitnTo Yo TovV
OYEOCUO TNG LEAETNG LLOG.

A.4.1. Dacerc KMVIKOV peretav (avagopd kot Evotnra B.2.3)

Ady® ™G TOALTAOKOTNTOS TNG VOoOL, cLVvNOmG dlevepyouvtol KAMVIKEG doKIueES @dong I/1T won
I[I/II. Adyw ™¢ Wioutepomrog TV eneuPatikdv texvik®v cvovnbog sivar povd toein (single
blinded) M avoytov tOmov (open label). Oswpeiton 6yeddv addvatov va givar «tveAOg» o Kidplog
Epevvntg ywati kéBe teyvikn ypnowonotel cuykekpuévo, dtoAvpato 1/kot cpoipiown kot kdbe
TEXVIKN YpedleTon €100 Yepopd omd tov Bepdmovia EmepPatikd Axtivordyo. Emiong o Koplog
Epevvntig otic ovykekpiuéveg KAwikEg Ookpuég etvar Axtivoddyog, Gpo givor kot o Paotkog
«OVAYVAOTNG OAWV TOV OTEIKOVIOTIKOV Tpdéemv cvuneprhapfovouévng g Bepaneiog mov etvan
image-guided. Am6 ovtd 710 onueio, opyiler kou N opeofrinon ¢ aflomotiog TOV
OTOTEAECUATOV TOV CLYKEKPIUEVOV KMVIK®OV SOKIUDV KaODS ToALol eyeipouv BELN cuGTNUATIKOD
o@dApatoc (bias) omd v mAevpd Tov Kupiov Epguovnt. Avetuymdg oty cuykekpuévn tepintmon,
1N OTOPLYY] GLGTNUATIKOV CEAAUATOC BacileTon wg el TO TAEIGTOV GTNV aKEPUOTNTA KOl NO1KT) TOV
Kvpiov Epgvovnr. Av o1 aneikoviotikéc eEetdoelc amootéAdovtay oe Central Lab 0o pmopovoe va
amopevydel To cvoTNUATIKO GPAAL; Oumg Kot ThAL dgv Umopeic va TVUPAOTOGELS TOV AKTIVOAOYO
mov Oa «dwPaceyy v CT or MRI o¥te oto Central Lab. Adym g dwpopetikdtroc tomv
TEYVIKOV, £€vo. EUTEPOG  OKTIVOAOYOG Mmopel v KOTtoAdPel opécmc Tow  TEYVIKY  EXEL
ypnoomombei. Eniong umopel va yabel moldtipnog xpovog oty Bepancio Tov acBevoig Aoym g
kabvotépnong tov amoteAecpdtov. Extog oamnd tov acBevr, pmopel va tupAomombel o
amopokpvopévoc Data Manager, 0 oTaTIGTIKOAOYOG OV B OVOADCEL TOL OMOTEAECUATO KOl O
Medical Writer, ot onoiot BéBata Oa Kataypayovv Kot o avoldcovv petpnoelg mov B 60000V amod
ATOLO/0L TTOV OEV CLUUETEXOLY GTNV TVOAOTOINOT).

KAwicég perérec odong I/II yio pa véa teyvikn, cuvibmg akolovbeiton 1 Pabuidmt) avénon g
d00NC YL LIWOOUAOES TNG TAOTIKNG MeAETNG. Extdktog M ko mpoypappoticpéva yivoviot
CLUVOVTNGELS ‘00QAAewng’ TPy mePAceEl Kovelg otn peyoddtepn d6om yopis to&uodtnteg (dose-
escalation oynua), 6mov ot acBeveic ywpiloviar oe opddec (cohort). Ilpoodiopiletonr ek TV
TPOTEPMV TOCEG OUddES acBevav Ba cuppetdoyovv, moca dtopo Oa cvppetéyovv o KaBe opdda,
TOL YOPOKTNPIOTIKE TOVG KOOMG Kot 1 KpOTEPN Kol pLeyaAvtepn d0on mov Ba AdPet n kabe opdda.
Ye kdOe KMVIKN OTIYUN TOL TOPOLGLOCTEL EMITAOKY 4, 1| 5, N HEAETN TPEMEL VAL CTOUATOEL XTIC
OUYKEKPIUEVES KAWVIKEG OOKIUEG EAEYYXETOL 1 QOPUOKOKIVNTIKY] KOl (QOPUOKOOVVOUKY] TOV
okevdopatog, N to&wodtra, n Méywotn Avekty Adon (MTD), ov avembBounteg evépyeteg mov
oLVOLOVTOL LE TNV JdtKacio 1)/Kaot [Le TO oKEVAGHO Kot 0 Bdvatog mov pmopel va opeileTon gite
otV dwdikacia gite 6To okevacpa gite 6TV £EEMEN TG VOGOV.

Khwvikéc mpoomtikég peréteg pdong II/I, oe dose M size escalation oynuo oe Kodpteg achevmdv
uropovv va yivouv yio cuyKpBel N ac@AAELD, 1 OPLOKOKIVITIKY KOL 1] OTOTEAEGLOTIKOTITO GTNV
Oepaneio (avTomdkpion Tov GYKOV) €iTte SUPOPETIKMV TEYVIKOV UETAED TOVG E1TE JPOPETIKAOV
peyebov gpporosparpdiov. I'vovtar kot RCTs (amd edon 1), dmov o1 acbeveig yopilovror Tuyaio
oe opadec. H toyaromoinon acBevodv kot oe avt v @don Bempeitor mpoPAnpatikny yuotri Oa
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npénel va yivel og acbeveic mov va Ppiockovtal 610 1010 akpPdc 6TAd10 TS VOGOL HE OvVAAOY™
Nratiky Asrtovpyia, va £xovv Tov 1010 apBud 1/xar péyebog olidiwv kot 1 PAAPN va exteivetan otov
éva N ka1 otovg 000 AoPovg (unilobar or bilobar). Emiong kdémoleg texvikég mpoteivovIal yio
ovykekpipévo péyebog oldimv. Tldg emrvyydverar n «kAviky ooppomion (clinical equipoise)
avdpeco oe TOG0 SPOPETIKEG 1010UTEPEG TEXVIKEG, KAOE pio evOEdELYHEV Y10 GLYKEKPIUEVN
Oepaneio; TIOG emTLYYAVELS 1GOOVVOUES KOOPTEG GE OYECN HE ONUOYPAPIKA oTOLEln Kot
moAvmAokdtTo TG vocov; (Evotteg 1.3, I'4).

IIPOXOXH: EINAI ANHOIKO NA XYI'KPIOEI OIIOIAAHIIOTE TEXNIKH MONON ME
PLACEBO.

A.4.2. Kévrpa delaymyng

O KMvikég pedéteg pmopovv va oegayBovv oe 1 kévipo (single center) | oe moANG kévipol (multi
center) o€ pia yopa 1 o€ TOAEG yopec. H emhoyn tov/tv KEVTpov/wv d1eEaymyng oG TepLoykd
eneuPaTikng KAVIKNG dokung amottel wwitepn mpocoyn. [a va copumepiinedel Eva kévtpo mpémet
va 0B€Tel €101k eEomMapévo Tunpa ayyeloypaeov. To Tunqua mpénet emiong va stvat oteAeyouévo
pe e€EOIKELIEVO VOGNAEVTIKO TPOCMOTIKO KOl TEYVOAOYOLG Y10l VO EMAEYOVV o101 Ol EKTTAOELTOVV
YL VO GUUUETAGYOVV GTNV gpevvnTikn opdodo. Emiong to gpeuvntikd kévtpo mpémel va dnbétel
KAMveg oto Tunpa Yoo v 24mpn voonieio tov acbevav, yepovpysio ko ME® ce mepintmon
emmAoKadV. Xovnbwg elval tunpo o peydio vosokoueio, koping Iavemotnuioko, 6mov vadpyovv
KataANAa eEomMopéveg povadec. H emioyr tov gpeuvntikod k€EVIpov cuvdEeTon GuVNO®G Kot pe
™V eNnun kot wovotnta tov Kvpiov Epguvnt. O Oepdnwv Eneppaticdg Aktivoldyog eivatl o povog
vrevBuvog Yoo TV amdeactn ™G devépyelag N un g kdbe Bepaneioc, g aviyetdniong tov AE
or SAE, ¢ extiunong mg avtanokpions. O Engppatikdg Aktivordyog Paciletor omnv eumeipio Kot
otV ovveyn exmaidgvon. To SIR péom twv Credentialing Standards 0€tel kdmoleg 00nyieg oyeTiKd
pe v motonoinon tov Enepfoatikod Axtivoddyov kabdg kot tov Nocokopeiov. (Evomnta I.1.2)

A.4.3. ITAn0vopodc e perétne (Study Population)

O mAnBvouog g pneAétne o mpémel va avTamoKPIVETOL GTNV TOAVTAOKOTNTO TNG VOGOL Kol TNG
QAaoNg ™G KAVIKNG SOKIUNG Kot v gival, 660 T0 duvaTdV, AVIUWTPOCMOTEVTIKOS TOV GUVOAIKOV
mAnBvcpov mov Ba pmopet, ev yével, va weeindel amd Ta amoteAéopata e, Aev mpénetl va Egyvape
OTL Ol CUUUETEYOVTEG OTIG TEploykég emepuPaticéc kKAMvikég peréteg yioo HKK etvan acBeveic axdpa
kol oe @aon I pedém. Ta kpitiplo €100Y®OYNG KOU OTOKAEIGHOD TPEMEL VO EIVOL TPOGEKTIK(
TPOGOI0PIoUEVE MOTE VO amoPeLyDel viepfoiikn kBeomn Tov acbevav e kivovvo (Evotta B.2.6)
AOUBAVOVTAG VTTOWYT TO VITOKEIIEVO VOOT)LA-KIppmOT- KoL ToL 6ToLYElo TOV GyKOv

A.4.3.1.Kpunpw emie&wotnroc (Eligibility criteria)

Kpitnpio eiooywynec (Inclusion criteria)

Ta kuproTEpa KPPl E10AYOYNG 0oBeVDV glva:

-Ymoyeypappévo £vtuono cuvaiveong katomy evnuépoong (Evomra B.2.5)

-Hllo dvo tov 18 etdv

-Acbeveic otadiov BCLC B 1 kot BCLC A mov dgv etvan voymoerot yuo Ogpamneieg iaong dmwg
EKTONY, LETOUOGYELON, apaipeon 1| Tov Tapovstdlovv amotvyio/emovainym Bepaneiog petd amod
exTop/apaipeon

-Ovsroloykd Nrap 1N avtippomoVuevT Kippwon pe datnpnon nratikng Asttovpyiag (Child Pugh A,
Babuoroyia <6) ywpic aokitn

-Awyvoopévo HKK eite pe Povia, eite pe MRI gite pe CT ocOpowvao pe To amodektd kpirnpo
AASLD & EASL (Evétmra I2-ITivakag 12)

-ECOG Performance Status <1

-OAucn yohepvBpivn <2mg/dl
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Kpitgpio amorxleiouod (Exclusion criteria)

Ta kuproTEpO KpLTHPLa amoKAEIGHOD acBeEVAV glvar:

-IIp6cpatn 1 mponyovuevrn Bepamneia pe sorafenib

-IIponyoduevn Bepancio pe omowadnmote popen TACE

-Zoppetoyn nl Tov TaPOVTOG 6 HEAETN GALOL EPELVNTIKOD POPUAKOV 1) GKEVACUATOG

“Eykveg 1 OnAdlovoeg M yuvaikeg o€ yoviun nAkioo Tov dev XPNOUOTOOLY ac@aAn HéBodo
AVTIGOAANYNG

-EEonmatikn petdotaon

-Ilpoywpnuévn mmatikny vocog: Child Pugh B-C 7 evepyn yootpeviepikn oyoppayio m
eyKepaAomadelo

-IIpoywpnuévn oykoroywkn vocog BCLC C

- O\cn| yorepvOpivn >2mg/dl

- ECOG Performance Status >2

-AST >270IU/ml

-ITapovoia ackitn mov avlictatol og Oepaneio

-KatdAiniot yio Oepomeieg inomng (extopr|, HetapdsyeLON)

-lotopikd VOG0 ToL SIKTHOL TV YOANPOP®V N SLUTACTG TOV YOANPOPWOV

-Opoppwon g moraiog AEPAC, TLANOGLGTNUATIKY OVOGTOU®GT], OVOSTPOPY| TNG TLANLNG POTC
aipaTog N amovsion pong TS TLANINS GTNV TEPLOYY| TOL NTATOG TOV TPEMEL VO AVTILETMTIOTEL
-Avtévoeitn yuo CT /& MRI (my addepyio 6TO oKIOYPOPIKO)

-Kapdiokn 1 avamveuotikn averapkelo

-Onoradnmote GAAN avtévoelln v epPoiopnd N tomikn Bepomeia

-Onoradnmote GAAN koTdotoon Kpiveton amayopevtikn amd tov Koplo Epsvvn

A.4.4.Xyqpo perétng
A.4.4.1. Koxhot ynueosuBoriicsuov (TACE cycles)

[Ipoodopileton mOGO1L KOKAOL YNUEOEUPOMSHOD givon acpaieig Yoo Tovg aocBeveic e neAéng
(ocvvnBomg péxpt 3 KoKhot). 'Evag kokAog ynueospforiopnotd Bewpeiton pio Oepaneio av mpdkettot
yw unilobar disease 1 and pia Oepaneio oe kdbe AoPod av mpokertan yia bilobar disease. Avapépetat
k@B wote Oa yiveran kdbe KOKAOC ymuetoepfoMopon kabmg kol mote o yiveTon 1 OMEIKOVIOTIKN
ektiunon tov amoteAéopatoc cvviBwg cvppova pe too mRECIST kpumplo. Kdémoteg kvikég
puerétec emrpénovv otov Kopro Epsuvnti va ektyuncetl 16soug kokAovg ynuetopfoiiopot Oa kavet
0 KaBe acBevng kat, av to Kpivel avaykoio, vo KOAVEL Kot TEPIGGOTEPOLS amd 3 KOKAOLG HE
EMIGTNUOVIKT OTIOAOYNON).

“Mopaderypo TACE & Imaging cycles:

O 1° xoKAog ynuetoepporiopod Oa yiver péoa otig 4 efdouddeg amd tnv baseline amewdvion

0 2° kdKhog ymueogpupoAiicpov Ba yiver otic 8 efdopddeg (2 gfdopdodesg) amd tov 1o KOKAO

0 3° kdKhog ymueoepupoiicpov Ba yiver otic 8 efdopddeg (2 gfdopdodeg) omd Tov 20 KOKAO
Amewdvion extipnong amotedéoparog g Oepaneiog Oa yiveton otig 4 efdopddes (£1 gfdopdoa)
petd and kdbe KOKAO YMUEEUPOMGLOV

A.4.4.2.Dose-size escalation schedule

[Ipocdiopiletar mdoa dropa Ba cvupetéyovv oe kbbe opdda (K0dptn), mow opdda Bo AdPel mola
doom (dose escalation schedule), 1 moo péyeBoc dykov Ba AdPer mow ddom (size escalation
schedule)” ko g Oa cuveyicovy oV ETdUEVN.

“Tapdaderypo Dose(ac@aieia)-size(amotelecpatikotra) escalation schedule:

Cohort I:

-x No acBevov pe PAdPeg <Scm (cuvolikn duapetpog) Ba AdPet d0om otdyo 75mg do&opovPikivng
o€ k@Be KOKAO ynueoepforicoon

-x No acOevav pe BraPeg <Scm (cuvolikn o1dpeTpog) Ba AdPet doon otdyo 150mg do&opovPikivng
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o€ kaBe KOKAO ynueoepforicoon

Cohort II:

-x No acOevov pe PAdPeg >5cm (cuvorkn diapetpog) Ba AdPet doom o1dx0 75mg do&opovPikivng
o€ kaBe KOKAO ynueoepforicon

-x No acOevov pe BAdfec >5cm (cuvolikn dudpetpog) Ba AdPet 66om o1dyo 150mg do&opovfikivng
o€ kaBe KOKAO ynueoepforiopon

A.4.4.3. ®appokovikntiky (PK samples)

[Ipocdopileton av Ba petpnBel N EOPUOKOKIVIITIKT] TOL VIO HEAETN GKELAGUOTOG GE OAOVG TOLG
acBeveic N og Tuyaiovg apBpovg (my ot TpdTOol —No- and kébe kodptn). Eniong npocdiopiletar o€
K@0e oo ypovikd dtuotiurota Bo Tapbel detypo aipatog yio avdAlvon QoproKOKIVITIKNG (7. To
mpota 5,20,40,60 Aemtd ko 2,6,24,48 dpeg & 7 nuEPES LETA TOV YMUEOUPOMSUO).

A.4.4.4. Apyeio acBevovg-Avaovuponoinon

To apyeio ko ta dedopéva kabe acBevoidg d1oTnPOVVTOL GE ATOUIKO PAKEAO EVIVTO 1] NAEKTPOVIKO
(CRF or eCRF). Ztov évtvmo @dxeho vrmapyovv kou ta source documents tov acBevolg oni
TPOTOTLTTO. 1 OKPPN avtiypago epyactTnpoKav Koddg Kot oneikovioTikdv (CD-yvouatenoelg)
eEeTdoe®V. ZTOV NAEKTPOVIKO PAKEAD, Ol KOTAY®PNOES eivar 1d1ec aAld dev mepthapPavovtal Ta
source documents. H okpifela tov katoyowpnoewv umopel va eléydn oamd tov Monitor, CRA,
PLOUIOTIKEG OpYEG EAEYYOL.

To mpoocwmikd dedouéva kabe acbevovg dwatnpovvior avovopa ornd tov Kopro Epevovnr) n/xo
Kamolo €£0VG1000TNUEVO ATOUO GE ACPOAN YDPO, Oov £yovv TPOSPUcT HOVOV £E0VGIO00TNUEVOL
dropo. Agv QUAGCCOVTOL LEGO GTOV PAKEAD TOV 0lGOEVOVC, 0VTE KATAYPAPOVTOL GTOV NAEKTPOVIKO
tov @dkero (eCRF). Ta povadwd otoyeio, mov umopodv vo avoapepbfodv oTov QAKEAO TOV
acBevovg, évtumo & MAEKTPOVIKO, tvar 1 ypovoloyia yévvnong, To @OAO Kot 1) QUAT (eOGOV £xel
onuoacio yio to omotéleopo ¢ perétng). O kdbe acBevig AapPavel Evav TpPocoOTIKO LOVIOIKO
KOOKO Om0TEAOVUEVO OO aplOUd N/KoL YPAUUa, OTMG £YEL TPOCOIOPIOTEL O AVTN TV evoTnTOL .
O x®dodg asBevoig etvar 10 povadikd otoryeio avagopds tov achevoig kad’ OAN v ddpKeln
KaB®OG Kol PHeTd TO TEAOG TNG KAVIKNG HEAETNG KO OEV YVMOOTOTOLEITAL GE KOvEVAY 0VTE KOV GTNV
xopnyo etapeio. Movov ot PuBuctikég Apyég eléyyov éxovv dikaimpa va (ntnoovy vo eAEyEovV Tl
apyeio tov 0c0evoig epdoov vIApyel TOAD GoPapodc AOYOG TY OCQAAEIL GULUUETEXOVIOV,
eyKvpoTNTO OE0OUEV®V, 0ELOTIOTIO OMOTELEGUATOV.

** Tlopaderypo avovLHoToinong:

Mmnopel va apyilet pe kdmoo ypappa amd Ty cuviopoypaeio Tov Tpocsdlopilel v perén, .y LP
(LifePearl), omnv cuvéyeia o aptBpdg tov KEVTpov, EpOcov givarl Tolvkevtpikn, Ty 03, Kot 6To TEA0C
N opibunon tev acbevov avdioyo pe Tov aplBpd TOv EYOVUE TPOGOIOPICEL VO GUUUETAGYOVV,
01,02 kKAn

Y10 mopdostypo pog, o mpdtog achevig maipvel tov kwdkd LP-03-01, o devtepog LP-03-02 ko
ovveyiloupe péxpt va olokAnpwbei n évtaln 6Awv TV aclevov.

A.4.4.5. Amotuyio évtoénc-Amdcupon

Amotvyia évtalnc (screening failure)

O Kvprog Epgovnrng kpivel and to apyeio kabe vroymeiov acevi av pmopet vo GOUUETAGYEL GTNV
KAMvikn pehétn. O acBevig voypdeetl T0 £VTLTO GLVAIVEST|G KATOTY TANPOQAPNGNG, TOL diveETal O
HOVAOIKOG KOOKOG OvVOVLHOTOINoNG, 0AAL KaTOTY omoTuyyavel (screening failure) ce kdmowo omd
TG apywés e€etdoelg (baseline). Avtd onuoaivel 01t gite dgv mAnpol kdmolo omd T KPUTnplo
gloaymyne, ette minpol kdmoww oamd ta Kpurnpw  omokAeiopov. O povadikds  KmOwdS
avovoponoinong dev pnopet va 500l oe AoV acBevn, 0AAE TOpAUEVEL WG LOVASTKOG KOOIKOS TOV
acBevoig mov Ogv evtdocetal. Kdmoor acbeveic pmopel vo emavoa&ioAoynBodv petd amod
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EMOTNUOVIKA amodekTO d1dotnpa (Y otV OpYIK) EPYUSTNPOKY £EETOCT VINPYE WKPY avénon
™mg yorepvBpivng M omoio pei®Onke oto emTpentd Oplo. oe emovoANTTIKY €&€Tacm) Kol vo
evtoyBohv oty KAvikn perétn (petd amd artioAdynon tov Kvpiov Epguvnti kot amodoyr and tov
xopnYd) HeE TOV apykd povadikd kmdwd mov tov eiye dobel. Edd mpoodiopileton moGa screening
failure givol amodektd N av 10 KEVIPO £xel SKaUmpU vo, EVIAEEL TEPIOTOTEPOVS OCoHEVEIS Yoo va
KOAOWYEL TOV 0Pt TOVS Y10l TNV CGTOTIOTIKT 10Y0 TOV OTOTEAEGUATOV.

Amoovpon (withdrawal)

Kémowor cvppetéyovteg acheveic amosvpovtal mpdmpa amd v khMvikny perétn. Kdamrowol and tovg
mo cvvndelg AdOyovg amdcLpoNg Etvat:

-Andcvpon g ovvaiveong katomy mwAnpoeopnone. O acbevig elvar elevBepog omoladnmote
oTIYUN| va amo@ocicel vo amosupbel amd v kKhvikn perét (Evomra B.2.5)

-O1 acBeveig 6ev tpovv to Ypovodidypappo e rtapakorovdnong (FU-Follow up) g kiwvikng
peréng M yxavovtor oty moapakorovdnon (LTFU-Lost to Follow up). Edd mpocodlopiletor Ti
evvoeitar LTFU, cuvnfwg av 0ev amavtioel 6€ 3 TNAEQOVIKEG KANGELG 1 3 NAEKTPOVIKA UnvouaTo
N GLVOLOGUOS TOVG G EVA0YO YPOVIKO dtdotnuo. Emkovovia pe dAla HEAN TNG OKOYEVELNG TOV
acBevovg yiveTon LOVOV av £YEL dMGEL TNV EVLTOYPOPT] GLVOIVEGT TOV 0 0G0V

-Emhoyn tov Kopiov Epguvntn eite eme1dn kpivel 01t vmdpyet mpdpAnua acpaielag tov ac0evong
elte eme1dn kpivel 0TL 1 Bepameio dev mapéyel kavéva 0Qehog otov aclevr| gite Yoo omolodnTOTE
GAAN artio Bewpel avaykaio v andcvpon tov acbevois. Kabe amdovpon and emhoyn tov Kvpiov
Epevvnt mpénel va dikaioAoyeiton e EMGTNUOVIKE 0odeKTA OPOLG.

Kot €d® mpocdiopiletar o amodektdc aplBuodg amocHpoe®V Yo TNV CTATIOTIKN 0VAALGT OCTE Vo
eEoyBovV GTATIOTIKA OMOOEKTA OAMOTEAEGLATA OITO TNV KMVIKT LEAETY.

A.5. Xpovooraypappo g kKMvikig perétne (Treatment and Assessment)

Avagépovtal avaAvTiKa OAec ot Bepameieg, mapaKoAovONCES TG KAVIKNG HEAETNG. XTO TEAOG
OLTNG NG EVOTNTOG, VITAPYEL TAPAELYLOL CLYKEVTPMTIKOD TIVOKA OA®MV TOV EMOCKEYEMV KaBMG Ko
TOV 01001KAC1OV 6€ KAOe emiokeymn (ol 57).

Eniokeyn (Visit) 0: Screening

Eniokeym apywng eKtiunong tov mePIoTATIKOD COUPOVA HE TO 1W0TPIKO apyeio tov achevoic.
Epdcov o Kuprog Epevvnrig kpivetl 6Tt pmopel va GOUUETAGYEL, EVIIUEPMDVEL TANP®G TOV acHeVT] Yia
™V KMviKn dokiun, tov eényel yuoo v Ogpoameion Kou Tig evaAlakTikég Bepameieg, Tov eényel T1g
SldIKOGIEC, TOVG KIVOOVOLG Kol TO OQPEAT] TOL UTOPEL VO, OTOKOWUIGEL OO TNV GUUUETOYN TOV,
emoNUaivel 0Tl elvarl eAebBePOC va. AmOY®PNOEL OTOWONTOTE OTIYH| OEANGEL YwPIC EMNTOCELS,
dPdlovv 10 EVTLTO GLVAIVEST|G KATOTLY EVIUEPMONG, OMOVTAEL OTIS EPMTNOELS KOl EMTPETEL GTOV
acBevn va emhééel ehevBepa av Ba ovppetdoyet 1 0xl. Movov Otav o acBevig GLUEMOVNGEL
e evBepa, voyphwyet pe nuepounviol To Evivmo cuvaiveons Katdmyy evnuépmons (avaALTIKA Yio
ICF oty evomta B.2.5), petd pmopovv va devepynBolv ot apywés e€etdoelc sloaymyng oty
peAétn (Baseline). Tote divetanr otov acBevi] 0 HOVAOIKOG KOOKOS KoL OAO. TO TPOCMOTIKA TOL
dedopéva Kataympovvtar e acpdicia (A.4.4.4)

Eniokewn (Visit) 1: Baseline
Ot cvvnBeig PLGIKES, EPYASTNPLOKES, OMEIKOVIOTIKEG e€eTdoels elva:
-Ouokn| e&€taom: Hyog, Bapog
-Zotid onpeio: Oeppokpacio, aptnplokn meot, Kopdakds puouog
-MRI vy/xon CT scan dvo kothiog pe ¥p1ion oKoypoekoy yo v akpifn nétpnon tov olwinv kot
€V YEVEL EKTIUNOT TOL OYKOL
-PET scan yio v ano@uyn eEonmotikdv LETOCTACE®DY
-Kapdioypdoenua
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-Epyacmpuokég egetdoeig (yevikn aipatog, YGT, AST, ALT, ovpia, kpeatwvivn, yoiepvOpivn,
aABoopivn, oikaiikny eooeatdon, aFP, CEA, Cal9-9)

- Extipnon ECOG performance status

-Concomitant medications

E@dcov ektyunBobv 0deg ot mapamdve e€etdoelc kat o achevig KpBel KOTAAANLOG Y10t Vo GUVEXIGEL
otV ueAértn, opileton M muepounvia tov 1°° kdkdov ynuewoepfolopod péca otig emnduevec 4
ePdopddeg M, av kpel axatdAAnAog, katoywpeitar g screening failure (Evotnta A.4.4.5)

Eniokewn (Visit) 2: 1° kvkiog XME

‘Evog kOkhog ymuetoepuforiopod Bewpeitar évog epporiicpdc av mpokettar yio. unilobar disease 1
amo évag euPolopog og kabe Aofo av mpdkertar yio bilobar disease. O 1° kokhog XME yiveton
péoa og 4 gfdopadeg amod v enickeyn 1.

Av 1 BAGPN eivor kot 6Tovg SVO AoPoVG, 0 deVTEPOG AoPOG YiveTon péca oTig emdpeveg 4 efdoUAdES
(£1 eBoopdoa) amd Tov eufolcopd Tov Tp®@TOoL AoPBoV. Xg avtn TNV TepinTmon, o 1°° kikiog XME
OAOKANPOVETOL LE TOV ELPOACUO Kot TV dV0 AoPdV, omdTe Kot 1 EMOUEVT EMiGKEYT VITOAOYILETON
amo TOTE.

[No 6covg acBeveic £xel vmoroyiobel va yivel avdAlvorn EapLOKOKIVITIKNG, YiveTan apoAnyio o
OLYKEKPIEVOL ¥poviKG Otactipoto. To ocvvidn ypovikd Swuotiuato Yy TV opoAnyio sivot
5,20,40,60 Aemtd kon 2,6,24,48 dpeg & 7 nuépeg petd tov XME.

Metd tov XME, o acBevig mopapével 6to vocokoueio KAwNpNg vy 24 opec. Zuviotdrtol
napakoAovOnon (oTikodv onueiov (aptnplokn mieon, kapdokos pvluog, Bepupokpacia), eEétaon
TOV omMueiov mapakEvinong g aptnpiog Kot evooeAEPla evuddtmon kab’ OAn v ddpkeln
TOPOULOVIG TOL GTO VOGOKOWEID. L€ MEPIMTOON TOVOL, TVPETOV, VOVTIOG, EUETOV, 1) OUOIKAGIOL Yol
TNV OVTILETOMION Tovg Oa glvol oOpevn pe v ovvndn mpaktikny Tov voookopeiov. Ola ta
avemBopmta copPavto Kot OAo TO. PAPHAKO, TOL YOPNYOUVTAl, TPEMEL va. KoTaypdpovtal. [Ipv
AaBer e€ipio yivetar CT scan dvo kotdiog yio EAeyyo Tov epffoiikod VAKOD Kot ToL NTATog. XT1¢ 7
NUEPES YiveTol epyaoTnplakog EAEYXOG: YEVIKY| aipatog, mmotikd &vivua, yoAepvbpivn, ovpia,
kpeatwvivn,CRP & PK. Kataypdagovtal tuoyov AE.

Eniokeyn (Visit) 3: MlapakoirovOnon (FU visit) petd tov 1° kokio XME
H In eniokeyn mapakorovbnong yiveron otig 4 efoouddec (£1 efdoudda) petd amd tov 1o kdxio
XME.
>uvnwg tepthoppdvet:
-Ovoin eE€taon: Vyog, Bapog
-ZoTikd onueio: Oeppokpacio, aptnploky mieon, Kapdlakdg puoudg
-MRI ©/kan CT scan évo Kotkiog [e xpnom oKy popikov
-Epyaocmpuokég e€etdoeic (yevikn aipatog, YGT, AST, ALT, ovpia, kpeatwvivn, yolepvOpivn,
aABovpivn, aikaiikny eooceatdon, aFP, CEA, Cal9-9)
- Extiunon ECOG performance status
-Avackonnon tov Concomitant medications
-Extiunon AE/SAE (epdcov éxovv mpokvyet)

Epdcov ektyunBotv 6deg o1 mapandve e€etdoelg kKot 0 acevig kpifel katdAAnAog yio vo cuveyicet
oV perétn, opiletar n nuepopnvia tov 2°° kokkov XME péca otig emdueveg 4 efdopadeg (1
epdopdda) amd v emickeyn mapoakorovOnong 1 otig 8 efdopddeg (2 efdopdades) and tov lo
kOkho XME. Xg mepintwon mov o acBevig supavicel PD, otapatovv ot kokiot tov XME kot o
acBevig umaivel oe mapakorlovbnon emiPioong N, epdcov kpBel wEEAo Y Tov acBevn, oe
ocvotnpatikn Oepaneio. Xe mepintmon mov 0 achevig eppavicel TANPN VEKPOGT TOV/T®V OYKOV/®V
oTOYOV/@V, TOTE dgv enavorappdvel Tov/Toug endpevoug khklovg XME, aArd yiveton FU visit kd0e
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tpiunvo kou emavektiunon. OAa 1o TOpAmTdve KOTOY®POVVINL GTOV (PAKEAO TOL, EVTLTO 1)/Kot
NAEKTPOVIKO.

Eniokewn (Visit) 4: 20¢ kVkhog XME
0 2° kdKhog XME yivetar otig 8 efdopddes (£2 efoopndadeg) and tov 1o khkho XME gpdcov kpibei
ac@oAés Yo tov acBevr] and tov Kupo Epevvnt. Av n BAGPn eivor xor otovg 2 AoPovg,
emovolopPaveton 1 101 dSadikocio 6nwg kot otov 1° XME.

Metd tov XME, o ac0evng mapapével khvnpng v 24 dpeg. Zoviotdrotl mopakorovnon (otikmv
onpeiov (aptmplokn mieon, kapolakodg puiuoc, Beppokpacia), e£€tacm 1oV GNUEIOL TOPAKEVTNONG
™¢ aptnpiag Kot evOoeAEPLa evuddTmon ko’ OAN TV SPKELN TAPOUUOVIS TOV GTO VOGOKOUELD. Xg
nepinTon TOVOV, TLPETOV, VOLTIOG, EUETOV, N JOKAGIO YO TNV OVTILETOMIGN Tovg O eival
oOUE®VN HE TNV 6LVNON TTPoKTIKY Tov vosokopeiov. Ola ta avemBounta copfdvta Kot OAo to
QapuoKa, Tov yopnyovvrol, wpenel vo kataypdeovtatl. [lpwv AdPer e§umpro yivetar CT scan dvo
KOWMag v éAeyyo Tov gpfoiikod VAIKOU Kol TOL MTOTOC. XTI 7 MUEPES YIVETOL €PYOGTNPLOKOG
Eleyyoc: yevikn aiparoc, nmatwkd Evivpa, yoAepvOpivn, ovpia, kpeatvivn kot CRP. Kataypdeovton
Toyov AE.

[No 6covg acBeveic £xel vmoloyiobel va yivel avdAvorn QEOPUOKOKIVITIKNG, YIVETOL aloANyio GE
OLYKEKPIUEVOL ¥poviKG Olaotipoto. To ocvvidn ypovikd dSwaotiuato yioo TV opoAnyio sivot
5,20,40,60 Aemtd ko 2,6,24,48 dpeg & 7 nuépeg petd tov XME.

Eniokewn (Visit) 5: IapakorovOnon (FU visit) petd tov 2° kdkio XME
H 2n eniokeyn mapakorovOnong yiveron otig 4 efoouddes (£1 efdopndda) petd amd tov 20 KOKAO
XME.
Yuvnwg teptlappdvet:
-Ovom eE€taon: Vyog, Bapog
-ZoTtikd onpeia: Oeppokpacia, aptnploky mieon, Kapdlakdg puoudg
-MRI 1/xon CT scan dve kothiog pe xprion oKLy poptkov
-Epyootpuokés e€etdoeic (yevikn aipotoc, YGT, AST, ALT, ovpia, kpeoativivn, yoAepvbpivn,
aAPovpivn, aikalkn eoceatdon, akFP, CEA, Cal9-9)
- Extiunon ECOG performance status
-Avaokdonmnon tov Concomitant medications
-Extiunon AE/SAE (epocov €govv mpokdyet)

Epdcov ektyumBovv 0Aeg ot mapomdve eEETACELS Kol 0 ac0evg KpOel KATAAANAOG Yo Vo GuveIGEL
otV peAérn, opileton n nuepounvio tov 3% kokhov XME péoca otig emodueveg 4 efdouddeg (1
efdopdda) amd v emiokeyn mapoakorovOnong 1 otig 8 gPfdopdoeg (2 gfdopdoeg) and tov 2°
kOkho XME. Xg nepintwon mov o acBevig supavicer PD, otapatodv ot kdkiot tov XME kot o
acBevig pmaivel oe moapakorovOnon emiPioong N, epdcov kpel wEéAyo Y tov acbevn, oe
ocvotnpatikn Ogpaneio. Xe mepintwon mov 0 achevn eppavicel TANPN VEKPOGT TOV/T®V GYKOV/V
oTOYOV/®V, TOTE OeV enavorapPavetl Tov/Toug endpevous kuklovs XME, adrd yiveton FU visit kéOe
tpipnvo ko gmavektiunon. Ola o TOPATOvVEO KOTOY®POVVIOL GTOV (PAKEAO TOV, £VTLTO M/Kat
NAEKTPOVIKO.

Eniokewn (Visit) 6: 3oc kVkhogc XME
O 3° koKhog XME yivetar otig 8 eBdopddes (£2 efoopnddes) and tov 20 kvxko XME gpdcov kpbei
acQoAéC Yoo tov acBeviy and tov KOpio Epegvvnti. Av n BrAaPn eivor kor otovg 2 AoPovg,
emovolopPaverot n 101 dadKacio OTMS Kot GTOVS TPONYOLEVOLG KUKAOVG XME.

Metd tov XME, o acBevig mapapével kKAvipng v 24 dpeg. Zuviotdrol mapoakolovinon (otikodv
onueiov (apmmploxn mwieon, Kapdakods puBudc, Beppokpacia), £Etacr Tov onueiov TOPAKEVTNONG
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™G aptnpiog Kot evOoeAEPLa evuddTmon ko’ OAN TV J1PKELN TAPOUOVIS TOV GTO VOGOKOUELD. Xg
nepintwon mdvov, mupetol, vovtiag, epétov, 1 SladKacio Yoo TNV OVIILETOTION Toug o givat
COLEMOVN HE TNV cLVNON TPAKTIKY TOL vocokoueiov. Ola ta avemBounta coppdvia kot 6Aa To
QappaKa, Tov yopnyovvtal, mpénel va Kotaypdoovtatl. [Ipwv AdPet eumpio yivetaw CT scan dvo
KowMog yuoo EAeyyo tov €UPOAKOD LAIKOD KOl TOL NTOTOG. XTIG 7 MUEPES YIVETOL EPYAGTIPLOKOG
Eleyyoc: yevikn aipatoc, nmatwkd Evlvpa, yoAepvbpivn, ovpia, kpeatvivn kot CRP. Kataypdeovton
Toyov AE.

[N 6oovg acBeveic £xel vmoloyioBel va yivel avdAvorn EopUOKOKIVITIKNG, YiveTal opoAnyio o
ovyKeKpIEVa ypovikd dwotpota. Ta cvvnOn ypovikd JSwactiuato Yoo TV opoAnyio givan
5,20,40,60 Aemtd ko 2,6,24,48 opeg & 7 nuépeg petd tov XME.

Eniokeyn (Visit) 7: IapaxoiovOnon (FU visit) petd tov 3° kokio XME
H 3n eniokeyn mapakorovOnong yiveron otig 4 gfoopddes (£1 efdopdda) petd amd tov 30 KOkAo
XME.
Yuvnwg teptlappdvet:
-Ovoum eE€raon: Vyog, Bapog
-Zotkd onpeia: Oeppoxpacia, aptnploky mieon, Kapdiakdg puOudg
-MRI 1)/xon CT scan dve kothiog pe xprion oKioypoetkov
-Epyootpuokés e€etdoeic (yevikn aipatoc, YGT, AST, ALT, ovpia, kpeativivn, yoAepvbpivn,
aAPovpivn, aikalkn eoceatdon, akFP, CEA, Cal9-9)
- Extiunon ECOG performance status
-Avackonnon tov Concomitant medications
-Extiunon AE/SAE (epocov £govv mpokdyet)

Epbcov o acBeviig oloxAnpmoet kar tv 3" emiokeyn mopaxolovOnong, ovveyiler va
mapoakoAovBeital amd v epevvnTikny opdda N emiPimon tov (SFU-Survival Follow up). H cuvnong
napakoAovOnon emPimon yivetal kdbe Tpiunvo ya tov 1° ypdvo ko Kabe eEaunvo yo tov 2° gite
TNAEQOVIKA, €1TE e NAEKTPOVIKG HUNMVOUOTO €1TE Kol LE TNV QLGIKN TOPOLGiN TOL acHevoLg GTO
EPELVNTIKO KEVTPO avdAoya pe TV emAoyn i/kan dabecipdtnta Tov achevovs. H mapoakorovdnon
emBimong unopel va daxonel vopitepa eite enedn ydbnke o acbevig (LTFU) eite Adyw Bavdtov
oV 0c0evolc, €ite AOY® OAOKANP®ONG 1| TEPUATICHOD TNG KAWVIKNG peAétne. O acbevig, katd v
duapketo SFU, umopetl va Eexvhoet dAAn Bepameio 1 va kavel petapocysvon 1 ektourn. Otidnmote
0o TO TOPATAVE® KOTAUYMPEITAL GTOV PAKELO TOV, EVTLTTO 1)/KOL NAEKTPOVIKO.
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Hapdoctypua GOYKEVIPOTIKOD TIVOKA EMOKEYEDY KAl OlAIIKAGLOV 6€ KAOs emickeyn (6Uupwva

HE TO OVOTEP® XPOvoOLdypouua,)

XPONOAIATPAMMA KAINIKHX MEAETHX

[poypappa emokéyewv VO | VI | V2 | V3 | V4 | V5 | V6 | V7 | SFU
ICF X
latpké votopiko X
Anpoypo@ikd X
Kpimyprwo emie&ipotnrog X
®vown eEétaon X X X X
ZoTkd onpeia X X X X X X X
Concomitant Medications X X X X
ECOG Performance Status X X X X
Kapowypaonno X
PET scan X
CT scan X X X X
MRI X X X X
Epyootnplokog éheyyog X X X X
Awdikacia XME X X X
PK samples X X X
AE/SAE X X X X X X X
Empioon X
Additional liver cancer X X X X

treatment(s)
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A.6. Adverse Events/Serious Adverse Events

Avem@ounto Xvufdv/AE (Adverse Events)
Opiouog:
Adverse Event (AE): AvemBounto atpikd mePIoTatiKO 6€ GUUUETEXOVTO (OVEENPTNTMG OUASOS
Oepamneiog) mov pmopel va £xel N vo UnVv €XEL ATIOAOYIKY) GUGYETION LE TV JLOIKAGT0 TG KAVIKNG
HEAETNG, TO OTO10 (PYLoE KOTA TNV O1dpKeElD 1| LETA TNV d1adtKacio Tov ynueloepfoiopod. Apa va
AE pmopel va eivon éva dvopevég kot akoOolo onudotr (my €va pun KAVIKG QUGIOA0YIKO
EPYOOTNPLOKO OMOTEAEGUO), COUTTOMO, N 0GOEVEWL CLGYETICUEVO YPOVIKG LE TNV YPNON TOV
YNHEDEPATEVTIKOD 1 TNG dtadikaciog, aveEaptnTo PE TO av £XEL 1 OEV £XEL AUTIOAOYIKT) GVCYETION
HE To ynueodepamentikd N TV ddKacio

Adverse event: Medical occurrence temporally associated with the use of a medicinal product, but
not necessarily causally related (WHO)

Adverse Event (or Adverse Experience): Any untoward medical occurrence in a patient or clinical
investigation subject administered a pharmaceutical product and which does not necessarily have to
have a causal relationship with this treatment. An adverse event (AE) can therefore be any
unfavourable and unintended sign (including an abnormal laboratory finding, for example),
symptom, or disease temporally associated with the use of a medicinal product, whether or not
considered related to the medicinal product. (EMeA, 1995)

Adverse event means any untoward medical occurrence associated with the use of a drug in
humans, whether or not considered drug related. (21 CFR 312.32(a))

Adverse Event: An unexpected medical problem that happens during treatment with a drug or other
therapy. Adverse events may be mild, moderate, or severe, and may be caused by something other
than the drug or therapy being given. Also called adverse effect. (NCI)

Adverse Event (AE): Any untoward medical occurrence in a patient or clinical investigation
subject administered a pharmaceutical product and which does not necessarily have a causal
relationship with this treatment. An adverse event (AE) can therefore be any unfavourable and
unintended sign (including an abnormal laboratory finding), symptom, or disease temporally
associated with the use of a medicinal (investigational) product, whether or not related to the
medicinal (investigational) product (ICH E6(R2)-GCP, 2016)

[MMivaxag 22] Opopol AE amd d1ebveig opyavicpong

Ov aoBevelg mpéner va evBappdvovioar va avaeépovv yopis kabvotépnon omowodnmote AE
eupaviotel amd v nuépa tov 1°° kokiov XME otov Kbvpio Epguvnti 1 oty epguvnrikn opdda. O
Kvprog Epgvovnrrg opeirer va mapakolovbncetl to avemBounto cvufav péyxpt vo LIoympnoeL.
Eniong opeidetl va kataypdwetl v Papdnta, TNV 6Y£0M TOL LE TO GKEVACHA /Kol TNV dodikacio
ka1 v EKPoon kabe AE.

[TBava AE g dadwcaciog 1/kot ynuetodepoaneutikon etvat:

-aEnon TV NIOTIKOV vV

-netepPorcd ovvopopo (postembolization syndrome) Onwg KOWMOKOS mdvog, vovtia, E£UETOC,
EMLewm 0peEng, TupeTdg KoL KOTMON.

Yvvictopevn Bepameio eivor ovTIEHETIK, OVOAYNTIKO QAPLLOKE KOl EVOOQAERLO EVVOATMOOT)
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SAE (Serious Adverse Events)
Opiouog:
"Eva AvemiBbunto Zvupav (AE) etvar coPapd (SAE)! otav:
-Odnyei otov Bdvarto?
-Etvan ameidintikd yuo v {on tov acbevotg (Life-threatening)
-Oonyet oe povyun 1 coPapn avamnpic 1 AvViKavOTNTO
-Odnyel og cGuyyevn 1 YevvnTIKY ovepaAio
-Eivar coPapd wtpd yeyovodg

Serious Adverse Event or Adverse Drug Reaction

During clinical investigations, adverse events may occur which, if suspected to be medicinal product-related
(adverse drug reactions), might be significant enough to lead to important changes in the way the medicinal
product is developed (e.g., change in dose, population, needed monitoring, consent forms). This is
particularly true for reactions which, in their most severe forms, threaten life or function. Such reactions
should be reported promptly to regulators. Therefore, special medical or administrative criteria are needed to
define reactions that, either due to their nature ("serious") or due to the significant, unexpected information
they provide, justify expedited reporting. To ensure no confusion or misunderstanding of the difference
between the terms "serious" and "severe," which are not synonymous, the following note of clarification is
provided: The term "severe" is often used to describe the intensity (severity) of a specific event (as in mild,
moderate, or severe myocardial infarction); the event itself, however, may be of relatively minor medical
significance (such as severe headache). This is not the same as "serious," which is based on patient/event
outcome or action criteria usually associated with events that pose a threat to a patient's life or functioning,.
Seriousness (not severity) serves as a guide for defining regulatory reporting obligations. After reviewing the
various regulatory and other definitions in use or under discussion elsewhere, the following definition is
believed to encompass the spirit and meaning of them all:

A serious adverse event (experience) or reaction is any untoward medical occurrence that at any dose:

* results in death,

* is life-threatening,

NOTE: The term "life-threatening" in the definition of "serious" refers to an event in which the patient was at
risk of death at the time of the event; it does not refer to an event which hypothetically might have caused
death if it were more severe.

* requires inpatient hospitalisation or prolongation of existing hospitalisation,

» results in persistent or significant disability/incapacity, or

* is a congenital anomaly/birth defect.

Medical and scientific judgement should be exercised in deciding whether expedited reporting is appropriate
in other situations, such as important medical events that may not be immediately life-threatening or result in
death or hospitalisation but may jeopardise the patient or may require intervention to prevent one of the other
outcomes listed in the definition above. These should also usually be considered serious

[ITivaxag 23] ITHT'H: EMeA, 1995, CPMP/ICH/377/95

Znpeioon: O Opog "severe" ypnolpomoleital cuyva Yoo vo TEPLYPAYEL TNV EVTOGT €VOG GUYKEKPLLEVOL
yeyovotog (as in mild, moderate, or severe myocardial infarction). Opwg to 1610 10 Yeyovog pmopel va gtvon
eMdytota wtpkd onpovikd (such as severe headache). Agv eivon to 1810 pe to "serious," to omoio Pacilerat
oe (o ékPoon mov amekel v (o M xebnuepwv opyaviky dpactnpldtta Tov acBevovg. Apa m
cofapdmrta Oyt N évioorn kabopiler v voypéwon avaeopds ot pLOeTIKEG apyés [Seriousness (not
severity) serves as a guide for defining regulatory reporting obligations]. (EMeA, 1995)

ZZnueimon: T GLYKEKPUYEVES KAVIKEG peAéTes, o Bdvatog amd avapevopevn e£€MEN Tov Kapkivov tov
nnatoc AEN avagépetar og SAE
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[MBava SAE (Serious Adverse Event) mov cuvdéovtal pe tnv dadikacio 1/kon ynuetodeponeutikd
etvau

-NTATIKY] AVETAPKELD akoAovBovpEVN amd apoppayio kot péAvvVen Tov KataAnyel og BAvato Tov
acBevoug.

-opoppayio Tov dyKov, YoAoKLGTITIC, Kot Papeio prién T avTippoOTIoNG TOL NTATOG Kot OAVOTOC
-0dvartog? evtog 30 nuep@v omd omolovoNnmote KHKAO YNUEOUPOAIGHOD

O Kvprog Epevvntig, epOcov ekTIUNGEL TNV 60PapOTNTO TOV TEPICTOTIKOV, EIVOL VITOYPEMUEVOS VOl
avapépel KOs SAE evtoc 24 opav otov yopnyo amd v nuépa Evopéng tov 1 amd v NUEPQ TOL
£Yve YVOOTO GTO £pELVNTIKO KEVTPO KaBMG Kat TIg apuddieg puOSTIKES apyés OTwS TPoPAEmETOL
and Tovg ekdotote 1ovoveg vopovs. Emiong o Koplog Epevvng opeirer va mapakorovBel tnv
eEEMEN tov, mpoopEpovtag kdbe dvvarn PorBeta, péxpt v £KPacm TOL Kol VO EVIUEPDVEL TOV
YOPNYO Kot TIG apprOOIEG pUOGTIKES apYES.

Mo v extipmon & mapakorovOnon kédbe AE, axkolovBeitor n tapakdto dladikacio:

O Kvpirog Epgvuvnig opeirer va ektyunoet v Bapdtta tov AE [Mivakag 24] coppmva pe Néo
Xvomuo Kammyoplomoinong Avem@buntov ZvuPdviov g SIR (New SIR Adverse Event
Classification System) [Evomrta I.1.3.]

BAPYTHTA AE
BAOGMOX | BAPYTHTA ANAAYZXH AE
1 "Hmo (Mild) | ACOpmTopotiKd 1] )T GUUTTOUATO, LOVOV O1YVOCTIKES 1|
KAMVIKEG TOPOTNPNGELS, 0V EVOEIKVLTAL TOPEUPOGN
2 Mérpua Evdeikvoton EAdyiotn, Tomikn 1 un mopepPotikn
(Moderate) a0 1KaGio, TEPLOPICUEVES KOONUEPIVES OPOCTNPLOTNTES
avéloyo e Tnv nAkio
3 "Evtovn YoBopd N wTpkd onUovTIKd OAAG OYL AUECO OTEIANTIKO
(Severe) v Vv (o1, evdeikvutor voonieia 6e vVosokouegio 1
TOPATACT) VOONAELNG, TEPLOPICUEVT KAONUEPIVT|
aVTOPPOVTION
4 AmeuTiky | Zvuvémeleg ametnTikég Yoo v {on, evdgikvuton enelyovoa
o v Lo mopEupoon
(Life
threatening)
5 Odavatog ®dvatog oyetilopevog pue AE
(Death)

[[Tivaxag 24] Extipunon Bapdnrac AE copewva pe to New SIR Adverse Event Classification System

O Kvpiog Epevvnng, Bacilopevog otnyv gumetpio Tov, ogeiret va extipumost v oxéon tov AE e to
yNHEBEPATEVTIKG 1)/KaL TNV O1001KOGTN COUPOVA [LE TOVG TOPUKAT® OPLGHOVG:

-dev oyetiletou (None): To AE dev akorovBel kdmota ypovikn oAAnAovyia pe TS d1dKaGIES NG
KAMVIKN G LeAETNG Ko pdALov Exel TpokAnOel amd kdmolov GAAOV TapdyovTa.

-dvvarov (Probable): To AE axohlovBel kdmota ypovikn aAiniovyia [e T1G SodKAGIES TNG KAVIKNG
HeAETNG aALA Ba pmopovsE va. Exel TPokANOel amd KAmolovV GAAOV TapAyovTa.

-I1100vov (Possible): To AE axolovBei kdmola ypovikn oAAnAovyio pe TS S10KaGieg TNG KAVIKTG
HEAETNG, akOAOLOEL YVOGTY avTOmTOKPIoN OTIS ddIKAGTIES TG KAVIKTG LEAETNG Kol AOYKA OV O
umopovce va £xel mpokAnOel and kdmolov GAAOV Tapdyovto

-2opéc (Definite): To AE axolovBel kdmola ypovikn aAiniovyio pe Tig 0100K0GiEg TG KAVIKNG
peAétng, axkohlovbel yvootn avtamdkpion oTg Odkacieg TG KAWVIKNG peAétng Kot dev Oa
umopovce va £xel mpokAnOel and kdmolov GAAOV TapdyovTo

O Kvprog Epgvvnrng opeilel vo katoyopnoet v ékfaom kdBe AE coppwva pe v mopokato
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ta&vounon:

-Inpnc avappwan (Recovery): O acBevig avappwoe TANP®S

-Avappwan ue emoxotovBo. (Recovery with sequelae): Tlapovoidotnke Bertioon oty kaTdoTooN
OV 060evoLg 0ALG ExEL aKOUO KATOL EVATTOpEIVOVTA TPOPA LT

-Yro e&édién (Ongoing): To AE givan og eEEMEN (dev £xel vITOY®PNOEL)

-Ayvwary (Uknown): H éxPacn tov AE dev eivar yvoot emeldn o acbevig dev mpoonibe yuo
TopaKoAovON o

-Oavaroc (Death): O acBevng anefiomoe e€otiog tov AE

A.7. OhoxkMpmon TG HELETNG
[Tpocdopiletan 0 ¥pdvog OAOKANP®ONG TNG KAVIKNG HeAETNG avd acBevn ). dtav OAOKANPOOCEL
OAEG TIG TTPOYPOUUOTICUEVEG Bepameiec 1/Kal TIC TPOYPOUUOTICUEVES EMOKEYELS GUUPMOVO, LE TO
ypovooldypoappa g KAwikng perétng (Evommra A.S5). Emiong mpoodiopiletar kow o ypodvog
OAOKANPMONG TNG KAVIKNG HEAETNG.

A.8. Teppotiopog TG KMVIKIG HEAETNG
H xhvikn pedétn pmopet va ovaostadel 1) v TEPLOTIOTEL TPO®PA Y10 TOVS TOPAKAT® AGYOLS:
-Néa dedopéva eysipovv Bépa acpaielog yio Toug acbeveic eite wg TPog 10 yMueodepanevTikd site
®G TPOG TNV ddkacio ynueloeUoAMcon
-To/ta epevvnTiKO/G K€EvTpo/a Oev Exovv evidéel apkeTtovs acbeveic oe €DAOYO YPOVIKO ddoTNUA
(LKpo un avturposmreLTIKd péyedog TANBvGLOV)
O yopnyog €xel emiong dwaiwpo vo avaoTteilel 1/kal vo. TepUATIcEL TNV KAWVIKT HEAETN amod
OLYKEKPILEVO EPEVVNTIKO KEVTPO Kol Ol omd Oha eite eEoutiog TG aKEPALATNTOC TOL EPELVTTY ElTE
eEoTiog KatoyyeEAM®V Y10 TO GUYKEKPIUEVO KEVTPO.
Ye k0Be mepintwon avaoTtoAng, M emavEvapén g KAWIKNG HeAETNG mpémel va AGPel ek véov
€YKPIoN Kol Vo yivouv Ol amopaitnteg TPOMOMOM|GEL, TOGO OTO TPMOTOKOALO OGO Kol OTNV
OTOTIOTIKN OVAADGT] TOV OTOTEAECUATOV.

A.9. TraTioTIKI] avdivon
[IpocdopileTon o €100¢ TG OTATICTIKNG avdAvong mov Ba ypnoonomOel yio v ektipnon twv
OTOTEAECUATOV.
H avéivon Per Protocol (PP) onuaiver 60Tt avaibovtal povov ot acBeveic mov oAokANpmoay TV
perémn. Tu yiveton Opwg pe toug acbeveig mov amocHpOnkav; Tt yivetan pe tovg acbeveig mov
napovciacav PD or SD (un avtandkpion oy Bepaneio) mptv TNV OAOKAP®OT Kot TV 3 KOKA®V
XME; Av o apiBudg etvar peydAog cuykpitikd mpog tov aplfud tov mAnfuopuod e pHeAétng, to
amotélecpa pmopel va vmepektyunbel. H PP avdivong ovvnbog eumepiéyelt tov  kivovvo
GLGTNUATIKOD GOAALATOG, OTOTE OEV EVOEIKVLTOL Y10l TIG CUYKEKPUYUEVEG KAIVIKES LEAETEC.
H avéivon Intention to Treat (ITT) onpaiver 6t avaivovtar 6ot ot acBeveig aveldpmra and 1o av
OAOKANpOGCAY 1 O)L TNV KAVIKY| peAétr. Oa copmepidng@Bovv kot ot acBevelg pe amotvyia Evragng;
Ot acbBeveig mov amocOpnkav Ba avorivBodv wg: ITT Missing=Failure (ITT M=F) dnAadn oc
amotvyieg 1 pmopovv va eonpebovv pe ta mITT;
Ot acBeveic mov mapovsiacav PD or SD mpv v oloxinpwon kot tov 3 xkokiov XME 6o
avaivBovv g ITT last observation carried forward (LOCF) onAadn 6o avaivBoldv coppwva pe v
tehevtaio péTpnon;
H emoyn g otatiotikng avaivong etval moAd onuavtikn. Ta arnoteléopata Pacilovrar kvpimg
0E OVTIKEWEVIKEG UETPNOELS avtamdkpiong Tov Ooykov ovuemva pe to mRECIST. Opwng ke
teyvik] XME pmopet va avtamokpivetor o dtopopetikd pnéyebog olidimv ko kabe acBevig pmopet
va avtonokplfel dapopetikd oe kdOe Bepaneia. Towg n kaivtepn emhoyn eivoan n ITT-LOCF pe
Planned Interim Analysis petd and kabe kokAo XME 6mov pmopovv va avoivBodv kot Surrogate or
Exploratory endpoints.
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PK avdivanc

H @appokokivntiky tov ynueodepamentikon ovoADETAL GTOTIOTIKA Yo va agtoloyndel n acedieio
tov. 'Exet 101 mpocdopiobei av Ba yiver e 6ho tov mANBuoud M pHEPOG ALTOV KOl TO YXPOVIKA
dwotiuoto apoinyiog (Evomra A.4.4.3). To anoteAéopoto availhoviol Yo vo. LmoAoylsOel 1
péylotn ovykévipwon (maximum concentration-Cmax) Tov ynueodepamevtikod kot 1 mweployn
KAT® omd TV KaumoAn (area under the curve — AUC).
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Fig. 1 Mean systemic concentrations of doxorubicin (in ng/mL) for
different subgroups at specific time points post-administration.
A depicts these concentrations for high versus low loading and
B for the three bead sizes used. The mean C,,, £ SD (standard
deviation) for the high loading group was 284.9 £+ 276.2 ng/mL, for
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Fig. 3 Boxplot graphs for the area under the curve (AUC) values
from baseline (bead administration) to 2 days for each subgroup
(loading, bead size). Significantly increased AUC values were
observed when hieh loadine was used (p = 0.003: A). AUC values

the low loading group 108.5 + 77.6 ng/mL, for the 40 pm group
387.9 + 380.2 ng/mL, for the 75 pm group 103.8 £ 64.7 ng/mL,
and for the 100 pm group 172.1 £ 123.9 ng/mL. Statistically signif-
icant increased maximum concentrations were revealed in the high
loading group and the smaller diameter (p < 0.001)
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displayed a marginal significant difference between the 40 and
100 pm groups (p = 0.0875; B). The 75 pm group AUC values were
significantly lower than in the 100 pm group (p = 0.002) and reached
statistical significance compared to the 40 um eroun (n» = 0.057)

[Mivakag 25] IMopddetypo OTOTIOTIKNG AVOALONG EMIEI®V GLYKEVTIP®ONG do&opovfikivne. Zmv ewdva 1 @aiveton mn péon
GLYKEVTPOGT d0E0PoLPIKivIG e dtapopeTikd peyén epporocoipidiny. Xto boxplot atvetar 0Tt pe ™ peydAn @OpTIoN LIdPYEL
peyaAvTePO €0pog oty area under the curve.

TTHTH: Malagari K, et al., 2016, Pharmacokinetics, Safety, and Efficacy of Chemoembolization with Doxorubicin-Loaded Tightly Calibrated Small
Microspheres in Patients with Hepatocellular Carcinoma
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Fig. 7 Cmax for HepaSphere and ¢-TACE showing the increased
values of doxorubicin concentrations with ¢-TACE to a statistically
significant level (p = 0.002). Cmax HepaSphere: 83.9 &+ 32.1 ng/ml
(mean 4 SD). Cmax c-TACE: 761.3 & 58.8 ng/ml (mean &+ SD).
Shapiro—Wilk test: HepaSphere = 0.451; ¢-TACE = 0.680) = p =
0.002 (Student r test)
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Fig. 6 Plasma levels of doxorubicin measured immediately after 0 .

cTACE (n=3)
Group
P =0.009 (Mann-Whitney U Test)

" i 3 N Hepaspht;re (n=24)
embolization and at follow-up hours and days after the procedure. The

blue line shows the levels after embolization with HepaSphere
3060 pm loaded with doxorubicin at 50 mg/vial, and the green line
shows the levels of doxorubicin at the same time spots after ¢-TACE
with the same amount of doxorubicin. The graph indicates that there
is no doxorubicin loss in plasma when embolizing with HepaSphere
30-60 pm, thus leading to less systemic toxicity

Fig. 8 The AUC is displayed for HepaSphere 30-60 pm and
¢-TACE indicating the better pharmacokinetic profile of the former
(p = 0.009 with Mann—Whitney U-test). The AUC was calculated
using the linear trapezoidal method from baseline to 7 days.
HepaSphere group (mean == SD) 35,195 £+ 27.873 (ng > min)/ml
or 352 4+ 27.9 (pg x min)/ml. c-TACE group (mean %+ SD)
103,960 £ 16,652 or 103.9 £ 16.7 (pg x min)/ml

[Mivaxag 26] Mopdderypo otatiotikng aviiveong 2 ynueobepoamevtikdv, HepaShere 30-60um TACE & c-TACE. H mpadoivn
ypapun detyvel T ynAég d6celg do&opovPikivng oto aipo petd amnd c-TACE kot n pmhe ypappn pe 1o ekAvovta ) do&opovfikivn
oPapidio.

ITHI'H: Malagari K, et al., 2014, Chemoembolization of Hepatocellular Carcinoma with Hepasphere 30—60um. Safety and Efficacy Study

Avaivon ovromokpionc Tov OyKov

X1 KMvikég pehéteg ymuewoppfoiiopov, to amoteléopato Poacilovior Kuplowg otV TOMIKY
avtondkpion tov dykov ocvpuemva pe o mRECIST kpumpua. (Evomnta I05.2). CR, PR, SD, PD
exktovvton PBhoet tov amotehecpudtov CT/MRI. H emhoyn otoatiotikng peboddov Ommg kot M
EMAOYN TOV KATOANKTIK®OV onpeimv kpivouv oe peydro Pabud to anoteréopata g perétng. H OS
kot 1 PFS avoAvovtor cuvnBog pe v kopmndin Kaplan Meier epocov €yel mpocdlopiotel amd molo
onpeio g KAvikng perétng Bo a&loroyndel (amd v baseline 1 and v tedevtaio pétpnon mov
éxel o acBevig aveldptmra ov olokAnpwoe N Oyt v perétn). H emoyn mg Kaplan-Meier
extiumong eivan pio amd T1g KOAVTEPES EMAOYES TOL PN CLOTOEiTaL Yo Vo petpnBet to KAdopa tng
emPioong achevov yio optopévo ypovikd ddotua petd and Bepaneia. (Goel M, et al, 2010). H
ORR ocvvnbwmg petpiétar oto dBpotopa tov emPefaropévov CR or PR kdbe acBevodg dmpnuévov
pe Tov olko apfpd tov acBevov [ORR=(#CR+#PR)/total #patients].
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Survival Functions
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Fig. 4 Kaplan Meier curves showing overall survival (OS) for the
high and low loading levels. No differences were revealed for the two
loading levels (Log Rank : 0.556). Log Rank (Mantel-Cox: 0.556),
High loading group (150 mg of doxorubicin); Low loading group
(100 mg of doxorubicin)
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Fig. 5 Kaplan Meier curves showing the differences in progression-
free survival (PFS) for high versus low loading level. The effect of
loading level on PFS was not statistically significant (p = 0.586). Log
Rank (Mantel-Cox) = 0.586, High loading group (150 mg of dox-
orubicin); Low loading group (100 mg of doxorubicin)

[Mivakag 27] Mapaderypo avédvong OS & PFS (Kaplan Meier curves)

TTHT'H: Malagari K, et al., 2016, Pharmacokinetics, Safety, and Efficacy of Chemoembolization with Doxorubicin-Loaded Tightly Calibrated Small
Microspheres in Patients with Hepatocellular Carcinoma
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Table 2. Nodule Responses after First, Second, and Third Transarterial Chemoembolization Cycles According to Lesion Size Classes

Pretreatment Size

= 2cm 2.1-5 cm = becm P
First transarterial chemoembolization, n = 635 388 (61%) 211 (33%) 36 (6%) < .001"
CR, n = 408 (64%) 265 (68%) 134 (64%) 9 (25%)
PR, n = 227 (36%) 123 (32%) 77 (36%) 27 (75%)
LRR, n = 94 (23%) 52 (20%) 36 (27%) 6 (67%) < .05"
TTnP, median 7 mo (range, 3-35 mo) 7 (3-24) 9 (3-35) 4 (3-18) < .05"
Second transarterial chemoembolization for LR, n = 43 22 (51%) 17 (40%) 4 (9%) > .058"
CR, n = 27 (63%) 14 (64%) 11(65%) 2 (60%)
PR, n = 16 (37%) 8 (36%) 6 (35%) 2 (50%)
Second transarterial chemoembolization for PR, n = 112 53 (47%) 47 (42%) 12 (11%) 06"
CR, n =58 (52%) 29 (55%) 26 (55%) 3 (25%)
PR, n = 54 (48%) 24 (45%) 21 (45%) 9 (75%)
Third transarterial chemoembolization for PR, n = 19 B (42%) 7 (37%) 4 (21%) < .05"
CR, n =6 (32%) 4 (50%) 2 (29%) 0
PR, n = 13 (68%) 4 (50%) 5(71%) 4 (100%)

CR = complete response, LR = local recurrence, LRR = local recurrence rate, PR = partial response, TTnP = time-to-nodule
progression.

* Statistical differences between nodules > 5 cm and the other two groups (small and intermediate nodules).

! Statistical differences between small and large nodules.

[Mivaxag 28] IMopdderypo Planned Interim Analysis petd amd kdbe kdxho XME pe avéivon Surrogate or Exploratory endpoints
(LRR & TTnP) - avtamdkpion g anoterecpatikomrog tov o(diov (per-nodule efficacy) .

[THI'H: Golfieri R, et al., 2013, Hepatocellular CarcinomaResponding to Superselective Transarterial Chemoembolization: An Issue of Nodule
Dimension?,

A.10. References

Avagépovtal BipAoypapikég 1 ONUOCIEDHOTA OVOQOPIKA HE TNV KAMVIKN peAétn. Mmopel va
aQOPOVV GAAEG OYETIKEG KAWIKEG OOKIUEG HE TO/Ta VIO OOKIUN OKELAGUATO T1)/Kol TEXVIKEC,
aVOPOPES OYETIKEG e TNV BN oM Kot oTdNmote dALo Bewpeiton GYETIKO.

A.11. PROTOCOL AMENDMENT HISTORY
e TEPIMTOON TPOTOTOU|CEWMY, ONIIOVPYEITAL YOPLOTH EVOTNTO, OOV TEPLYPAPETAL TO IGTOPIKO TWV
TPOTOTOUCEMYV TOV TPMTOKOAAOV KaB®G Ko To rationale Tov 001yNnce GTNV/GTIS TPOTOTOMGELS.

Version Date Description of Change Brief Rationale

[Mivaxag 29] [Mapddety o TVOKO LE TO LGTOPLKO TPOTOTOU|CEDY TPOTOKOALOV
ITHI'H: NIH, 2017, Protocol Templates for Clinical Trials, IND/IDE Protocol Word Template
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ENOTHTA E

YYMIIEPAXMA

O meproycég eneppatiég Bepaneieg ivol amoTeEAECUATIKES GE OYKOAOYIKOVG acBeveig pe
vrokeipevn voco kippwon kot Ponbovv oty emPiowon tovg. Opwg to amotelécpota amd
KMviKEG peAéteg elvol apeiopfntodpevo A0y® TOL YEYOVOTOg OTL TPOKELTAL Yol OVO
VOOHUOTO @ 0) TNV Kippmorn Kol TV MRoTIK ovemdpkeld mov emnpedlet OAOLG TOLG
Broymuukotg deikteg Kol TNV TNKTIKOTNTA Kot TEMKE Kol TNV eniPioon kot B) v Proloykn
CLUTEPLPOPA TOV OYKOV Ko TNV €KTOGT| TOL. AvTd divouy pia eidva TG TOAVTAOKOTNTOG
™G VOO0V, NG SLVOKOMAC TPHYVMOONG TS VOGOV, TNG LETPMOTNG TNG AVTATOKPLIONG TOL OYKOV
Kol NG ovoTNTag TPpaTicT®wg Tov Epguvnt| aAdd Ko OANG ¢ epevuvntikng opdadag. o
TOVG TOPOTAV® 1O10UTEPOVS AOYOVS, O GYESUGUOC TPMTOKOAA®Y KABMG KOl 1| TLOTN TP O
TOVG Y10 TIC CLYKEKPIUEVEG Oepameleg amalTel EPELVNTIKY EUMELPI, OVTIKEILEVIKOTNTO KO
N0 akepodtTnTo 0Td GAOVE TOLG EUTAEKOUEVOLS GTO TTEGTO TOL 0 KABEVOS Exel avodlaPet.

I'ENIKO XYMIIEPAXMA

O oYedOOUOC TOV KAWVIKOV HEAET®V 0gv givor d0yua. Ommg 1 yvdon cuecmpedETAL Yo
KOO0 CLYKEKPIUEVO EPATNIA TPOG OlEPEVVNOT|, £TGL e€EAIGGETAL KOl O GYESAGUOC TMV
KAMvikov peretav. (Bruix J, et al., 2019)
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Research Ethics Review Committee
(WHO ERC)

Informed Consent Form Template for
Clinical Studies
(This template is for either clinical trials or clinical research)
(language used throughout form should be at the level of a local student of class 6th/8th)

Notes to Researchers:

1. Please note that this is a template developed by the WHO ERC to assist the Principal Investigator in the
design of their informed consent forms (ICF). It is important that Principal Investigators adapt their own
ICFs to the outline and requirements of their particular study. The logo of the Institution must be used on
the ICF and not the WHO logo.

2. The informed consent form consists of two parts: the information sheet and the consent certificate.

3. Do not be concerned by the length of this template. It is long only because it contains guidance and
explanations which are for you and which you will not include in the informed consent forms that you
develop and provide to participants in your research.

4. This template includes examples of key questions that may be asked at the end of each section, that could
ensure the understanding of the information being provided, especially if the research study is complex.
These are just examples, and suggestions, and the investigators will have to modify the questions depending
upon their study.

5. In this template:

*square brackets indicate where specific information is to be inserted

*bold lettering indicates sections or wording which should be included

estandard lettering is used for explanations to researchers only and must not be included in your consent
forms. The explanation is provided in black, and examples are provided in red in italics. Suggested questions
to elucidate understanding are given in black in italics.

TEMPLATE ON FOLLOWING PAGE
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[YOUR INSTITUTIONAL LETTERHEAD]
Please do not submit consent forms on the WHO letter head

[Informed Consent form for ]

Name the group of individuals for whom this informed consent form is written. Because research for a single
project is often carried out with a number of different groups of individuals - for example healthcare workers,
patients, and parents of patients - it is important that you identify which group this particular consent is for.
(Example: This Informed Consent Form is for men and women who attend clinic Z, and who we are inviting to
participate in research on X. The title of our research project is "«=«=+==s==sssceeeeecececceces ")

You may provide the following information either as a running paragraph or under headings as shown below.
[Name of Principal Investigator]

[Name of Organization]

[Name of Sponsor]

[Name of Proposal and version]

This Informed Consent Form has two parts:

*Information Sheet (to share information about the research with you)
*Certificate of Consent (for signatures if you agree to take part)

You will be given a copy of the full Informed Consent Form

PART I: Information Sheet

Introduction

Briefly state who you are and explain that you are inviting them to participate in the research you are doing.
Inform them that they may talk to anyone they feel comfortable talking with about the research and that they
can take time to reflect on whether they want to participate or not. Assure the participant that if they do not
understand some of the words or concepts, that you will take time to explain them as you go along and that
they can ask questions now or later.

(Example: I am X, working for the Y Research Institute. We are doing research on Z disease, which is very common in
this country. I am going to give you information and invite you to be part of this research. You do not have to decide
today whether or not you will participate in the research. Before you decide, you can talk to anyone you feel
comfortable with about the research.

There may be some words that you do not understand. Please ask me to stop as we go through the information and |
will take time to explain. If you have questions later, you can ask them of me, the study doctor or the staff.)

Purpose of the research

Explain in lay terms why you are doing the research. The language used should clarify rather than confuse.
Use local and simplified terms for a disease, e.g. local name of disease instead of malaria, mosquito instead
of anopheles, “mosquitoes help in spreading the disease” rather than “mosquitoes are the vectors” .
Avoid using terms like pathogenesis, indicators, determinants, equitable etc. There are guides on the internet
to help you find substitutes for words which are overly scientific or are professional jargon.

(Example: Malaria is one of the most common and dangerous diseases in this region. The drugs that are currently used
to help people with malaria are not as good as we would like them to be. In fact, only 40 out of every 100 people given
the malaria drug XYZ are completely cured. There is a new drug which may work better. The reason we are doing this
research is to find out if the new drug ABX is better than drug XYZ which is currently being used.)

Type of Research Intervention

Briefly state the type of intervention that will be undertaken. This will be expanded upon in the procedures
section but it may be helpful and less confusing to the participant if they know from the very beginning
whether, for example, the research involves a vaccine, an interview, a biopsy or a series of finger pricks.
(Example: This research will involve a single injection in your arm as well as four follow-up visits to the clinic. )

Participant selection

State why this participant has been chosen for this research. People often wonder why they have been
chosen to participate and may be fearful, confused or concerned.

(Example: We are inviting all adults with malaria who attend clinic Z to participate in the research on the new malaria
drug.)

Example of question to elucidate understanding: Do you know why we are asking you to take part in this study? Do
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you know what the study is about?

Voluntary Participation

Indicate clearly that they can choose to participate or not. State, what the alternative - in terms of the
treatment offered by the clinic - will be, if they decide not to participate. State, only if it is applicable, that
they will still receive all the services they usually do whether they choose to participate or not. This can be
repeated and expanded upon later in the form as well, but it is important to state clearly at the beginning of
the form that participation is voluntary so that the other information can be heard in this context.

(Example: Your participation in this research is entirely voluntary. It is your choice whether to participate or not.
Whether you choose to participate or not, all the services you receive at this clinic will continue and nothing will
change. If you choose not to participate in this research project, you will offered the treatment that is routinely offered
in this clinic/hospital for disease Z, and we will tell you more about it later. You may change your mind later and stop
participating even if you agreed earlier.)

Examples of question to_elucidate understanding: If you decide not to take part in this research study, do you know
what your options are? Do you know that you do not have to take part in this research study, if you do not wish to? Do
you have any questions?

Include the following section only if the protocol is for a clinical trial:

Information on the Trial Drug [Name of Drug]

1) give the phase of the trial and explain what that means. Explain to the participant why you are comparing
or testing the drugs.

2) provide as much information as is appropriate and understandable about the drug such as its manufacturer
or location of manufacture and the reason for its development.

3) explain the known experience with this drug

4) explain comprehensively all the known side-effects/toxicity of this drug, as well as the adverse effects of
all the other medicines that are being used in the trial

(Example: The drug we are testing in this research is called ABX. It has been tested before with people who do not have
malaria but who live in areas where malaria is common. We now want to test the drug on people who have malaria.
This second research is called a "phase 2" trial.

The drug ABX is made by Company C. You should know that it has a few side effects. One of the side effects, or
problems, is that you may feel tired for the first day afier being given the drug. Also, 20% of the people who tried the
drug in previous research experienced temporary swelling where the injection entered the skin. We know of no other
problem or risks.

Some participants in the research will not be given the drug which we are testing. Instead, they will be given the drug
XYZ, the drug which is most commonly used in this region to treat malaria. There is no risk associated with that drug
and no known problems. It does not, however, cure malaria as often as we would like.)

Procedures and Protocol

Describe or explain the exact procedures that will be followed on a step-by-step basis, the tests that will be
done, and any drugs that will be given. Explain from the outset what some of the more unfamiliar procedures
involve (placebo, randomization, biopsy, etc.) Indicate which procedure is routine and which is experimental
or research. Participants should know what to expect and what is expected of them. Use active, rather than
conditional, language. Write "we will ask you to---." instead of "we would like to ask you to---.".

In this template, this section has been divided into two: firstly, an explanation of unfamiliar procedures and,
secondly, a description of process.

A. Unfamiliar Procedures
This section should be included if there may be procedures which are not familiar to the participant.

If the protocol is for a clinical trial:

1) involving randomization or blinding, the participants should be told what that means and what chance they
have of getting which drug (i.e. one in four chances of getting the test drug).

(Example: Because we do not know if the new malaria drug is better than the currently available drug for treating
malaria, we need to compare the two. To do this, we will put people taking part in this research into two groups. The
groups are selected by chance, as if by tossing a coin.

Participants in one group will be given the test drug while participants in the other group will be given the drug that is
currently being used for malaria. It is important that neither you nor we know which of the two drugs you are given.

This information will be in our files, but we will not look at these files until after the research is finished. This is the best
way we have for testing without being influenced by what we think or hope might happen. We will then compare which
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of the two has the best results.

The healthcare workers will be looking after you and the other participants very carefully during the study. If we are
concerned about what the drug is doing , we will find out which drug you are getting and make changes. If there is
anything you are concerned about or that is bothering you about the research please talk to me or one of the other
researchers)

2) involving an inactive drug or placebo, it is important to ensure that the participants understand what is
meant by a placebo or inactive drug.

(Example: A placebo or inactive medicine looks like real medicine but it is not. It is a dummy or pretend medicine. It
has no effect on a person because it has no real medicine in it. Sometimes when we want to know whether a new
medicine is good, we give some people the new medicine and some people the pretend or dummy medicine. For the
research to be good, it is important that you do not know whether you have been given the real medicine or the pretend
or dummy medicine. This is one of the best ways we have for knowing what the medicine we are testing really does.)

3) which may necessitate a rescue medicine, then provide information about the rescue medicine or treatment
such as what it is and the criterion for its use. For example, in pain trials, if the test drug does not control
pain, then intravenous morphine may be used as a rescue medicine.

(Example: If we find that the medicine that is being used does not have the desired effect, or not to the extent that we
wish it to have, we will use what is called a “rescue medicine. ” The medicine that we will use is called ORS and it
has been proven to control pain. If you find that the drug we are testing does not stop your pain and it is very
uncomfortable for you, we can use the rescue medicine to make you more comfortable.)

If the protocol is for clinical research:
Firstly, explain that there are standards/guidelines that will be followed for the treatment of their condition.

Secondly, if as part of the research a biopsy will be taken, then explain whether it will be under local
anesthesia, sedation or general anesthesia, and what sort of symptoms and side effects the participant should
expect under each category.

(Example: You will receive the treatment of your condition according to national guidelines. This means that you will
be (explain the treatment). To confirm the cause of your swelling, a small sample of your skin will be taken. The
guidelines say that the sample must be taken using a local anesthesia which means that we will give you an injection
close to the area where we will take the sample from. This will make the area numb so that you will not feel any pain
when we take the sample.)

For any clinical study (if relevant):

If blood samples are to be taken explain how many times and how much in a language that the person
understands. It may, for example, be inappropriate to tell a tribal villager that blood equal to a wine-glass full
will be taken but it may be very appropriate to use pictures or other props to illustrate the procedure if it is
unfamiliar.

If the samples are to be used only for this research, then explicitly mention here that the biological samples
obtained during this research procedure will be used only for this research, and will be destroyed after
years, when the research is completed. If the tissues/blood samples or any other human biological material
will be stored for a duration longer than the research purpose, or is likely to be used for a purpose other than
mentioned in the research proposal, then provide information about this and obtain consent specifically for
such storage and use in addition to consent for participation in the study - (see last section)

(Example: We will take blood from your arm using a syringe and needle. Each time we will take about this much blood
(show a spoon, vial or other small container with a small amount of water in it. In total, we will take about <-+++- .. this
much blood in x number of weeks/months. At the end of the research, in I year, any lefi over blood sample will be
destroyed.)

B. Description of the Process

Describe to the participant what will happen on a step-by-step basis. It may be helpful to the participant if
you use drawings or props to better illustrate the procedures. A small vial or container with a little water in it
is one way of showing how much blood will be withdrawn.

(Example: During the research you make five visits to the clinic.

°In the first visit, a small amount of blood, equal to about a teaspoon, will be taken from your arm with a syringe. This
blood will be tested for the presence of substances that help your body to fight infections. We will also ask you a few
questions about your general health and measure how tall you are and how much you weigh.

At the next visit, which will be two weeks later, you will again be asked some questions about your health and then you
will be given either the test drug or the drug that is currently used for malaria. As explained before, neither you nor we
will know whether you have received the test or the dummy/pretend drug.

*After one week, you will come back to the clinic for a blood test. This will involve *-+.)
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Duration
Include a statement about the time commitments of the research for the participant including both the
duration of the research and follow-up, if relevant.

(Example: The research takes place over  (number of) days/ or __ (number of) months in total. During that time, it
will be necessary for you to come to the clinic/hospital/health facility (number of) days , for  (number of)
hours each day. We would like to meet with you three months after your last clinic visit for a final check-up.

In total, you will be asked to come 5 times to the clinic in 6 months. At the end of six months, the research will be
finished.)

Examples of question to elucidate understanding: Can you tell me if you remember the number of times that we are
asking you to come to the hospital to complete the treatment? The research project? How many injections will you be
given? How many tablets? How much blood will be taken from your veins, using a syringe and needle? Over how many
weeks? Etc. Do you have any other questions? Do you want me to go through the procedures again?

Side Effects

Potential participants should be told if there are any known or anticipated side effects and what will happen
in the event of a side effect or an unexpected event.

(Example: As already mentioned, this drug can have some unwanted effects. It can make you tired and it can cause
some temporary swelling around the place where the injection goes into your arm. It is possible that it may also cause
some problems that we are not aware of. However, we will follow you closely and keep track of any unwanted effects or
any problems. We may use some other medicines to decrease the symptoms of the side effects or reactions. Or we may
stop the use of one or more drugs. If this is necessary we will discuss it together with you and you will always be
consulted before we move to the next step.)

Risks
Explain and describe any possible or anticipated risks. Describe the level of care that will be available in the
event that harm does occur, who will provide it, and who will pay for it. A risk can be thought of as being the
possibility that harm may occur. Provide enough information about the risks that the participant can make an
informed decision.
(Example: By participating in this research it is possible that you will be at greater risk than you would otherwise be.
There is, for example, a risk that your disease will not get better and that the new medicine doesn't work even as well as
the old one. If, however, the medicine is not working and your fever does not go down in 48 hours we will give you
quinine injections which will bring your fever down and make you more comfortable.

While the possibility of this happening is very low, you should still be aware of the possibility. We will try to decrease
the chances of this event occurring, but if something unexpected happens, we will provide you with .)
Examples of question to _elucidate understanding: Do you understand that, while the research study is on-going, no-
one may know which medicine you re receiving? Do you know that the medicine that we are testing is a new medicine,
and we do not know everything about it? Do you understand that you may have some unwanted side-effects from the
medicines? Do you understand that these side-effects can happen whether or not you are in the research study? Etc. Do
you have any other questions?

Benefits

Mention only those activities that will be actual benefits and not those to which they are entitled regardless
of participation. Benefits may be divided into benefits to the individual, benefits to the community in which
the individual resides, and benefits to society as a whole as a result of finding an answer to the research
question.

(Example: If you participate in this research, you will have the following benefits: any interim illnesses will be treated
at no charge to you. If your child falls sick during this period he/she will be treated free of charge. There may not be any
benefit for you but your participation is likely to help us find the answer to the research question. There may not be any
benefit to the society at this stage of the research, but future generations are likely to benefit.)

Reimbursements

State clearly what you will provide the participants with as a result of their participation. WHO does not
encourage incentives. However, it recommends that reimbursements for expenses incurred as a result of
participation in the research be provided. These may include, for example, travel costs and money for wages
lost due to visits to health facilities. The amount should be determined within the host country context.
(Example:. We will give you [amount of money] to pay for your travel to the clinic/parking and we will give you
[amount] for lost work time. You will not be given any other money or gifts to take part in this research.)

Examples of question to elucidate understanding: Can you tell me if you have understood correctly the benefits that
you will have if you take part in the study? Do you know if the study will pay for your travel costs and time lost, and do
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you know how much you will be re-imbursed? Do you have any other questions?

Confidentiality

Explain how the research team will maintain the confidentiality of data, especially with respect to the
information about the participant which would otherwise be known only to the physician but would now be
available to the entire research team. Note that because something out of the ordinary is being done through
research, any individual taking part in the research is likely to be more easily identified by members of the
community and is therefore more likely to be stigmatized.

(Example: With this research, something out of the ordinary is being done in your community. It is possible that if others
in the community are aware that you are participating, they may ask you questions. We will not be sharing the identity
of those participating in the research.

The information that we collect from this research project will be kept confidential. Information about you that will be
collected during the research will be put away and no-one but the researchers will be able to see it. Any information
about you will have a number on it instead of your name. Only the researchers will know what your number is and we
will lock that information up with a lock and key. It will not be shared with or given to anyone except [name who will
have access to the information, such as research sponsors, DSMB board, your clinician, etc].)
Example of question to_elucidate understanding: Did you understand the procedures that we will be using to make
sure that any information that we as researchers collect about you will remain confidential? Do you have any questions
about them?

Sharing the Results

Where it is relevant, your plan for sharing the information with the participants should be provided. If you
have a plan and a timeline for the sharing of information, include the details. You should also inform the
participant that the research findings will be shared more broadly, for example, through publications and
conferences.

(Example: The knowledge that we get from doing this research will be shared with you through community meetings
before it is made widely available to the public. Confidential information will not be shared. There will be small
meetings in the community and these will be announced. After these meetings, we will publish the results in order that
other interested people may learn from our research.)

Right to Refuse or Withdraw

This is a reconfirmation that participation is voluntary and includes the right to withdraw. Tailor this section
to ensure that it fits for the group for whom you are seeking consent. The example used here is for a patient
at a clinic.

(Example: You do not have to take part in this research if you do not wish to do so and refusing to participate will not
affect your treatment at this clinic in any way. You will still have all the benefits that you would otherwise have at this
clinic. You may stop participating in the research at any time that you wish without losing any of your rights as a
patient here. Your treatment at this clinic will not be affected in any way.)

OR

(Example: You do not have to take part in this research if you do not wish to do so. You may also stop participating in
the research at any time you choose. It is your choice and all of your rights will still be respected.)

Alternatives to Participating

Include this section only if the study involves administration of investigational drugs or use of new
therapeutic procedures. It is important to explain and describe the established standard treatment.

(Example: If you do not wish to take part in the research, you will be provided with the established standard treatment
available at the centre/institute/hospital. People who have malaria are given ***.)

Who to Contact

Provide the name and contact information of someone who is involved, informed and accessible (a local
person who can actually be contacted. State also that the proposal has been approved and how.

(Example: If you have any questions you may ask them now or later, even after the study has started. If you wish to ask
questions later, you may contact any of the following: [name, address/telephone number/e-mail])

This proposal has been reviewed and approved by [name of the local IRB], which is a committee whose
task it is to make sure that research participants are protected from harm. If you wish to find about
more about the IRB, contact [name, address, telephone number.]). It has also been reviewed by the
Ethics Review Committee of the World Health Organization (WHQO), which is

YeAba 80 amo 135



funding/sponsoring/supporting the study.

Example of question to elucidate understanding: Do you know that you do not have to take part in this study if you do
not wish to? You can say No if you wish to? Do you know that you can ask me questions later, if you wish to? Do you
know that I have given the contact details of the person who can give you more information about the study? Etc.

You can ask me any more questions about any part of the research study, if you wish to. Do you have any
questions?

PART II: Certificate of Consent

This section should be written in the first person and have a statement similar to the one in bold below. If the
participant is illiterate but gives oral consent, a witness must sign. A researcher or the person going over the
informed consent must sign each consent. The certificate of consent should avoid statements that have "I
understand+--." phrases. The understanding should perhaps be better tested through targeted questions during
the reading of the information sheet (some examples of questions are given above), or through the questions
being asked at the end of the reading of the information sheet, if the potential participant is reading the
information sheet him/herself.

I have read the foregoing information, or it has been read to me. I have had the opportunity to ask
questions about it and any questions that I have asked have been answered to my satisfaction. I
consent voluntarily to participate as a participant in this research.

Print Name of Participant
Signature of Participant
Date

Day/month/year

If illiterate

A literate witness must sign (if possible, this person should be selected by the participant and should have no
connection to the research team). Participants who are illiterate should include their thumb-print as well.

I have witnessed the accurate reading of the consent form to the potential participant, and the
individual has had the opportunity to ask questions. I confirm that the individual has given consent
freely.

Print name of witness AND Thumb print of participant
Signature of witness
Date

Day/month/year

Statement by the researcher/person taking consent

I have accurately read out the information sheet to the potential participant, and to the best of my
ability made sure that the participant understands that the following will be done:

1.

2.

3.

I confirm that the participant was given an opportunity to ask questions about the study, and all the
questions asked by the participant have been answered correctly and to the best of my ability. 1
confirm that the individual has not been coerced into giving consent, and the consent has been given
freely and voluntarily.

A copy of this ICF has been provided to the participant.

Print Name of Researcher/person taking the consent

Signature of Researcher /person taking the consent
Date

Day/month/year
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ITAPAPTHMA B

NIH-FDA Clinical Trial Protocol Template

PREFACE
Remove this Preface before finalizing and distributing the clinical trial protocol.

This clinical trial protocol template is a suggested format for Phase 2 and 3 clinical trials funded by the
National Institutes of Health (NIH) that are being conducted under a Food and Drug Administration (FDA)
Investigational New Drug (IND) or Investigational Device Exemption (IDE) Application. Investigators for such
trials are encouraged to use this template when developing protocols for NIH-funded clinical trial(s). This
template may also be useful to others developing phase 2 and 3 IND/IDE clinical trials.

The goal of this template is to assist investigators to write a comprehensive clinical trial protocol that meets
the standard outlined in the International Conference on Harmonisation (ICH) Guidance for Industry, E6
Good Clinical Practice: Consolidated Guidance (ICH-E6). Its use will also help investigators think through the
scientific basis of their assumptions, minimize uncertainty in the interpretation of outcomes, and prevent
loss of data. A common protocol structure and organization will facilitate protocol review by oversight
entities.

It is important to note that the clinical trial protocol template is just one piece of information required for
an IND or IDE submission. For complete details on IND or IDE submissions see 21 CFR Part 312:
Investigational New Drug Application or 21 CFR Part 812: Investigational Device Exemptions, respectively.

How To Use This Template

It is important to incorporate all sections of the template into your protocol and to do so in the same order.
If a particular section is not applicable to your trial, include it, but indicate that it is not applicable.

This template contains two types of text: instruction/explanatory and example.

Instruction/explanatory text are indicated by italics and should deleted. Footnotes to instructional
text should also be deleted. This text provides information on the content that should be included.
It also notes if a section should be left blank. For example, many headings include the instruction,
“No text is to be entered in this section; rather it should be included under the relevant subheadings
below.”

Example text is included to further aid in protocol writing and should either be modified to suit the
drug, biologic or device (study intervention), design, and conduct of the planned clinical trial or
deleted. Example text is indicated in [regular font]. Within example text, a need for insertion of
specific information is notated by <angle brackets>.

Instruction/explanatory text should be deleted. Example text can be incorporated as written or tailored to
a particular protocol. If itis not appropriate to the protocol, however, it too should be deleted. The section
headers include formatting to generate a table of contents.

Version control is important to track protocol development, revisions, and amendments. Itis also
necessary to ensure that the correct version of a protocol is used by all staff conducting the study. With
each revision, the version number and date located in the footer of each page should be updated. When
making changes to an approved and “final” protocol, the protocol amendment history should be
maintained (see Section 10.4).
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<Title>

The title should be easy to remember, recognizable by administrative support staff, and sufficiently different
from other protocol titles to avoid confusion. Brevity with specificity and neutrality is the goal. If there is a
“short title” (e.g., an abbreviation used to refer to the study title, include here and that can be used
throughout this document in place of the full title).

Protocol Number: < Number>
National Clinical Trial (NCT) Identified Number: <Number, if available>
Principal Investigator: < Principal investigator>

<IND/IDE> Sponsor: <Sponsor name, if applicable>

Sponsor means an individual or pharmaceutical or medical device company, governmental agency,
academic institution, private organization, or other organization who takes responsibility for and initiates a
clinical investigation.

Funded by: < NIH Institute or Center (IC)>
Version Number: v.<x.x>

<Day Month Year>

All versions should have a version number and a date. Use the international date format (day month year)
and write out the month (e.g., 23 June 2015).
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STATEMENT OF COMPLIANCE

Provide a statement that the trial will be conducted in compliance with the protocol, International
Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable state, local and federal
regulatory requirements. Each engaged institution must have a current Federal-Wide Assurance (FWA)
issued by the Office for Human Research Protections (OHRP) and must provide this protocol and the
associated informed consent documents and recruitment materials for review and approval by an
appropriate Institutional Review Board (IRB) or Ethics Committee (EC) registered with OHRP. Any
amendments to the protocol or consent materials must also be approved before implementation. Select one
of the two statements below:

OR

(1)

(2)

[The trial will be carried out in accordance with International Conference on Harmonisation Good
Clinical Practice (ICH GCP) and the following:

*  United States (US) Code of Federal Regulations (CFR) applicable to clinical studies (45 CFR Part
46, 21 CFR Part 50, 21 CFR Part 56, 21 CFR Part 312, and/or 21 CFR Part 812)

National Institutes of Health (NIH)-funded investigators and clinical trial site staff who are
responsible for the conduct, management, or oversight of NIH-funded clinical trials have completed
Human Subjects Protection and ICH GCP Training.

The protocol, informed consent form(s), recruitment materials, and all participant materials will be
submitted to the Institutional Review Board (IRB) for review and approval. Approval of both the
protocol and the consent form must be obtained before any participant is enrolled. Any
amendment to the protocol will require review and approval by the IRB before the changes are
implemented to the study. In addition, all changes to the consent form will be IRB-approved; a
determination will be made regarding whether a new consent needs to be obtained from
participants who provided consent, using a previously approved consent form.]

[The trial will be conducted in accordance with International Conference on Harmonisation Good
Clinical Practice (ICH GCP), applicable United States (US) Code of Federal Regulations (CFR), and the
<specify NIH Institute or Center (IC) > Terms and Conditions of Award. The Principal Investigator
will assure that no deviation from, or changes to the protocol will take place without prior
agreement from the Investigational New Drug (IND) or Investigational Device Exemption (IDE)
sponsor, funding agency and documented approval from the Institutional Review Board (IRB),
except where necessary to eliminate an immediate hazard(s) to the trial participants. All personnel
involved in the conduct of this study have completed Human Subjects Protection and ICH GCP
Training.

The protocol, informed consent form(s), recruitment materials, and all participant materials will be
submitted to the IRB for review and approval. Approval of both the protocol and the consent form
must be obtained before any participant is enrolled. Any amendment to the protocol will require
review and approval by the IRB before the changes are implemented to the study. All changes to
the consent form will be IRB approved; a determination will be made regarding whether a new
consent needs to be obtained from participants who provided consent, using a previously approved
consent form.]
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1 PROTOCOL SUMMARY

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

0 SYNOPSIS

Title:
Study Description:

Objectives:

Endpoints:

Study Population:

Phase:

Description of
Sites/Facilities Enrolling
Participants:
Description of Study
Intervention:

Study Duration:

Participant Duration:

0 SCHEMA

<Full title>

Provide a short description of the protocol, including a brief statement of
the study hypothesis. This should be only a few sentences in length. A
detailed schematic describing all visits and a schedule of assessments
should be included in the Schema and Schedule of Activities, Sections 1.2
and 1.3, respectively.

Include the primary and secondary objectives. These objectives should be
the same as the objectives contained in the body of the protocol. These
align with Primary Purpose in clinicaltrials.gov.

<Primary Objective:

Secondary Objectives: >

Include the primary endpoint and secondary endpoints. These endpoints
should be the same as the endpoints contained in the body of the protocol.
These align with Outcome Measures in clinicaltrials.gov.

<Primary Endpoint:

Secondary Endpoints: >

Specify the sample size, gender, age, demographic group, general health
status, and geographic location.

<2 or 3 or N/A> Phase applies to drugs and biologics?®.

Provide a brief description of planned facilities/participating sites enrolling
participants. Indicate general number (quantity) of sites only and if the
study is intended to include sites outside of the United States.

Describe the study intervention. If the study intervention is a drug or
biologic, include dose and route of administration. For devices, provide a
description of each important component, ingredient, property and the
principle of operation of the device.

Estimated time (in months) from when the study opens to enrollment until
completion of data analyses.

Time (e.g., in months) it will take for each individual participant to
complete all participant visits.

This section should include a diagram that provides a quick “snapshot” of the study and ideally be limited to
1 page. Below are examples of schematics that show the level of detail needed to convey an overview of the
study design. Depending on the nature of your study, one example may be more appropriate than another.
Regardless, the examples included here are intended to guide the development of a schematic that is
appropriate to the planned study design and will need to be customized for the protocol. Revise with study-
specific information and adapt the diagram to illustrate your study design (e.g., changing method of

1 From ClinicalTrials.gov Protocol Data Element Definitions available at: https://prsinfo.clinicaltrials.gov/definitions.html. Accessed March 2017.
2From 21 CFR 312.21 “Phase 2 includes the controlled clinical studies conducted to evaluate the effectiveness of the drug for a particular indication
or indications in patients with the disease or condition under study and to determine the common short-term side effects and risks associated with
the drug. Phase 2 studies are typically well controlled, closely monitored, and conducted in a relatively small number of patients, usually involving
no more than several hundred subjects... Phase 3 studies are expanded controlled and uncontrolled trials. They are performed after preliminary
evidence suggesting effectiveness of the drug has been obtained, and are intended to gather the additional information about effectiveness and
safety that is needed to evaluate the overall benefit-risk relationship of the drug and to provide an adequate basis for physician labeling. Phase 3
studies usually include from several hundred to several thousand subjects.”
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assignment to study group, adding study arms, visits, etc.). The time point(s) indicated in the schematic
should correspond to the time point(s) in Section 1.3, Schedule of Activities, e.g., Visit 1, Day O; Visit 2, Day
30+ 7; etc.

0 SCHEDULE OF ACTIVITIES (SOA)

The schedule below is provided as an example and should be modified as appropriate.

The schedule of activities must capture the procedures that will be accomplished at each study visit, and all
contact, with study participants e.g., telephone contacts. This includes any tests that are used for eligibility,
participant randomization or stratification, or decisions on study intervention discontinuation. Only include
procedures that contribute to participant eligibility and study objectives and endpoints. Other procedures
should be done sparingly and with consideration, as they may add unnecessary complexity and detract from
recruitment.

Allowable windows should be stated for all visits. To determine the appropriate windows, consider
feasibility and relevance of the visit time points to study endpoints (e.g., pharmacokinetic (PK) studies may
allow little or no variation, with required time points measured in minutes or hours, whereas a 6-month
follow-up visit might have a window of several weeks).

Screening
Day -7 to-1
Enrollment/Baseline
Visit1, Day 1
Study Visit 2
Day 7 +/-1day
Study Visit 3
Day 14 +/- 1 day
Study Visit 4
Day 21 +/-1 day
Study Visit 5
Day 28 +/-1 day
Study Visit 6
Day 35 +/-1 day
Study Visit 7
Day 42 +/-1 day
Study Visit 8
Day 49 +/-1 day
Study Visit 9
Day 56 +/-1 day
Study Visit 10
Day 63 +/-1 day
Study Visit 11
Day 70 +/- 1 day
Study Visit 12
Day 77 +/-1day
Final Study Visit 13
Day 84 +/-1 day

Procedures
Informed consent
Demographics
Medical history
Randomization
Administer study intervention X X X X
Concomitant medication X X
review

Physical exam (including
height and weight)

Vital signs

Height

Weight

Performance status
Hematology

serum chemistry 2
Pregnancy test®

EKG (as indicated)
Adverse event review and
evaluation
Radiologic/Imaging
assessment

Other assessments (e.g.,
immunology assays, X X X X X X X X X X X X X X
pharmacokinetic)

Complete Case Report Forms
(CRFs)

a:  Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium,

total protein, AST, ALT, sodium.
b:  Serum pregnancy test (women of childbearing potential).

XXX |X

<

<
>
>
x
>

XX |[X|X
XX [ XX
XX [ XX
XX |[X|X

XX |[X|X
XX |[X|X
XXX |X

X [ X[X[X|X|X[X|X|X| X

X X X X X X X X X X X X X X
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* INTRODUCTION

No text is to be entered in this section; rather, it should be included under the relevant subheadings below.
The following subsections should include relevant background information and rationale for the clinical trial.

This should be a brief overview (e.g., approximately 3-7 pages). Referring to the Investigator’s Brochure (IB)
for more detail is also appropriate.

0 STUDY RATIONALE

State the problem or question (e.g., describe the population, disease, current standard of care, if one exists,
and limitations of knowledge or available therapy) and the reason for conducting the clinical trial

<Insert text>

0 BACKGROUND

This section should include:

e A summary of findings from nonclinical in vitro or in vivo studies that have potential clinical
significance

e A summary of relevant clinical research and any history of human use or exposure to the study
intervention, including use in other countries, and clinical pharmacology studies

e Discussion of important literature and data that are relevant to the trial and that provide
background for the trial (reference citations should be listed in Section 11, References)

e Applicable clinical, epidemiological, or public health background or context of the clinical trial

e Importance of the clinical trial and any relevant treatment issues or controversies

<Insert text>

O RISK/BENEFIT ASSESSMENT

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should include a discussion of known risks and benefits, if any, to human
participants.

| KNOWN POTENTIAL RISKS
Include a discussion of known potential risks from either clinical or nonclinical studies. If a package insert or
device labeling from a licensed or approved product is available, it should be used as the primary source of
risk information. If the product is investigational, the IB should be the primary source of the risk information.
In addition, relevant published literature can also provide relevant risk information. If the risk profile cannot
be described from the package insert, device labeling, or the IB, the risk information discussion will result
from published literature and should be included and referenced appropriately.
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Describe any physical, psychological, social, legal, economic, or any other risks to participants by
participating in the study that the Principal Investigator (Pl) foresees, addressing each of the following:
e |Immediate risks
e long-range risks

o Ifrisk is related to proposed procedures included in the protocol, describe alternative procedures
that have been considered and explain why alternative procedures are not included

<Insert text>

| KNOWN POTENTIAL BENEFITS
Include a discussion of known potential benefits from either clinical or nonclinical studies. If a package
insert or device labeling from a licensed or approved product is available, it should be used as the primary
source of potential benefit information. If the product is investigational, the IB should be the primary source
of the potential benefit information. In addition, relevant published literature can also provide potential
relevant benefit information. If the potential benefit cannot be described from the package insert, device
labeling, or the IB, the potential benefit information discussion will result from published literature and
should be included and referenced appropriately.

Describe any physical, psychological, social, legal, or any other potential benefits to individual participants
or society in general, as a result of participating in the study, addressing each of the following:

* Immediate potential benefits

e Long-range potential benefits
Note that payment to participants, whether as an inducement to participate or as compensation for time
and inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a

benefit.

<Insert text>

| ASSESSMENT OF POTENTIAL RISKS AND BENEFITS
Include an assessment of known potential risks and benefits, addressing each of the following:

e Rationale for the necessity of exposing participants to risks and a summary of the ways that risks to
participants were minimized in the study design

e Justification as to why the risks of participation in the study outweigh the value of the information
to be gained

<Insert text>
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* OBIJECTIVES AND ENDPOINTS

For purposes of registration and reporting to ClinicalTrials.gov, the terms Objectives and Endpoints as used
in this template align with the terms Primary Purpose and Outcome Measures in ClinicalTrials.gov,
respectively. Provide a description of the study objectives and endpoints, as well as a justification for
selecting the particular endpoints, in the table format included below. This will provide clear articulation of
how the selected primary and secondary endpoint(s) are linked to achieving the primary and secondary
objectives and an explanation of why endpoint(s) were chosen. Data points collected in the study should
support an objective or have a requlatory purpose. Therefore, careful consideration should be given
prospectively to the amount of data needed to support the study’s objectives.

An objective is the purpose for performing the study in terms of the scientific question to be answered.
Express each objective as a statement of purpose (e.g., to assess, to determine, to compare, to evaluate)
and include the general purpose (e.g., efficacy, effectiveness, safety) and/or specific purpose (e.g., dose-
response, superiority to placebo, effect of an intervention on disease incidence, disease severity, or health
behavior).

A study endpoint is a specific measurement or observation to assess the effect of the study variable (study
intervention). Study endpoints should be prioritized and should correspond to the study objectives and
hypotheses being tested. Give succinct, but precise definitions of the study endpoints used to address the
study’s primary objective and secondary objectives (e.g., specific laboratory tests that define safety or
efficacy, clinical assessments of disease status, assessments of psychological characteristics, patient
reported outcomes, behaviors or health outcomes). Include the study visits or time points at which data will
be recorded or samples will be obtained. Describe how endpoint(s) will be adjudicated, if applicable.

Primary and secondary endpoints should be adjusted for multiplicity. If a claim is sought for the secondary
endpoints, the statistical plan for adjustment for multiplicity should be aligned with those objectives.

OBJECTIVES ENDPOINTS JUSTIFICATION FOR
ENDPOINTS

Primary
The primary objective is the main The primary endpoint(s) should be Briefly explain why the
question. This objective generally clearly specified and its importance endpoint(s) were
drives statistical planning for the and role in the analysis and chosen.
trial (e.qg., calculation of the sample | interpretation of study results should
size to provide the appropriate be defined. The primary endpoint(s) is
power for statistical testing). the basis for concluding that the

study met its objective (e.g., “the
study wins”). Often Phase 2 and 3
trials include primary objectives, and
therefore primary endpoints, to
demonstrate effectiveness.
Generally, there should be just one
primary endpoint that will provide a
clinically relevant, valid, and reliable
measure of the primary objective.
Additional primary endpoints may
require an adjustment to the sample
size calculations and p-value
threshold. However, this is not
always the case. For example, in
many trials of medical devices there
are primary endpoints for both safety
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OBJECTIVES

ENDPOINTS

JUSTIFICATION FOR
ENDPOINTS

and effectiveness.

In a trial designed to establish
efficacy, a primary endpoint should
measure a clinically meaningful
therapeutic effect or should have
demonstrated ability to predict
clinical benefit.

Secondary

The secondary objective(s) are
goals that will provide further
information on the use of the
intervention.

Secondary endpoints should be
clearly specified and may include, for
example, endpoints related to
efficacy, safety, or both. Secondary
endpoints are those that may provide
supportive information about the
study intervention’s effect on the
primary endpoint or demonstrate
additional effects on the disease or
condition. It is recommended that the
list of secondary endpoints be short,
because the chance of demonstrating
an effect on any secondary endpoint
after appropriate correction for
multiplicity becomes increasingly
small as the number of endpoints
increases.

Briefly explain why the
endpoint(s) were
chosen.

Tertiary/Exploratory

Tertiary/exploratory objective(s)
serve as a basis for explaining or
supporting findings of primary
analyses and for suggesting further
hypotheses for later research.

Exploratory endpoints should be
specified. Exploratory endpoints may
include clinically important events
that are expected to occur too
infrequently to show a treatment
effect or endpoints that for other
reasons are thought to be less likely
to show an effect but are included to
explore new hypotheses.

Endpoints that are not listed in an
alpha conserving plan will be
considered exploratory.

Briefly explain why the
endpoint(s) were
chosen.
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* STUDY DESIGN

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

0 OVERALL DESIGN

The scientific integrity of the trial and the credibility of the data from the trial depend substantially on the
trial design. A description of the trial design should be consistent with the Protocol Synopsis (section 1.1)
and Protocol Schema (section 1.2) and include:

e A statement of the hypothesis
*  Phase of the trial

» Adescription of the type/design of trial to be conducted (e.g., randomized, placebo-controlled,
double-blinded, parallel design, open-label, dose escalation, dose-ranging, adaptive, cluster
randomized, group sequential, multi-regional, superiority or non-inferiority design)

e Adescription of methods to be used to minimize bias

e Dose escalation or dose-ranging details should be contained in Section 6.1.2, Dosing and
Administration

»  The number of study groups/arms and study intervention duration

e Indicate if single site or multi-site

e Name of study intervention(s)

e Note if interim analysis is planned and refer to details in Section 9.4.6, Planned Interim Analysis

e Note if the study includes any stratifications and if so, identify the stratification planned (e.g. sex,
race/ethnicity, age, dose) and refer to details in Section 9.4.7, Sub-Group Analyses

e Name of sub-studies, if any, included in this protocol

<Insert text>

¢} SCIENTIFIC RATIONALE FOR STUDY DESIGN

Describe the rationale for the type and selection of control (e.g. placebo, active drug, dose-response,
historical) and study design (e.g., non-inferiority as opposed to superiority). Discuss known or potential
problems associated with the control group chosen in light of the specific disease and intervention(s) being

studied.

<Insert text>
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0 JUSTIFICATION FOR DOSE

Provide a justification for the route of administration, planned maximum dosage, and dosing regimen,
including starting dose, of the study intervention(s) and control product(s).

<Insert text>

O END OF STUDY DEFINITION

A clinical trial is considered completed when participants are no longer being examined or the last
participant’s last study visit has occurred.

Example text provided as a guide, customize as needed:

[A participant is considered to have completed the study if he or she has completed all phases of the study
including the last visit or the last scheduled procedure shown in the Schedule of Activities (SoA), Section
1.3.

The end of the study is defined as completion of the last visit or procedure shown in the SoA in the trial
globally.]

<Insert text>

e STUDY POPULATION

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should include a description of the study population and participant recruitment.
The study population should be appropriate for clinical trial phase and the development stage of the study
intervention. Given the continuing challenges in achieving clinically relevant demographic inclusion in
clinical trials, it is important to focus on clinically relevant potential participants at the earliest stages of
protocol development. Therefore, it is essential that the population’s characteristics be considered during
the trial planning phase to ensure the trial can adequately meet its objectives and provide evidence for the
total population that will potentially utilize the study intervention under evaluation (e.g., elderly and
pediatric populations, women, and minorities).

Use the following guidelines when developing participant eligibility criteria to be listed in Sections 5.1
Inclusion Criteria and 5.2 Exclusion Criteria:

The eligibility criteria should provide a definition of participant characteristics required for study
entry/enrollment.

If participants require screening, distinguish between screening participants vs enrolling participants.
Determine if screening procedures will be performed under a separate screening consent form.

The risks of the study intervention should be considered in the development of the inclusion/exclusion
criteria so that risks are minimized.

The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do not state
age >18 years old as an inclusion criterion and age <18 years old as an exclusion criterion).

Identify specific laboratory tests or clinical characteristics that will be used as criteria for enrollment or
exclusion.
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If reproductive status (e.q., pregnancy, lactation, reproductive potential) is an eligibility criterion,
provide specific contraception requirements (e.g., licensed hormonal or barrier methods).

If you have more than one study population, please define the common inclusion and exclusion criteria
followed by the specific inclusion and exclusion criteria for each subpopulation.

0 INCLUSION CRITERIA

Inclusion criteria are characteristics that define the population under study, e.g., those criteria that every
potential participant must satisfy, to qualify for study entry. Provide a statement that individuals must meet
all of the inclusion criteria in order to be eligible to participate in the study and then list each criterion.
Women and members of minority groups must be included in accordance with the NIH Policy on Inclusion of
Women and Minorities as Participants In Research Involving Human Subjects.

Some criteria to consider for inclusion are: provision of appropriate consent and assent, willingness and
ability to participate in study procedures, age range, health status, specific clinical diagnosis or symptoms,
background medical treatment, laboratory ranges, and use of appropriate contraception. Additional criteria
should be included as appropriate for the study design and risk.

Example text provided as a guide, customize as needed:

[In order to be eligible to participate in this study, an individual must meet all of the following criteria:
1. Provision of signed and dated informed consent form

2. Stated willingness to comply with all study procedures and availability for the duration of the study

3. Male or female, aged <specify range>

4. In good general health as evidenced by medical history or diagnosed with <specify
condition/disease> or exhibiting <specify clinical signs or symptoms or physical/oral examination
findings>

5. <Specify laboratory test> results between <specify range>

6. Ability to take oral medication and be willing to adhere to the <study intervention> regimen

7. For females of reproductive potential: use of highly effective contraception for at least 1 month
prior to screening and agreement to use such a method during study participation and for an
additional <specify duration> weeks after the end of <study intervention> administration

8. For males of reproductive potential: use of condoms or other methods to ensure effective
contraception with partner

9. Agreement to adhere to Lifestyle Considerations (see section 5.3) throughout study duration]

<Insert text>

0 EXCLUSION CRITERIA

Exclusion criteria are characteristics that make an individual ineligible for study participation. Provide a
statement that all individuals meeting any of the exclusion criteria at baseline will be excluded from study
participation and then list each criterion. If specific populations are excluded (e.g., elderly or pediatric
populations, women or minorities), provide a clear and compelling rationale and justification, to establish
that inclusion is inappropriate with respect to the health of the participants or the purpose of the research.
Limited English proficiency cannot be an exclusion criterion.

Some criteria to consider for exclusion are: pre-existing conditions or concurrent diagnoses, concomitant use
of other medication(s) or devices, known allergies, other factors that would cause harm or increased risk to
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the participant or close contacts, or preclude the participant’s full adherence with or completion of the
study. Additional criteria should be included as appropriate for the study design and risk.

Include a statement regarding equitable selection or justification for excluding a specific population.

Example text provided as a guide, customize as needed (including adding a statement about equitable
selection):

[An individual who meets any of the following criteria will be excluded from participation in this study:

1. Current use of < specify disallowed concomitant medications>
2. Presence of <specific devices (e.g., cardiac pacemaker)>
3. Pregnancy or lactation

4. Known allergic reactions to components of the <study intervention>, <specify
components/allergens>

5. Febrile illness within <specify time frame>
6. Treatment with another investigational drug or other intervention within <specify time frame>
7. Current smoker or tobacco use within <specify timeframe>

8. < Specify any condition(s) or diagnosis, both physical or psychological, or physical exam finding that
precludes participation>]

<Insert text>
) LIFESTYLE CONSIDERATIONS

Include content in this section if applicable, otherwise note as not-applicable.

Describe any restrictions during any parts of the study pertaining to lifestyle and/or diet (e.g., food and
drink restrictions, timing of meals relative to dosing, intake of caffeine, alcohol, or tobacco, or limits on
activity), and considerations for household contacts. Describe what action will be taken if prohibited
medications, treatments or procedures are indicated for care (e.g., early withdrawal).

Example text provided as a guide, customize as needed:

[During this study, participants are asked to:

e Refrain from consumption of red wine, Seville oranges, grapefruit or grapefruit juice, [pomelos,
exotic citrus fruits, grapefruit hybrids, or fruit juices] from [X days] before the start of <study
intervention> until after the final dose.

e Abstain from caffeine- or xanthine-containing products (e.g., coffee, tea, cola drinks, and chocolate)
for [x hours] before the start of each dosing session until after collection of the final
pharmacokinetic (PK) and/or pharmacodynamic sample.

e Abstain from alcohol for 24 hours before the start of each dosing session until after collection of
the final PK and/or pharmacodynamic sample.
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e Participants who use tobacco products will be instructed that use of nicotine-containing products
(including nicotine patches) will not be permitted while they are in the clinical unit.

e Abstain from strenuous exercise for [x hours] before each blood collection for clinical laboratory
tests. Participants may participate in light recreational activities during studies (e.g., watching
television, reading).

e Minimize interactions with household contacts who may be immunocompromised.]

<Insert text>

0 SCREEN FAILURES

Participants who are consented to participate in the clinical trial, who do not meet one or more criteria
required for participation in the trial during the screening procedures, are considered screen failures.
Indicate how screen failures will be handled in the trial, including conditions and criteria upon which re-
screening is acceptable, when applicable.

Example text provided as a guide, customize as needed:

[Screen failures are defined as participants who consent to participate in the clinical trial but are not
subsequently randomly assigned to the study intervention or entered in the study. A minimal set of screen
failure information is required to ensure transparent reporting of screen failure participants, to meet the
Consolidated Standards of Reporting Trials (CONSORT) publishing requirements and to respond to queries
from regulatory authorities. Minimal information includes demography, screen failure details, eligibility
criteria, and any serious adverse event (SAE).

Individuals who do not meet the criteria for participation in this trial (screen failure) because of a <specify
modifiable factor> may be rescreened. Rescreened participants should be assigned the same participant

number as for the initial screening.]

<Insert text>

0 STRATEGIES FOR RECRUITMENT AND RETENTION

Identify general strategies for participant recruitment and retention. This section may refer to a separate
detailed recruitment and retention plan in the manual of procedures (MOP) and site specific plans could be
included in a site-specific standard operating procedure (SOP). Consider inclusion of the information below
either in this section or the MOP.

e Target study sample size by gender, race and ethnicity, and age; identify anticipated number to be
screened including women and minorities in order to reach the target enrollment (should be
consistent with information contained in Section 9.2, Sample Size Determination)

e Anticipated accrual rate

e Anticipated number of sites and participants to be enrolled from the U.S. and outside the U.S.
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e Source of participants (e.g., inpatient hospital setting, outpatient clinics, student health service, or
general public)

e Recruitment venues
e How potential participants will be identified and approached

e Types of recruitment strategies planned (e.g. patient advocacy groups, national newspaper, local
flyers; social media, specific names of where advertisements may be planned are not needed)

e [fthe study requires long-term participation, describe procedures that will be used to enhance
participant retention (e.g., multiple methods for contacting participants, visit reminders, incentives
for visit attendance).

e Specific strategies that will be used to recruit and retain historically under-represented populations
in order to meet target sample size and conform with the NIH Policy on Inclusion of Women and
Minorities as Participants In Research Involving Human Subjects. Include the number of women and
minorities expected to be recruited, or provide justification on those rare occasions where women
and/or minorities will not be recruited.

In addition, this section should address:

e [fappropriate, include justification for inclusion of vulnerable participants and recruitment strategy.
Vulnerable participants include, but are not limited to pregnant women, those who lack consent
capacity, including the mentally ill, prisoners, cognitively impaired participants, children, and
employee volunteers. Include safeguards for protecting vulnerable populations. Please refer to
OHRP guidelines when choosing the study population. Note that these regulations apply if any
participants are members of the designated population, even if it is not the target population (e.g.,
if a participant becomes a prisoner during the study).

e [f participants will be compensated or provided any incentives (e.g. vouchers, gift cards,) for study
participation, describe amount, form and timing of such compensation in relation to study activities
(include financial and non-financial incentives). Describe who will receive incentives (if not the
participant). For example, if minors, state whether the minor or the parent/quardian will receive
the incentive. If incapacitated adults, state if payment will be provided to the participant or to a
legally authorized representative or guardian.

<Insert text>

* STUDY INTERVENTION

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should describe the study intervention that is being tested for safety and
effectiveness in the clinical trial, and any control product being used in the trial. The study intervention may
be a drug (including a biological product), imaging intervention, or device subject to regulation under the
Federal Food, Drug, and Cosmetic Act that is intended for administration to humans or use in humans, and
that has been or has not yet been approved by the Food and Drug Administration (FDA). This also includes a
product with a marketing authorization when used or assembled (formulated or packaged) in a way
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different from the approved form, when used for an unapproved indication or when used to gain further
information about an approved use.

If multiple study interventions are to be evaluated in the trial, Section 6.1 Study Intervention(s)
Administration and Section 6.2 Preparation/Handling/Storage/Accountability and their accompanying
subsections, should clearly differentiate between each product. Address placebo or control product within
each part of Section 6.1 and Section 6.2. If the control product is handled differently than the study
intervention, be sure to state how they are each handled, separately. If the control product is handled the
same as the study intervention, state as such. In addition, all sections may not be relevant for the trial. If
not relevant, note as not applicable in that section.

0 STUDY INTERVENTION(S) ADMINISTRATION

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

STUDY INTERVENTION DESCRIPTION
Describe the study intervention(s) and control product. Product information can usually be obtained from
the:

e B for an investigational drug or biologic
e Package insert for a licensed or approved drug or biologic or device labeling for a licensed device
e Proposed labeling and/or material safety data sheet (MSDS) for an investigational device

e Final labeling for a marketed device

In addition:

e Ifadevice study is being conducted under an IDE, and is determined to be non-significant risk, such
that only abbreviated IDE requirements apply, provide justification here.

e Indicate if the study intervention is commercially available and is being used in accordance with
approved labeling. For a device, note if any modifications have been performed for the study.

e If conducting a study with a device, the following information should be included:
o Device size(s)
o Device model(s)
o Description of each component
o Device settings and programming (if applicable)
o Duration of implant or exposure (if applicable)
o Frequency of exposure (if applicable)

o Ifadevice has not been approved or cleared for the indications the protocol is designed to
investigate, then a summary/report of test validation studies should accompany this
protocol
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<Insert text>

DOSING AND ADMINISTRATION

Describe the procedures for selecting each participant's dose of study intervention and control product. For
drugs, that includes the timing of dosing (e.g., time of day, interval), the duration (e.g., the length of time
study participants will be administered the study intervention), the planned route of administration (e.g.,
oral, nasal, intramuscular), and the relation of dosing to meals.

State the starting dose and schedule of the study intervention and control product, including the maximum
and minimum duration for those participants who continue in the study. For example, in some oncology
trials for participants with no available therapeutic alternatives, intervention continues even after disease
progression. In this instance, consider alternative designs that enable participants to rollover to a continued
treatment arm and include appropriate instructions to guide this implementation.

If applicable, describe the dose escalation scheme and dose regimen (using exact dose, rather than
percentages). State any minimum period required before a participant’s dose might be raised to the next
higher dose or dose range. If applicable, the protocol should state the conditions under which a dose
change will be made, particularly in regard to failure to respond or to toxic or untoward changes in
stipulated indicators (e.g., white blood cell count in cancer chemotherapy). Address dose modifications for
specific abnormal laboratory values of concern or other adverse events (AEs) that are known to be
associated with the planned study intervention. The protocol must state explicitly the dose-limiting effects
that are anticipated. Provide criteria that will be used to determine dose escalations. If a participant is
responding positively to the intervention, the protocol should specify whether study intervention
administration would progress to still higher doses. If appropriate, provide a dose de-escalation schema
with intervention modifications. Do not restate reasons for withdrawal of participants. Cross-reference
relevant sections, as appropriate.

Any specific instructions to study participants about when or how to prepare and take the dose(s) should be
described, including how delayed or missed doses should be handled. Include any specific instructions or
safety precautions for administration of the study intervention. Discuss the maximum hold time once
thawed/mixed, if appropriate, before administration.

While much of the above section is specific to drugs, similar considerations apply to certain devices. For
example, some devices have adjustable settings including those related to energy delivery to participants.
Other devices must be sized correctly for individual participants. Similar to the discussion above for dosage
of drugs, such considerations should be described for devices, as applicable.

<Insert text>

O PREPARATION/HANDLING/STORAGE/ACCOUNTABILITY

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

ACQUISITION AND ACCOUNTABILITY

State how the study intervention and control product will be provided to the investigator. Describe plans
about how and by whom the study intervention will be distributed, including participation of a drug
repository or pharmacy, and plans for disposal of expired or return of unused product. Detailed information
may be provided in a MOP or a separate SOP.

<Insert text>

FORMULATION, APPEARANCE, PACKAGING, AND LABELING
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Describe the formulation, appearance, packaging, and labeling of the study intervention and control
product, as supplied. Information in this section can usually be obtained from the IB or the package insert,
or device labeling. This section should include the name of the manufacturer of the study intervention and
control product.

<Insert text>

| PRODUCT STORAGE AND STABILITY
Describe storage and stability requirements (e.g., protection from light, temperature, humidity) for the
study intervention and control product. For studies in which multi-dose vials are utilized, provide additional
information regarding stability and expiration time after initial use (e.g., the seal is broken).

<Insert text>

PREPARATION

Describe the preparation of the study intervention and control product, including any preparation required
by study staff and/or study participants. Include thawing, diluting, mixing, and reconstitution/preparation
instructions in this section, as appropriate, or within a MOP or SOP. For devices, include any relevant
assembly or use instructions.

<Insert text>

0 MEASURES TO MINIMIZE BIAS: RANDOMIZATION AND BLINDING

This section should contain a description of randomization and blinding procedures (if applicable to the
study design). It should include a description or a table that describes how study participants will be
assigned to study groups, without being so specific that blinding or randomization might be compromised
(e.g., the ratio between intervention and placebo groups may be stated). If adaptive randomization or other
methods of covariate balancing/minimization are employed, include a cross link to the methods of analysis
in Section 9, Statistical Considerations. In addition, details regarding the implementation of procedures to
minimize bias should be included in this section. DO NOT include details that might compromise these
strategies. Design techniques to avoid bias can be found in the ICH Guidance for Industry E9 Statistical
Principles for Clinical Trials.

Plans for the maintenance of trial randomization codes and appropriate blinding for the study should be
discussed. The timing and procedures for planned and unplanned breaking of randomization codes should
be included. Include a statement regarding when unblinding may occur and who may unblind. Provide the
criteria for breaking the study blind or participant code. Discuss the circumstances in which the blind would
be broken for an individual or for all participants (e.g., for serious adverse evets (SAEs)). Indicate to whom
the intentional and unintentional breaking of the blind should be reported.

Sometimes blinding is attempted but is known to be imperfect because of obvious effects related to study
intervention or control product in some participants (e.g., dry mouth, bradycardia, fever, injection site
reactions, and changes in laboratory data). Such problems or potential problems should be identified and, if
there are plans to assess the magnitude of the problem or manage it, these should be described (e.g.,
having endpoint measurements carried out by study staff shielded from information that might reveal study
group assignment).

If the study allows for some investigators to remain unblinded (e.g., to allow them to adjust medication), the
means of shielding other investigators should be explained. Describe efforts to ensure that the study
intervention and control/placebo are as indistinguishable as possible. Measures to prevent unblinding by
laboratory measurements, if used, should be described.

YeAba 99 amo 135



Include a description of your plans to manage and report inadvertent unblinding. If blinding is considered
unnecessary to reduce bias for some or all of the observations, this should be explained (e.g., use of a
random-zero sphygmomanometer eliminates possible observer bias in reading blood pressure and Holter
tapes are often read by automated systems that are presumably immune to observer bias). If blinding is
considered desirable but not feasible, the reasons and implications should be discussed.

<Insert text>

0 STUDY INTERVENTION COMPLIANCE

Define how adherence to the protocol (e.g., administration of study intervention, use of device,) will be
assessed, and verified (if applicable, e.g., plasma assays, electronic monitoring devices, daily diaries).
Include a discussion of what documents are mandatory to complete (e.qg., participant drug log) and what
source documents/records will be used to calculate study intervention compliance.

<Insert text>

0 CONCOMITANT THERAPY

Include content in this section if applicable, otherwise note as not-applicable.

This section should be consistent with the medication restrictions in the inclusion/exclusion criteria
previously listed. Describe the data that will be recorded related to permitted concomitant medications,
supplements, complementary and alternative therapies, treatments, and/or procedures. Include details
about when the information will be collected (e.g., screening, all study visits). Describe how allowed
concomitant therapy might affect the outcome (e.g., drug-drug interaction, direct effects on the study
endpoints) and how the independent effects of concomitant and study interventions could be ascertained.

Example text provided as a guide, customize as needed:
[For this protocol, a prescription medication is defined as a medication that can be prescribed only by a
properly authorized/licensed clinician. Medications to be reported in the Case Report Form (CRF) are

concomitant prescription medications, over-the-counter medications and supplements.]

<Insert text>

RESCUE MEDICINE
Include content in this section if applicable, otherwise note as not-applicable.

List all medications, treatments, and/or procedures that may be provided during the study for “rescue
therapy” and relevant instructions about administration of rescue medications.

Example text provided as a guide, customize as needed:

[The study site <will/will not> supply <specify type> rescue medication that will be <provided by the
sponsor/obtained locally>. The following rescue medications may be used <specify name(s)>.

Although the use of rescue medications is allowable <at any time during the study>, the use of rescue
medications should be delayed, if possible, for at least <insert timeframe> following the administration of
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<study intervention>. The date and time of rescue medication administration as well as the name and
dosage regimen of the rescue medication must be recorded.]

<Insert text>

STUDY INTERVENTION DISCONTINUATION AND PARTICIPANT

DISCONTINUATION/WITHDRAWAL

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

Participants may withdraw voluntarily from the study or the Pl may discontinue a participant from the
study. This section should state which adverse events would result in discontinuation of study intervention
or participant discontinuation/withdrawal. In addition, participants may discontinue the study intervention,
but remain in the study for follow-up, especially for safety and efficacy study endpoints (if applicable).
Consider requiring separate documentation for study intervention discontinuation and participant
discontinuation/withdrawal from the study. In addition, a dedicated Case Report Form (CRF) page should
capture the date and the specific underlying reason for discontinuation of study intervention or participant
discontinuation/withdrawal.

0 DISCONTINUATION OF STUDY INTERVENTION

Describe the criteria for discontinuing the study intervention (e.g., halting rules), including any monitoring
test(s) and associated clinical decision point(s). Include reasons for temporary discontinuation of the study
intervention (e.g., type and quantity of adverse events), clearly stating the length of time, if applicable, and
describe the data to be collected at the time of study intervention discontinuation and approaches for
restarting administration of or rechallenging with study intervention.

Describe efforts that will be made to continue follow-up of participants who discontinue the study
intervention, but remain in the study for follow-up, especially for safety and efficacy study endpoints (if
applicable). Reasonable efforts must be made to undertake protocol-specified safety follow-up procedures
to capture adverse events (AE), serious adverse events (SAE), and unanticipated problems (UPs).

Example text provided as a guide, customize as needed:

[Discontinuation from <study intervention> does not mean discontinuation from the study, and remaining
study procedures should be completed as indicated by the study protocol. If a clinically significant finding is
identified (including, but not limited to changes from baseline) after enrollment, the investigator or
qualified designee will determine if any change in participant management is needed. Any new clinically
relevant finding will be reported as an adverse event (AE).

The data to be collected at the time of study intervention discontinuation will include the following:

e <Describe the procedures and data to be collected, as well as any follow-up evaluations>]

<Insert text>

0 PARTICIPANT DISCONTINUATION/WITHDRAWAL FROM THE STUDY

Provide a list of reasons participation may be discontinued. It may be appropriate to provide distinct
discontinuation criteria for participants and cohorts. If so, both sets of criteria should be listed separately
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and the distinction between the two must be stated clearly. Also, note that participants may withdraw
voluntarily from the study or discontinue the study intervention at any time. But, investigators should seek
to minimize participant discontinuation/withdrawal from study except for safety reasons.

In studies of implantable devices, a discussion should be included of any pertinent information that will be
provided to withdrawn or discontinued participants (e.g., whether and how the device can be removed, how
to replace batteries, how to obtain replacement parts, who to contact). In addition, it is important to
capture the reason for withdrawal or discontinuation, as this may impact inclusion of participant data in the
analysis of results (see Section 9, Statistical Analyses).

This section should include a discussion of replacement of participants who withdraw or discontinue early, if
replacement is allowed. This section should not include a discussion of how these participants will be
handled in the analysis of study data. This should be captured in the Section 9, Statistical Analyses.

Example text provided as a guide, customize as needed:

[Participants are free to withdraw from participation in the study at any time upon request.

An investigator may discontinue or withdraw a participant from the study for the following reasons:
e Pregnancy
e Significant study intervention non-compliance

e If any clinical adverse event (AE), laboratory abnormality, or other medical condition or situation
occurs such that continued participation in the study would not be in the best interest of the
participant

e Disease progression which requires discontinuation of the study intervention

e If the participant meets an exclusion criterion (either newly developed or not previously
recognized) that precludes further study participation

e Participant unable to receive <study intervention> for [x] days/weeks.]

The reason for participant discontinuation or withdrawal from the study will be recorded on the <specify>
Case Report Form (CRF). Subjects who sign the informed consent form and are randomized but do not
receive the study intervention may be replaced. Subjects who sign the informed consent form, and are
randomized and receive the study intervention, and subsequently withdraw, or are withdrawn or
discontinued from the study, <will> or <will not> be replaced.]

<Insert text>

0 LOST TO FOLLOW-UP

The protocol should describe the nature and duration of study follow-up. Validity of the study is a potential
issue when participants are lost to follow-up, as information that is important to the endpoint evaluation is
then lost. Participants are considered lost to follow-up when they stop reporting to scheduled study visits
and cannot be reached to complete all protocol-required study procedures. Describe the plans to minimize
loss to follow-up and missing data.

Example text provided as a guide, customize as needed:

YeAtba 102 amo 135



[A participant will be considered lost to follow-up if he or she fails to return for <specify number of visits>
scheduled visits and is unable to be contacted by the study site staff.

The following actions must be taken if a participant fails to return to the clinic for a required study visit:

e The site will attempt to contact the participant and reschedule the missed visit <specify time
frame> and counsel the participant on the importance of maintaining the assigned visit schedule
and ascertain if the participant wishes to and/or should continue in the study.

e Before a participant is deemed lost to follow-up, the investigator or designee will make every effort
to regain contact with the participant (where possible, 3 telephone calls and, if necessary, a
certified letter to the participant’s last known mailing address or local equivalent methods). These
contact attempts should be documented in the participant’s medical record or study file.

e Should the participant continue to be unreachable, he or she will be considered to have withdrawn
from the study with a primary reason of lost to follow-up.]

<Insert text>

* STUDY ASSESSMENTS AND PROCEDURES

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

0 EFFICACY ASSESSMENTS

List and describe all study procedures and evaluations to be done as part of the study to support the
determination of efficacy, as per the primary and secondary objectives outlined in this protocol. Discuss the
sequence of events that should occur during the screening process and any decision points regarding
participant eligibility. Include the time frame prior to enrollment within which screening procedures/
evaluations must be performed (e.g., within 28 days prior to enrollment). If a separate screening protocol is
developed, describe how the screening protocol will be used to identify participants for this study. In
addition, discuss any special conditions that must be achieved during the enrollment and/or initial
administration of study intervention. Include the procedures for administering the study intervention and
follow-up procedures after administration (e.g., assessment of vital signs), as well as any specifics about
subsequent follow-up visits, and unscheduled visits. Also, note if a specifically qualified person (e.g.,
physician, psychologist) should be performing any of the assessments. Include any definitions used to
characterize outcomes (e.q., criteria for determining occurrence of acute myocardial infarction,
characterization of a stroke as thrombotic or hemorrhagic, distinction between transient ischemic attack
and stroke), should be explained fully.

For participants that may discontinue or withdraw early, it is important to capture the rationale during the
final visit. See Section 7, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal,
for details.

Note that the protocol should provide a high-level discussion of all procedures and detailed information can
be further provided in a MOP or SOP. Provide justification for any sensitive procedures (e.g., provocative
testing, deception). In addition, note where approaches to decrease variability, such as centralized
laboratory assessments, are being employed. The specific timing of procedures/evaluations to be done at
each study visit are captured in Section 1.3, Schedule of Activities (SoA) and the time points of these
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procedures do not need to be included here. In addition, indicate where appropriate, that
procedures/evaluations will be performed by qualified personnel.

This section may include a list and description of the following procedures/evaluations, as applicable:

Physical examination (e.g., height and weight, organ systems, motor or vision assessment, or other
functional abilities). If appropriate, discuss what constitutes a targeted physical examination.

Radiographic or other imaging assessments. State the specific imaging required and, as
appropriate, provide description of what is needed to perform the specialized imaging. Details
describing how to perform the imaging in a standard fashion and equipment specifications may be
described in the study’s MOP or a separate SOP.

Biological specimen collection and laboratory evaluations. Include specific test components and
estimated volume and type of specimens needed for each test. Specify laboratory methods to
provide for appropriate longitudinal and cross-sectional comparison (e.g., use of consistent
laboratory method throughout study, use of single, central laboratory for multi-site studies). If more
than one laboratory will be used, specify which evaluations will be done by each laboratory. In
addition, compliance with Clinical Laboratory Improvement Amendments (CLIA) of 1988 should be
addressed. If such compliance is not required, a brief discussion should be included explaining why
this is the case. In addition, discussion should include whether any laboratory tests (e.g.,
diagnostics) that will be used are being developed concurrently or are commercially available.
Special instructions for the preparation, handling, storage, and shipment of specimens should be
briefly explained in this section with detailed discussion in the study’s MOP.

Special assays or procedures required (e.g., immunology assays, pharmacokinetic studies, flow
cytometry assays, microarray, DNA sequencing). For research laboratory assays, include specific
assays, estimated volume and type of specimen needed for each test. If more than one laboratory
will be used, specify which assays will be done by each laboratory. Special instructions for the
preparation, handling, storage, and shipment of specimens should be briefly explained in this
section with detailed discussion in the study’s MOP.

Administration of questionnaires or other instruments for patient-reported outcomes, such as a
daily diary.

Procedures that will be completed during the study as part of regular standard of clinical care.

Include in this section a discussion of the results of any study specific procedures that will be provided to
participant (e.g., radiographic or other imaging or laboratory evaluations). Address when endpoints will be
assessed with respect to dosing of rescue medication, if applicable.

If an individual’s medical chart or results of diagnostic tests performed as part of an individual’s regular
medical care are going to be used for screening or as a part of collection of trial data, Health Insurance
Portability and Accountability Act (HIPAA) rules, other relevant federal or state laws, and local institutional
requirements should be followed, as applicable. If this is the case, this section should note which
information is to be obtained through review of existing data.

<Insert text>

0

SAFETY AND OTHER ASSESSMENTS
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List and describe all study procedures and evaluations to be done as part of the study to monitor safety and
support the understanding of the study intervention’s safety or that are done for other purposes (e.g.,
screening, eligibility, enrollment).

Discuss the sequence of events that should occur during the screening process and any decision points
regarding participant eligibility. Include the time frame prior to enrollment within which screening
procedures/ evaluations must be performed (e.g., within 28 days prior to enrollment). If a separate
screening protocol is developed, describe how the screening protocol will be used to identify participants for
this study. In addition, discuss any special conditions that must be achieved during the enrollment and/or
initial administration of study intervention.

Note that the protocol should provide a high-level discussion of all procedures and detailed information can
be further provided in a MOP or SOP. In addition, note where approaches to decrease variability, such as
centralized laboratory assessments, are being employed. The specific timing of procedures/evaluations to
be done at each study visit are captured in Section 1.3, Schedule of activities(SoA) and the time points of
these procedures do not need to be included here. In addition, indicate where appropriate, that
procedures/evaluations will be performed by qualified personnel.

This section may include a list and description of the following procedures/evaluations, as applicable:

e Physical examination (e.g., height and weight, organ systems, motor or vision assessment, or other
functional abilities). If appropriate, discuss what constitutes a targeted physical examination.

e Vital signs (e.g., temperature, pulse, respirations, blood pressure). Carefully consider which vital
signs (if any) should be measured to ensure that only essential data are collected. Include any
specific instructions with respect to the collection and interpretation of vital signs.

e FElectrocardiograms (EKGs): specify if the EKG is for screening purposes only. Include any specific
instructions for the collection and interpretation of the EKG (e.g., time points relative to dosing with
study intervention or other evaluations). If EKGs will be analyzed at a central laboratory,
instructions for the collection (e.g., equipment), transmission and archiving of the EKG data should
be summarized in this protocol, and further outlined in the MOP. If the EKG will be read locally,
indicate how these will be handled and in what format (e.g., digital or paper), as well as instructions
with respect to local review.

e Radiographic or other imaging assessments. State the specific imaging required and, as
appropriate, provide description of what is needed to perform the specialized imaging. Details
describing how to perform the imaging in a standard fashion and equipment specifications may be
described in the study’s MOP or a separate SOP.

e Biological specimen collection and laboratory evaluations. Include specific test components and
estimated volume and type of specimens needed for each test. Specify laboratory methods to
provide for appropriate longitudinal and cross-sectional comparison (e.g., use of consistent
laboratory method throughout study, use of single, central laboratory for multi-site studies). If more
than one laboratory will be used, specify which evaluations will be done by each laboratory. In
addition, compliance with Clinical Laboratory Improvement Amendments (CLIA) of 1988 should be
addressed. If such compliance is not required, a brief discussion should be included explaining why
this is the case. In addition, discussion should include whether any laboratory tests (e.g.,
diagnostics) that will be used are being developed concurrently or are commercially available.
Special instructions for the preparation, handling, storage, and shipment of specimens may be
briefly explained in this section; detailed discussion should be included in the study’s MOP.
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e Special assays or procedures required (e.g., immunology assays, pharmacokinetic studies, flow
cytometry assays, microarray, DNA sequencing). For research laboratory assays, include specific
assays, estimated volume and type of specimen needed for each test. If more than one laboratory
will be used, specify which assays will be done by each laboratory. Special instructions for the
preparation, handling, storage, and shipment of specimens should be briefly explained in this
section with detailed discussion in the study’s MOP.

e Counseling procedures, including any dietary or activity considerations that need to be adhered to
during study participation.

o Assessment of study intervention adherence or see Study Intervention Compliance, section 6.4

e Administration of questionnaires or other instruments for patient-reported outcomes, such as a
daily diary.

e Assessment of adverse events. Describe provisions for follow-up of ongoing AEs/SAEs.
Include in this section a discussion of the results of any study specific procedures that will be provided to
participant (e.g., radiographic or other imaging or laboratory evaluations).
As previously noted, if an individual’s medical chart or results of diagnostic tests performed as part of an
individual’s regular medical care are going to be used for screening or as a part of collection of trial data,
Health Insurance Portability and Accountability Act (HIPAA) rules, other relevant federal or state laws, and
local institutional requirements should be followed, as applicable. If this is the case, this section should note

which information is to be obtained through review of existing data.

<Insert text>

0 ADVERSE EVENTS AND SERIOUS ADVERSE EVENTS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.
The following subsections are intended to highlight the specific assessments related to safety and the
aspects of the study which are proposed to ensure the safety of trial participants. Consider developing this
section in consultation with the study Medical Monitor. Consider the risks of the study intervention and
other study procedures and the characteristics of the study population (e.g., vulnerable populations such as
children). This section should be tailored for specific study characteristics, including but not limited to the
following:

e The study involves an investigational new drug or investigational device

e The study involves washout from current medication regimen

e The study involves the use of placebo in a population with a diagnosed disease

e The study requires selection of an appropriate toxicity grading scale

e The study involves risks to individuals other than research participants (e.g., household or intimate
contacts or communities, study clinicians, pharmacists or interventionists, etc.)
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e Reporting of certain events (e.q., suspected child abuse or substance abuse) is mandatory because
of the study population or study design characteristics

e The study is conducted at multiple sites, and will require centralized safety oversight
In developing this section, consider the risks of the study intervention. Review and reference the applicable

sources of information, such as the IB, package insert, device labeling, literature and other sources that
describe the study intervention.

| DEFINITION OF ADVERSE EVENTS (AE)
Provide the definition of an AE being used for the clinical trial. The FDA definition of an AE is used in this
template since this template is for phase 2 or 3 IND and IDE studies. For some studies, definitions from the
OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others
and Adverse Events; or ICH GCP definition may be more appropriate. However, it is important to note that
FDA regulations require reporting based on the definition included in 21 CFR 312.32 (a) for studies
performed under an IND, regardless of the definition of AE used in the protocol.

Example text provided as a guide, customize as needed:

[Adverse event means any untoward medical occurrence associated with the use of an intervention in
humans, whether or not considered intervention-related (21 CFR 312.32 (a)).]

<Insert text>

DEFINITION OF SERIOUS ADVERSE EVENTS (SAE)

Provide the definition of an SAE being used for the clinical trial. The FDA definition of an SAE is used in this
template since this template is for phase 2 or 3 IND and IDE studies. It is important to note that FDA
regulations require reporting based on the definition included in 21 CFR 312.32 (a) for studies performed
under an IND, regardless of the definition of SAE used in the protocol. Note that the example text provided
is from the drug regulations (21 CFR 312.32 (a)). There is no definition for SAE in the device regulations.
Therefore, investigators should develop an appropriate definition for their study. This definition could
include an unanticipated adverse device effect, but an SAE is broader than that definition. According to 21
CFR 812.3(s), an “unanticipated adverse device effect means any serious adverse effect on health or safety
or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or
death was not previously identified in nature, severity, or degree of incidence in the investigational plan or
application (including a supplementary plan or application), or any other unanticipated serious problem
associated with a device that relates to the rights, safety, or welfare of subjects.”

Example text provided as a guide, customize as needed:

[An adverse event (AE) or suspected adverse reaction is considered "serious" if, in the view of either the
investigator or sponsor, it results in any of the following outcomes: death, a life-threatening adverse event,
inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant incapacity or
substantial disruption of the ability to conduct normal life functions, or a congenital anomaly/birth defect.
Important medical events that may not result in death, be life-threatening, or require hospitalization may
be considered serious when, based upon appropriate medical judgment, they may jeopardize the
participant and may require medical or surgical intervention to prevent one of the outcomes listed in this
definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in
an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient
hospitalization, or the development of drug dependency or drug abuse.]

<Insert text>
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| CLASSIFICATION OF AN ADVERSE EVENT
No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections will include a discussion of how AEs will be classified.

1.1.1.1 SEVERITY OF EVENT

All AEs will be assessed by the study clinician using a protocol defined grading system. Describe the method
of grading an AE for severity. For example, many toxicity tables are available for use and are adaptable to
various study designs. Selection of a toxicity table or severity scale should be made in consultation with the
study Medical Monitor.

Example text provided as a guide, customize as needed:
[For adverse events (AEs) not included in the protocol defined grading system, the following guidelines will
be used to describe severity.

¢ Mild — Events require minimal or no treatment and do not interfere with the participant’s daily

activities.

¢ Moderate — Events result in a low level of inconvenience or concern with the therapeutic
measures. Moderate events may cause some interference with functioning.

e Severe — Events interrupt a participant’s usual daily activity and may require systemic drug therapy
or other treatment. Severe events are usually potentially life-threatening or incapacitating. Of
note, the term “severe” does not necessarily equate to “serious”.]

<Insert text>

1.1.1.2 RELATIONSHIP TO STUDY INTERVENTION

All AEs will have their relationship to study intervention or study participation assessed with a level of
specificity appropriate to the study design. The clinician’s assessment of an AE's relationship to study
intervention (drug, biologic, device) is part of the documentation process, but it is not a factor in
determining what is or is not reported in the study. Describe the method of determining the relationship of
an AE to a study intervention. If there is any doubt as to whether a clinical observation is an AE, the event
should be reported. Some protocols may use a binary assessment (related/not related); others may have a
scale of relatedness. Evaluation of relatedness must consider etiologies such as natural history of the
underlying disease, concurrent illness, concomitant therapy, study-related procedures, accidents, and other
external factors. In a clinical trial, the study intervention must always be suspect.

Example text provided as a guide, customize as needed:
[All adverse events (AEs) must have their relationship to study intervention assessed by the clinician who
examines and evaluates the participant based on temporal relationship and his/her clinical judgment. The

degree of certainty about causality will be graded using the categories below. In a clinical trial, the study
product must always be suspect.
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¢ Related — The AE is known to occur with the study intervention, there is a reasonable possibility
that the study intervention caused the AE, or there is a temporal relationship between the study
intervention and event. Reasonable possibility means that there is evidence to suggest a causal
relationship between the study intervention and the AE.

¢ Not Related — There is not a reasonable possibility that the administration of the study intervention
caused the event, there is no temporal relationship between the study intervention and event
onset, or an alternate etiology has been established.

OR

¢ Definitely Related — There is clear evidence to suggest a causal relationship, and other possible
contributing factors can be ruled out. The clinical event, including an abnormal laboratory test
result, occurs in a plausible time relationship to study intervention administration and cannot be
explained by concurrent disease or other drugs or chemicals. The response to withdrawal of the
study intervention (dechallenge) should be clinically plausible. The event must be
pharmacologically or phenomenologically definitive, with use of a satisfactory rechallenge
procedure if necessary.

¢ Probably Related — There is evidence to suggest a causal relationship, and the influence of other
factors is unlikely. The clinical event, including an abnormal laboratory test result, occurs within a
reasonable time after administration of the study intervention, is unlikely to be attributed to
concurrent disease or other drugs or chemicals, and follows a clinically reasonable response on
withdrawal (dechallenge). Rechallenge information is not required to fulfill this definition.

e Potentially Related — There is some evidence to suggest a causal relationship (e.g., the event
occurred within a reasonable time after administration of the trial medication). However, other
factors may have contributed to the event (e.g., the participant’s clinical condition, other
concomitant events). Although an AE may rate only as “possibly related” soon after discovery, it
can be flagged as requiring more information and later be upgraded to “probably related” or
“definitely related”, as appropriate.

¢ Unlikely to be related — A clinical event, including an abnormal laboratory test result, whose
temporal relationship to study intervention administration makes a causal relationship improbable
(e.g., the event did not occur within a reasonable time after administration of the study
intervention) and in which other drugs or chemicals or underlying disease provides plausible
explanations (e.g., the participant’s clinical condition, other concomitant treatments).

¢ Not Related — The AE is completely independent of study intervention administration, and/or
evidence exists that the event is definitely related to another etiology. There must be an
alternative, definitive etiology documented by the clinician.]

<Insert text>

. EXPECTEDNESS
Expected adverse reactions are AEs that are known to occur for the study intervention being studied and
should be collected in a standard, systematic format using a grading scale based on functional assessment
or magnitude of reaction. Identify the source of the reference safety information used to determine the
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expectedness of the AE (e.q., IB, approved labeling). Expectedness is assessed based on the awareness of
AEs previously observed, not on the basis of what might be anticipated from the properties of the study
intervention.

An AE or suspected adverse reaction is considered "unexpected" if it is not listed in the IB, package insert, or
device labeling or is not listed at the specificity or severity that has been observed; or, if an IB is not required
or available, is not consistent with the risk information described in the protocol, as amended. For example,
under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the IB or
package insert referred only to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism
and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the IB or package insert listed
only cerebral vascular accidents. "Unexpected," as used in this definition, also refers to AEs or suspected
adverse reactions that are mentioned in the IB, package insert, or device labeling as occurring with a class
of drugs (or other medical products) or as anticipated from the pharmacological properties or other
characteristics of the study intervention, but are not specifically mentioned as occurring with the particular
study intervention under investigation.

Example text provided as a guide, customize as needed:
[<Insert role> will be responsible for determining whether an adverse event (AE) is expected or
unexpected. An AE will be considered unexpected if the nature, severity, or frequency of the event is not

consistent with the risk information previously described for the study intervention.]

<Insert text>

TIME PERIOD AND FREQUENCY FOR EVENT ASSESSMENT AND FOLLOW-UP

Describe how AEs and SAEs will be identified and followed until resolved or considered stable. Specify
procedures for recording and follow-up of AEs and SAEs that are consistent with the information contained
within Section 8.2, Safety and Other Assessments including what assessment tools will be used to monitor
AEs. Include duration of follow-up after appearance of events (e.g., 1 week, 2 months).

An unsolicited AE would occur without any prompting or in response to a general question such as “Have
you noticed anything different since you started the study; began the study intervention, etc.” A solicited AE
is one that is specifically solicited such as “Have you noticed any dry mouth since you started the study
medication?”

e Describe which AEs will be collected as solicited events. Plan the reporting and data collection
system to avoid double capture (captured both as an unsolicited and a solicited AE).

e Describe how unsolicited events will be captured.

¢ Include time period of collection (e.g., Days 0 -28) and note how long SAEs are collected — usually
collected through entire study.

Example text provided as a guide, customize as needed:

[The occurrence of an adverse event (AE) or serious adverse event (SAE) may come to the attention of
study personnel during study visits and interviews of a study participant presenting for medical care, or
upon review by a study monitor.

All AEs including local and systemic reactions not meeting the criteria for SAEs will be captured on the
appropriate case report form (CRF). Information to be collected includes event description, time of onset,
clinician’s assessment of severity, relationship to study product (assessed only by those with the training
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and authority to make a diagnosis), and time of resolution/stabilization of the event. All AEs occurring while
on study must be documented appropriately regardless of relationship. All AEs will be followed to adequate
resolution.

Any medical condition that is present at the time that the participant is screened will be considered as
baseline and not reported as an AE. However, if the study participant’s condition deteriorates at any time
during the study, it will be recorded as an AE.

Changes in the severity of an AE will be documented to allow an assessment of the duration of the event at
each level of severity to be performed. AEs characterized as intermittent require documentation of onset
and duration of each episode.

<Insert role or name> will record all reportable events with start dates occurring any time after informed
consent is obtained until 7 (for non-serious AEs) or 30 days (for SAEs) after the last day of study
participation. At each study visit, the investigator will inquire about the occurrence of AE/SAEs since the
last visit. Events will be followed for outcome information until resolution or stabilization.]

<Insert text>

1.1.2 ADVERSE EVENT REPORTING

This section addresses responsibilities of investigators for reporting of AEs. However, it is important to
recognize that sponsors have additional responsibilities under regulations that are not described in this
template and should be incorporated into relevant SOPs.

Describe the AE reporting procedures, including timeframes. Further details should be included in a MOP or
SOP including a description and a flow chart of when events are reported to various oversight (e.g., Data
and Safety Monitoring Board (DSMB), safety monitoring committee, independent safety monitor) and
regulatory groups, and what study staff are responsible for completing and signing off on the AE reports,
and who will receive notification of AEs. According to 21 CFR 312.64(b), “...The investigator must record
nonserious adverse events and report them to the sponsor according to the timetable for reporting specified
in the protocol”.

In addition, list any disease-related events (DREs) common in the study population (e.g., expected), which
will not be reported per the standard process for reporting, as applicable. Describe how these events will be

recorded and monitored.

<Insert text>

1.1.3 SERIOUS ADVERSE EVENT REPORTING

This section addresses responsibilities of investigators for reporting of SAEs. However, it is important to
recognize that sponsors have additional responsibilities under regulations that are not described in this
template and should be incorporated into relevant SOPs.

Describe the SAE reporting procedures, including timeframes. Further details should be included in a MOP or
SOP including a description and a flow chart of when events are reported to various oversight and
regulatory groups, and what study staff are responsible for completing and signing off on the SAE reports,
and who will receive notification of SAEs.

Generally, any AE considered serious by the Pl or Sub-investigator or which meets the definition of an SAE
included in Section 8.3.2, Definition of Serious Adverse Events must be submitted on an SAE form to the
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Data Coordinating Center (DCC) if one exists for the study. Studies overseen by a DSMB or other
independent oversight body (e.g., safety monitoring committee, independent safety monitor), may be
required to submit expedited notification of all SAEs or only SAEs thought to be related to study
intervention.

According to 21 CFR 312.64(b), “An investigator must immediately report to the sponsor any serious adverse
event, whether or not considered drug related, including those listed in the protocol or investigator brochure
and must include an assessment of whether there is a reasonable possibility that the drug caused the event.
Study endpoints that are serious adverse events (e.qg., all-cause mortality) must be reported in accordance
with the protocol unless there is evidence suggesting a causal relationship between the drug and the event
(e.g., death from anaphylaxis). In that case, the investigator must immediately report the event to the
sponsor...”

According to 21 CFR 312.32(c)(1), “the sponsor must notify FDA and all participating investigators...in an
IND safety report of potential serious risks, from clinical trials or any other source, as soon as possible, but in
no case later than 15 calendar days after the sponsor determines that the information qualifies for
reporting... In each IND safety report, the sponsor must identify all IND safety reports previously submitted
to FDA concerning a similar suspected adverse reaction, and must analyze the significance of the suspected
adverse reaction in light of previous, similar reports or any other relevant information. The sponsor must
report any suspected adverse reaction that is both serious and unexpected. The sponsor must report an
adverse event as a suspected adverse reaction only if there is evidence to suggest a causal relationship
between the drug and the adverse event, such as:

(A) A single occurrence of an event that is uncommon and known to be strongly associated with
drug exposure (e.g., angioedema, hepatic injury, Stevens-Johnson Syndrome);

(B) One or more occurrences of an event that is not commonly associated with drug exposure, but is
otherwise uncommon in the population exposed to the drug (e.g., tendon rupture);

(C) An aggregate analysis of specific events observed in a clinical trial (such as known consequences
of the underlying disease or condition under investigation or other events that commonly occur in
the study population independent of drug therapy) that indicates those events occur more
frequently in the drug treatment group than in a concurrent or historical control group.”

Furthermore, according to 21 CFR 312.32(c)(2), “the sponsor must also notify FDA of any unexpected fatal
or life-threatening suspected adverse reaction as soon as possible but in no case later than 7 calendar days
after the sponsor’s initial receipt of the information.”

As noted previously, an unanticipated adverse device effect could be considered an SAE (Section 8.3.2,
Definition of Serious Adverse Events). For IDE studies, according to 21 CFR 812.150(a)(1), “an investigator
shall submit to the sponsor and to the reviewing IRB a report of any unanticipated adverse device effect
occurring during an investigation as soon as possible, but in no event later than 10 working days after the
investigator first learns of the effect.” In addition, according to 21 CFR 812.150(b)(1), “A sponsor who
conducts an evaluation of an unanticipated adverse device effect under 812.46(b) shall report the results of
such evaluation to FDA and to all reviewing IRB's and participating investigators within 10 working days
after the sponsor first receives notice of the effect. Thereafter the sponsor shall submit such additional
reports concerning the effect as FDA requests.”

Example text provided as a guide, customize as needed:
Example 1, applicable for a drug or biologic protocol:

[The study clinician will immediately report to the sponsor any serious adverse event, whether or not
considered study intervention related, including those listed in the protocol or investigator brochure and
must include an assessment of whether there is a reasonable possibility that the study intervention caused
the event. Study endpoints that are serious adverse events (e.g., all-cause mortality) must be reported in
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accordance with the protocol unless there is evidence suggesting a causal relationship between the study
intervention and the event (e.g., death from anaphylaxis). In that case, the investigator must immediately
report the event to the sponsor.

All serious adverse events (SAEs) will be followed until satisfactory resolution or until the site investigator
deems the event to be chronic or the participant is stable. Other supporting documentation of the event
may be requested by the Data Coordinating Center (DCC)/study sponsor and should be provided as soon as
possible.

The study sponsor will be responsible for notifying the Food and Drug Administration (FDA) of any
unexpected fatal or life-threatening suspected adverse reaction as soon as possible, but in no case later
than 7 calendar days after the sponsor's initial receipt of the information. In addition, the sponsor must
notify FDA and all participating investigators in an Investigational New Drug (IND) safety report of potential
serious risks, from clinical trials or any other source, as soon as possible, but in no case later than 15
calendar days after the sponsor determines that the information qualifies for reporting.]

OR
Example 2, applicable for device protocol:

[The study investigator shall complete an Unanticipated Adverse Device Effect Form and submit to the
study sponsor and to the reviewing Institutional Review Board (IRB) as soon as possible, but in no event
later than 10 working days after the investigator first learns of the effect. The study sponsor is responsible
for conducting an evaluation of an unanticipated adverse device effect and shall report the results of such
evaluation to the Food and Drug Administration (FDA) and to all reviewing IRBs and participating
investigators within 10 working days after the sponsor first receives notice of the effect. Thereafter, the
sponsor shall submit such additional reports concerning the effect as FDA requests.]

<Insert text>

1.1.4 REPORTING EVENTS TO PARTICIPANTS

Include content in this section if applicable, otherwise note as not-applicable.

Describe how participants will be informed about AEs and SAEs, and study-related results on an individual or
aggregate level. In addition, describe plans for detecting and managing incidental findings associated with

study procedures.

<Insert text>

1.1.5 EVENTS OF SPECIAL INTEREST
Include content in this section if applicable, otherwise note as not-applicable.

Describe any other events that merit reporting to the sponsor, study leadership, IRB, and regulatory
agencies. For example, in oncology trials, secondary malignancies are often captured.

Include any other reportable events not already included in the previous sections, such as cardiovascular
and death events, medical device incidents (including malfunctions), laboratory test abnormalities, and
study intervention overdose.

<Insert text>

YeAba 113 ano 135



1.1.6 REPORTING OF PREGNANCY

Include content in this section if applicable, otherwise note as not-applicable. Pregnancy is not an adverse
event, but some studies will require unique considerations if pregnancy was to occur during the study.

State the study’s pregnancy-related policy and procedure. Include appropriate mechanisms for reporting to
the DCC or NIH, the IND or IDE sponsor, study leadership, IRB, and regulatory agencies. Provide appropriate
modifications to study procedures (e.g., discontinuation of study intervention, while continuing safety
follow-up, requesting permission to follow pregnant women to pregnancy outcome).

<Insert text>

1.2 UNANTICIPATED PROBLEMS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

1.2.1 DEFINITION OF UNANTICIPATED PROBLEMS (UP)

The reporting of UPs applies to non-exempt human subjects research conducted or supported by HHS.
Provide the definition of an UP being used for this clinical trial. An incident, experience, or outcome that
meets the definition of an UP generally will warrant consideration of changes to the protocol or consent in
order to protect the safety, welfare, or rights of participants or others. Other UPs may warrant corrective
actions at a specific study site. Examples of corrective actions or changes that might need to be considered
in response to an UP include:

e Moadification of inclusion or exclusion criteria to mitigate the newly identified risks

* Implementation of additional safety monitoring procedures

e Suspension of enrollment of new participants or halting of study procedures for enrolled
participants

e Moadification of informed consent documents to include a description of newly recognized risks

e Provision of additional information about newly recognized risks to previously enrolled participants.

Example text provided as a guide, customize as needed:

[The Office for Human Research Protections (OHRP) considers unanticipated problems involving risks to
participants or others to include, in general, any incident, experience, or outcome that meets all of the
following criteria:

e Unexpected in terms of nature, severity, or frequency given (a) the research procedures that are
described in the protocol-related documents, such as the Institutional Review Board (IRB)-approved
research protocol and informed consent document; and (b) the characteristics of the participant
population being studied;
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¢ Related or possibly related to participation in the research (“possibly related” means there is a
reasonable possibility that the incident, experience, or outcome may have been caused by the
procedures involved in the research); and

e Suggests that the research places participants or others at a greater risk of harm (including physical,
psychological, economic, or social harm) than was previously known or recognized.

Additional example text, applicable for device protocols:

[This definition could include an unanticipated adverse device effect, any serious adverse effect on health
or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect,
problem, or death was not previously identified in nature, severity, or degree of incidence in the
investigational plan or application (including a supplementary plan or application), or any other
unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of
subjects (21 CFR 812.3(s)).]

<Insert text>

1.2.2 UNANTICIPATED PROBLEM REPORTING

This section addresses responsibilities of investigators for reporting of UPs. Describe the UP reporting
procedures, including timeframes. Further details should be included in a MOP or SOP including a
description and a flow chart of when events are reported to various oversight (e.g., DSMB, safety
monitoring committee, independent safety monitor) and regulatory groups, and what study staff are
responsible for completing and signing off on the UP report forms.

Institutions engaged in human subjects research conducted or supported by Department of Health and
Human Services (DHHS) must have written procedures for ensuring prompt reporting to the IRB, appropriate
institutional officials, and any supporting department or agency head of any unanticipated problem
involving risks to subjects or others (45 CFR 46.103(b)(5)). Furthermore, for research covered by an
assurance approved for federal wide use by OHRP, DHHS regulations at 45 CFR 46.103(a) require that
institutions promptly report any unanticipated problems to OHRP.

Example text provided as a guide, customize as needed:

[The investigator will report unanticipated problems (UPs) to the reviewing Institutional Review Board (IRB)
and to the Data Coordinating Center (DCC)/lead principal investigator (Pl). The UP report will include the
following information:

e Protocol identifying information: protocol title and number, PI’s name, and the IRB project number;

e Adetailed description of the event, incident, experience, or outcome;

e An explanation of the basis for determining that the event, incident, experience, or outcome
represents an UP;

e Adescription of any changes to the protocol or other corrective actions that have been taken or are
proposed in response to the UP.

To satisfy the requirement for prompt reporting, UPs will be reported using the following timeline:
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e UPsthat are serious adverse events (SAEs) will be reported to the IRB and to the DCC/study
sponsor within <insert timeline in accordance with policy> of the investigator becoming aware of
the event.

e Any other UP will be reported to the IRB and to the DCC/study sponsor within <insert timeline in
accordance with policy> of the investigator becoming aware of the problem.

e All UPs should be reported to appropriate institutional officials (as required by an institution’s
written reporting procedures), the supporting agency head (or designee), and the Office for Human
Research Protections (OHRP) within <insert timeline in accordance with policy> of the IRB’s receipt
of the report of the problem from the investigator.]

Additional example text, applicable for device protocol:

[An investigator shall submit to the sponsor and to the reviewing Institutional Review Board (IRB) a report
of any unanticipated adverse device effect occurring during an investigation as soon as possible, but in no
event later than 10 working days after the investigator first learns of the effect (21 CFR 812.150(a)(1)), A
sponsor who conducts an evaluation of an unanticipated adverse device effect under 812.46(b) shall report
the results of such evaluation to the Food and Drug Administration (FDA) and to all reviewing IRB's and
participating investigators within 10 working days after the sponsor first receives notice of the effect.
Thereafter the sponsor shall submit such additional reports concerning the effect as FDA requests (21 CFR
812.150(b)(1)).

<Insert text>

1.2.3 REPORTING UNANTICIPATED PROBLEMS TO PARTICIPANTS

Include content in this section if applicable, otherwise note as not-applicable.
Describe how participants will be informed about UPs on an individual or aggregate level.

<Insert text>

2 STATISTICAL CONSIDERATIONS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should describe the statistical tests and analysis plans for the protocol. They
should indicate how the study will answer the most important questions with precision and a minimum of
bias, while remaining feasible. Many elements below can be found in ICH Guidance for Industry E9
Statistical Principles for Clinical Trials and the CONSORT statement which describes standards for improving
the quality of reporting randomized controlled trials.

State whether there will be a formal Statistical Analysis Plan (SAP). A formal SAP should be completed prior
to database lock and unblinding of the study data. The SAP generally includes additional statistical analysis
detail (e.g., more detail of analysis populations, summary of statistical strategies). If a separate SAP will be
developed, subsections below can be summarized.
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2.1 STATISTICAL HYPOTHESES

State the formal and testable null and alternative hypotheses for primary and key secondary endpoints,
specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose response) and time
period for which each endpoint will be analyzed.

e Primary Efficacy Endpoint(s):
<Insert text>

e Secondary Efficacy Endpoint(s):

<Insert text>

2.2 SAMPLE SIZE DETERMINATION

Include number of participants to recruit, screen, and enroll to have adequate power to test the key
hypotheses for the study. Provide all information needed to validate your calculations and judge the
feasibility of enrolling and following the necessary number of participants. In particular, specify all of the
following:

e QOutcome measure used for calculations (almost always the primary variable)

e Test statistic

e Null and alternative hypotheses

e Typel error rate (alpha)

e Power level (e.g., 80% power)

e Assumed event rate for dichotomous outcome (or mean and variance of continuous outcome) for
each study arm, justified and referenced by historical data as much as possible

e Statistical method used to calculate the sample size, with a reference for it and for any software
utilized

e Anticipated impact of dropout rates, withdrawal, cross-over to other study arms, missing data, etc.
on study power (see also 9.4.2 Analysis of the Primary Efficacy Endpoint(s) and 9.4.3 Analysis of
the Secondary Endpoint(s))

o Method for adjusting calculations for planned interim analyses, if any (Section 9.4.6, Planned
Interim Analyses).

Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed
sample size.

Discuss whether the sample size provides sufficient power for addressing secondary endpoints or exploratory
analyses (e.g., subgroup analyses or moderator analyses involving an interaction term, Section 9.4.9,

Exploratory Analyses).

<Insert text>

2.3 POPULATIONS FOR ANALYSES

Clearly identify and describe the analysis datasets (e.g., which participants will be included in each). As a
guide, this may include, but is not limited to, any or all of the following:
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Intention-to-Treat (ITT) Analysis Dataset (i.e., all randomized participants)

Modified Intention-to-Treat Analysis Dataset (e.g., participants who took at least one dose of study
intervention and/or have some particular amount of follow-up outcome data)

Safety Analysis Dataset: defines the subset of participants for whom safety analyses will be
conducted (e.g., participants who took at least one dose of study intervention)

Per-Protocol Analysis Dataset: defines a subset of the participants in the full analysis (ITT) set who
complied with the protocol sufficiently to ensure that these data would be likely to represent the
effects of study intervention according to the underlying scientific model (e.g., participants who
took at least 80% of study intervention for 80% of the days within the maintenance period)

Other Datasets that may be used for sensitivity analyses

<Insert text>

2.4

STATISTICAL ANALYSES

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should include a description of the planned statistical methods.

2.4.1 GENERAL APPROACH

As a guide, the following should be addressed, as appropriate:

For descriptive statistics, describe how categorical and continuous data will be presented (e.g.,
percentages, means with standard deviations, median, range).

For inferential tests, indicate the p-value and confidence intervals for statistical significance (Type |
error) and whether one or two-tailed.

Indicate whether covariates will be pre-specified in the sections below or later in a SAP.

State whether checks of assumptions (e.g., normality) underlying statistical procedures will be
performed and whether any corrective procedures will be applied (e.g., transformation or
nonparametric tests).

<Insert text>

2.4.2 ANALYSIS OF THE PRIMARY EFFICACY ENDPOINT(S)

For each primary endpoint:

Define the measurement or observation and describe how it is calculated, if not readily apparent
Describe the scale (nominal/binary/categorical, ordinal, interval); state if it is measured as a single
endpoint/summary measure or repeated measure

Describe the statistical procedure(s) that will be used to analyze the primary endpoint (e.qg., multiple
regression, repeated measures mixed models, logistic regression, Analysis of Covariance (ANCOVA)).
Describe the covariates and factors in the model. Provide your rationale for covariates and how they
will be selected to achieve a parsimonious model. If the decision to specify covariates is deferred for
the SAP, indicate here.
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e Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (Least-
squares means (LSMEANS)) with standard errors, odds ratios with 95% confidence intervals,
prevalence rates, number-needed-to-treat)

e Describe details to check assumptions required for certain types of analyses (e.g., proportional
hazards, transformations or, when appropriate, nonparametric tests)

e Describe the Populations for which the analysis will be conducted, as discussed in Section 9.3,
Populations for Analyses

e Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide
justification), and approach to handling outliers, nonadherence and lost to follow-up

e [fthere is more than one primary endpoint or more than one analysis of a particular endpoint, state
the statistical adjustment used for Type | error criteria or give reasons why it was considered
unnecessary.

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be
described as a group.

<Insert text>

2.4.3 ANALYSIS OF THE SECONDARY ENDPOINT(S)

For each secondary endpoint:

e Note if analysis of secondary endpoint(s) are dependent on findings of primary endpoint

e Define the measurement or observation and describe how it is calculated, if not readily apparent

e Describe the scale (nominal/binary/categorical, ordinal, and interval); state if it is measured as a
single endpoint/summary measure or repeated measure.

e Describe the statistical procedure(s) that will be used to analyze the secondary endpoint (e.g.,
multiple regression, repeated measures mixed models, logistic regression, ANCOVA). Describe the
covariates and factors in the model. Provide rationale for covariates and how they will be selected
to achieve a parsimonious model. If decision to specify covariates is deferred for the SAP, indicate
here.

e Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (LSMEANS)
with standard errors, odds ratios with 95% confidence intervals, prevalence rates, and number-
needed-to-treat).

e Describe details to check assumptions required for certain types of analyses (e.g., proportional
hazards, transformations or, when appropriate, nonparametric tests).

e Describe the Populations for which the analysis will be conducted as discussed in Section 9.3,
Populations for Analyses.

e Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide
justification), and approach to handling outliers, nonadherence and lost to follow-up.

e [fthere is more than one primary endpoint or more than one analysis of a particular endpoint, state
the statistical adjustment used for Type | error criteria or give reasons why it was considered
unnecessary.

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be
described as a group.
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<Insert text>

2.4.4 SAFETY ANALYSES

Describe how safety endpoints will be analyzed (e.q., as summary statistics during treatment and/or as
change scores from baselines such as shift tables). If your study is evaluating a formal safety endpoint, all of
the factors to be included in Section 9.4.2, Analysis of the Primary Efficacy Endpoint(s) should be included
here. Describe how AEs will be coded (e.g., Medical Dictionary for Regulatory Activities (MedDRA)),
calculated (e.qg., each AE will be counted once only for a given participant), presented (e.g., severity,
frequency, and relationship of AEs to study intervention will be presented by System Organ Class (SOC) and
preferred term groupings) and what information will be reported about each AE (e.g., start date, stop date,
severity, relationship, expectedness, outcome, and duration). Adverse events leading to premature
discontinuation from the study intervention and serious treatment-emergent AEs should be presented either
in a table or a listing. The information included here should be consistent with the information contained
within Section 8.2, Safety and Other Assessments.

<Insert text>

2.4.5 BASELINE DESCRIPTIVE STATISTICS

Include content in this section if applicable, otherwise note as not-applicable.

Intervention groups should be compared on baseline characteristics, including demographics and laboratory
measurements, using descriptive statistics. Discuss planned baseline descriptive statistics, indicate whether

inferential statistics will be used.

<Insert text>

2.4.6 PLANNED INTERIM ANALYSES
Include content in this section if applicable, otherwise note as not-applicable.

This section should describe the types of statistical interim analyses and halting guidelines (if any) that are
proposed, including their timing and who reviews the interim analyses. In addition, if the interim analyses
could result in an adjusted sample size, discuss the statistical algorithm to be used when evaluating results.
Pre-specify, to the extent possible, the criteria that would prompt an interim review of safety and efficacy
data and trial futility. Describe who performs the statistical analysis and who reviews the analysis. In
addition, discuss whether they are unblinded and how the blinding will be preserved.

If statistical rules will be used to halt enrollment into all or a portion of the study (e.g., for safety or futility),
describe the statistical techniques and their operating characteristics. If formal interim analyses will be
performed, provide unambiguous and complete instructions so that an independent statistician could
perform the analyses.

Describe safety findings that would prompt temporary suspension of enrollment and/or study intervention
use until a safety review is convened (either routine or ad hoc). Provide details of the proposed rules for
halting study enrollment or study intervention/administration of study product for safety, including whether
they pertain to the entire study, specific study arms or participant subgroups, or other components of the
study.
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State how endpoints will be monitored, the frequency of monitoring, and the specific definitions of proposed
halting guidelines. Examples of findings that might trigger a safety review are the number of SAEs overall,
the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of
events.

Also, discuss the impact of the interim analysis (if being done) on the final efficacy analyses, particularly on
Type | error.

This section should be consistent with Section 7, Study Intervention Discontinuation and Participant
Discontinuation/Withdrawal.

<Insert text>

2.4.7 SUB-GROUP ANALYSES

Describe how the primary endpoint will be analyzed based on age, sex, race/ethnicity or other demographic
characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention
only for use in men or children).

Describe how the secondary endpoint(s) will be analyzed based on age, sex, race/ethnicity or other
demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study

intervention only for use in men or children).

<Insert text>

‘2.4.8 TABULATION OF INDIVIDUAL PARTICIPANT DATA
State whether individual participant data will be listed by measure and time point.

<Insert text>

‘ 2.4.9 EXPLORATORY ANALYSES

Exploratory analyses cannot be used as confirmatory proof for registration trials. All planned exploratory
analyses should be specified in the protocol.

<Insert text>

3 SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

3.1 REGULATORY, ETHICAL, AND STUDY OVERSIGHT CONSIDERATIONS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should include a description of the regulatory and ethical considerations, and
context for the conduct of the trial. Of note, the guiding ethical principles being followed by this study are
included in the Statement of Compliance at the beginning of this protocol. For NIH Intramural Research
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Program studies only: A statement referencing compliance with NIH Human Research Protections Program
policies and procedures is adequate for Subsection 10.1.1, Informed Consent Process.

3.1.1 INFORMED CONSENT PROCESS

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

The following subsections should describe the procedures for obtaining and documenting informed consent
of study participants. State if a separate screening consent will be used. If a separate screening consent will
not be used, the study consent must be signed prior to conducting study screening procedures.

In obtaining and documenting informed consent, the investigator must comply with applicable regulatory
requirements (e.g., 45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56) and should adhere to ICH GCP. Prior to
the beginning of the trial, the investigator should have the IRB’s written approval for the protocol and the
written informed consent form(s) and any other written information to be provided to the participants.

3.1.1.1 CONSENT/ASSENT AND OTHER INFORMATIONAL DOCUMENTS PROVIDED TO
' PARTICIPANTS

This section should demonstrate that the consent form contains all required regulatory elements. List all
consent and/or assent documents and materials submitted with this protocol. Include consent and/or
assent forms, printed or web-based materials, phone scripts and any other related material.

If needed, describe special documents or materials (e.g., Braille, another language, audio recording)
Example text provided as a guide, customize as needed:

[Consent forms describing in detail the study intervention, study procedures, and risks are given to the
participant and written documentation of informed consent is required prior to starting
intervention/administering study intervention. The following consent materials are submitted with this

protocol <insert list>.]

<Insert text>

3.1.1.2 CONSENT PROCEDURES AND DOCUMENTATION

Describe how informed consent will be administered. Describe any proposed waivers or alterations to
informed consent. Describe any special circumstances regarding obtaining consent. Describe plans for
obtaining consent from speakers of language other than English. Describe procedures for obtaining
surrogate consent for those unable to consent on their own behalf. This section should be consistent with
Section 5.5, Strategies for Recruitment and Retention when describing consent plans and special
considerations for children or other vulnerable participants. Address re-consent processes for children who
become adults or emancipated during a study.

Example text provided as a guide, customize as needed:

[Informed consent is a process that is initiated prior to the individual’s agreeing to participate in the study
and continues throughout the individual’s study participation. Consent forms will be Institutional Review
Board (IRB)-approved and the participant will be asked to read and review the document. The investigator
will explain the research study to the participant and answer any questions that may arise. A verbal
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explanation will be provided in terms suited to the participant’s comprehension of the purposes,
procedures, and potential risks of the study and of their rights as research participants. Participants will
have the opportunity to carefully review the written consent form and ask questions prior to signing. The
participants should have the opportunity to discuss the study with their family or surrogates or think about
it prior to agreeing to participate. The participant will sign the informed consent document prior to any
procedures being done specifically for the study. Participants must be informed that participation is
voluntary and that they may withdraw from the study at any time, without prejudice. A copy of the
informed consent document will be given to the participants for their records. The informed consent
process will be conducted and documented in the source document (including the date), and the form
signed, before the participant undergoes any study-specific procedures. The rights and welfare of the
participants will be protected by emphasizing to them that the quality of their medical care will not be
adversely affected if they decline to participate in this study.]

<Insert text>

STUDY DISCONTINUATION AND CLOSURE

List possible reasons for termination or temporary suspension of the study (e.g., study closure based on Pl
decision, sponsor/funder decision, regulatory or other oversight bodies; review of serious, unexpected, and
related AEs; noncompliance; futility). For any study that is prematurely terminated or temporarily
suspended, the Pl will promptly inform study participants, the IRB, and sponsor and provide the reason(s) for
the termination or temporary suspension.

When a study is prematurely terminated, refer to Section 7, Study Intervention Discontinuation and
Participant Discontinuation/Withdrawal, for handling of enrolled study participants.

Example text provided as a guide, customize as needed:

[This study may be temporarily suspended or prematurely terminated if there is sufficient reasonable
cause. Written notification, documenting the reason for study suspension or termination, will be provided
by the suspending or terminating party to <study participants, investigator, funding agency, the
Investigational New Drug (IND) or Investigational Device Exemption (IDE) sponsor and regulatory
authorities>. If the study is prematurely terminated or suspended, the Principal Investigator (PI) will
promptly inform study participants, the Institutional Review Board (IRB), and sponsor and will provide the

reason(s) for the termination or suspension. Study participants will be contacted, as applicable, and be
informed of changes to study visit schedule.

Circumstances that may warrant termination or suspension include, but are not limited to:
e Determination of unexpected, significant, or unacceptable risk to participants
e Demonstration of efficacy that would warrant stopping
e Insufficient compliance to protocol requirements
e Data that are not sufficiently complete and/or evaluable
e Determination that the primary endpoint has been met
e Determination of futility

Study may resume once concerns about safety, protocol compliance, and data quality are addressed, and
satisfy the sponsor, IRB and/or Food and Drug Administration (FDA).]
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<Insert text>

3.1.2 CONFIDENTIALITY AND PRIVACY

This section will describe protections for maintaining confidentiality of participant data, including, but not
limited to forms, records and samples and participant privacy.

Include procedures for maintaining participant confidentiality, privacy protections, any special data security
requirements, and record retention per the sponsor’s requirements. Describe who would have access to
records, including the investigator and other study staff, the clinical monitor, funding institutions,
representatives of the NIH Institute or Center (IC), IND/IDE sponsor, representatives from the IRB, regulatory
agencies, and representatives of the pharmaceutical company supplying product to be tested. In addition,
consider inclusion of the following information:

e Describe whether identifiers will be attached to data/samples, or whether data will be coded or
unlinked.

e Ifunlinked or coded, and additional information (e.g., age, ethnicity, sex, diagnosis) is available,
discuss whether this might make specific individuals or families identifiable.

e [fresearch data/samples will be coded, describe how access to the “key” for the code will be limited.
Include description of security measures (password-protected database, locked drawer, other). List
names or positions of persons with access to the key.

e Include a discussion of the circumstances in which data or samples will be shared with other
researchers.

e Include a discussion of plans to publish participant’s family pedigrees, with a description of
measures to minimize the chance of identifying specific families.

e Describe any situations in which personally identifiable information will be released to third parties.

e State who has access to records, data, and samples. Consider if monitors or auditors outside of
study investigators will need access.

e Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).

e Approaches to ensure privacy of study participants

For some studies, a Certificate of Confidentiality (CoC) may be necessary. A CoC provides protection to
researchers and research institutions from being forced to provide identifying information on study
participants to any federal, state or local authority. Authorization comes from NIH through section 301 (d)
of the Public Health Service Act (42 U.S.C. 241 (d)) which provides the Secretary of Health and Human
Services the authority to protect the privacy of study participants. Refer to the NIH Certificate of
Confidentiality Kiosk, for more details.

Example text provided as a guide, customization will be required to address all aspects that should be
included in this section:
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[Participant confidentiality and privacy is strictly held in trust by the participating investigators, their staff,
and the sponsor(s) and their interventions. This confidentiality is extended to cover testing of biological
samples and genetic tests in addition to the clinical information relating to participants. Therefore, the
study protocol, documentation, data, and all other information generated will be held in strict confidence.
No information concerning the study or the data will be released to any unauthorized third party without
prior written approval of the sponsor.

All research activities will be conducted in as private a setting as possible.

The study monitor, other authorized representatives of the sponsor, representatives of the Institutional
Review Board (IRB), regulatory agencies or pharmaceutical company supplying study product may inspect
all documents and records required to be maintained by the investigator, including but not limited to,
medical records (office, clinic, or hospital) and pharmacy records for the participants in this study. The
clinical study site will permit access to such records.

The study participant’s contact information will be securely stored at each clinical site for internal use
during the study. At the end of the study, all records will continue to be kept in a secure location for as long
a period as dictated by the reviewing IRB, Institutional policies, or sponsor requirements.

Study participant research data, which is for purposes of statistical analysis and scientific reporting, will be
transmitted to and stored at the <specify name of Data Coordinating Center>. This will not include the
participant’s contact or identifying information. Rather, individual participants and their research data will
be identified by a unique study identification number. The study data entry and study management
systems used by clinical sites and by <specify name of Data Coordinating Center> research staff will be
secured and password protected. At the end of the study, all study databases will be de-identified and
archived at the <specify name of Data Coordinating Center>.

Certificate of Confidentiality (if applicable)

To further protect the privacy of study participants, a Certificate of Confidentiality will be issued by the
National Institutes of Health (NIH). This certificate protects identifiable research information from forced
disclosure. It allows the investigator and others who have access to research records to refuse to disclose
identifying information on research participation in any civil, criminal, administrative, legislative, or other
proceeding, whether at the federal, state, or local level. By protecting researchers and institutions from
being compelled to disclose information that would identify research participants, Certificates of
Confidentiality help achieve the research objectives and promote participation in studies by helping assure
confidentiality and privacy to participants.]

<Insert text>

3.1.3 FUTURE USE OF STORED SPECIMENS AND DATA

If intended specimens or residual specimens are retained after the study is complete, include the provisions
for consent and the options that are available for the participant to agree to the future use of his/her
specimens, images, audio or video recordings. Specify the location(s), if other than the clinical site, where
specimens or other data will be maintained, how long specimens or other data will be stored, if the site's IRB
will review future studies, and protections of confidentiality for any future studies with the stored specimens
or data (e.g., specimens will be coded, bar-coded, de-identified, identifying information will be redacted
from audio recording transcripts). Include a statement that genetic testing will or will not be performed.

See also Section 10.1.3, Confidentiality and Privacy and Section 10.1.9, Data Handling and Record
Keeping, for further information on future use of study records.
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Example text provided as a guide, customize as needed:

[Data collected for this study will be analyzed and stored at the <specify name of Data Coordinating Center
>. After the study is completed, the de-identified, archived data will be transmitted to and stored at the
<specify name of Data Repository>, for use by other researchers including those outside of the study.
Permission to transmit data to the <specify name of Data Repository> will be included in the informed
consent.

With the participant’s approval and as approved by local Institutional Review Boards (IRBs), de-identified
biological samples will be stored at the <specify name of Biosample Repository> with the same goal as the
sharing of data with the <specify name of Data Repository>. These samples could be used to research the
causes of <specify condition(s)>, its complications and other conditions for which individuals with < specify
condition(s)> are at increased risk, and to improve treatment. The <specify name of Repository> will also be
provided with a code-link that will allow linking the biological specimens with the phenotypic data from
each participant, maintaining the blinding of the identity of the participant.

During the conduct of the study, an individual participant can choose to withdraw consent to have
biological specimens stored for future research. However, withdrawal of consent with regard to biosample

storage may not be possible after the study is completed.

When the study is completed, access to study data and/or samples will be provided through the <specify
name of Repository>.]

<Insert text>

3.1.4 KEY ROLES AND STUDY GOVERNANCE

Provide the name and contact information of the Principal Investigator and the Medical Monitor.

Principal Investigator Medical Monitor
Name, degree, title Name, degree, title
Institution Name Institution Name
Address Address

Phone Number Phone Number
Email Email

In addition, briefly describe any study leadership committees (e.g.: Steering Committee, Executive
Committee, Subcommittee) and their roles. Note that it is not necessary to list specific members. Also,
describe country-specific administrative requirements or functions that materially affect the conduct of the
study. The MOP should include a list of study team roles and responsibilities of those involved in the
conduct, management, or oversight of the trial.

<Insert text>

3.1.5 SAFETY OVERSIGHT
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Appropriate safety oversight should be used for each trial. This could include a Safety Monitoring
Committee (SMC)?, Data Safety Monitoring Board (DSMB)*, Safety Assessment Committee”, and/or an
Independent Safety Monitor (ISM)®. Independent oversight is an important component to ensure human
subjects’ protection and data integrity and should be considered for each study. In this section, the type of
safety oversight should be clearly identified along with any known responsibilities for the oversight of safety
and data integrity in the study. Describe the composition of the SMC or DSMB, frequency of interim data
review, final data analysis and method of reviews. A separate DSMB Charter will provide further detail of
DSMB membership, responsibilities and administration of the DSMB.

Example text provided as a guide, customize as needed:

[Safety oversight will be under the direction of a Data and Safety Monitoring Board (DSMB) composed of
individuals with the appropriate expertise, including <list expertise>. Members of the DSMB should be
independent from the study conduct and free of conflict of interest, or measures should be in place to
minimize perceived conflict of interest. The DSMB will meet at least semiannually to assess safety and
efficacy data on each arm of the study. The DMSB will operate under the rules of an approved charter that
will be written and reviewed at the organizational meeting of the DSMB. At this time, each data element
that the DSMB needs to assess will be clearly defined. The DSMB will provide its input to <specify the study
sponsor/National Institutes of Health staff/other>.]

<Insert text>

3.1.6 CLINICAL MONITORING

Site monitoring is conducted to ensure that the rights and well-being of trial participants are protected,
that the reported trial data are accurate, complete, and verifiable, and that the conduct of the trial is in
compliance with the currently approved protocol/amendment(s), with ICH GCP, and with applicable
regulatory requirement(s).

This section should give a general description of how monitoring of the conduct and progress of the
clinical investigation will be conducted (i.e., who will conduct the monitoring, the type, frequency, and
extent of monitoring, who will be provided reports of monitoring, if independent audits of the monitoring
will be conducted). This section may refer to a separate detailed clinical monitoring plan.

3 A Safety Monitoring Committee (SMC) is a small group of experts with at least two members who are independent of the protocol who review
data from a particular study. Generally, independent investigators and biostatisticians should be included. The primary respo nsibility of the SMC is
to monitor participant safety. The SMC considers study-specific data as well as relevant background information about the disease, intervention,
and target population under study.

4 A Data and Safety Monitoring Board (DSMB) is an independent group of experts that advises funding IC(s) and the study investigators. The
members of the DSMB provide their expertise and recommendations. The primary responsibilities of the DSMB are to 1) periodically review and
evaluate the accumulated study data for participant safety, study conduct and progress, and, when appropriate, efficacy, and 2) make
recommendations concerning the continuation, modification, or termination of the trial. The DSMB considers study-specific data as well as relevant
background knowledge about the disease, intervention, or target population under study.

5 As noted on page 4 of the FDA Draft Guidance for Industry: Safety Assessment for IND Safety Reporting, “A group of individuals chosen by the
sponsor to review safety information in a development program (i.e., across trials, INDs, and other sources) for IND safety reporting purposes...The
safety assessment committee should oversee the evolving safety profile of the investigational drug by evaluating, at appropriate intervals, the
cumulative serious adverse events from all of the trials in the development program, as well as other available important safety information (e.g.,
findings from epidemiological studies and from animal or in vitro testing) and performing unblended comparisons of event rates in investigational
and control groups, as needed, so the sponsor may meet its obligations under § 312.32(b) and (c). The safety assessment committee’s primary role
should be to review important safety information on a regular basis, with additional reviews as needed, and make a recommendation to the
sponsor to help the sponsor determine whether an event or group of events meets the criteria for IND safety reporting. The safety assessment
committee, possibly together with other parties (e.g., steering committees, data monitoring committees [DMCs]), can also participate in decisions
about whether the conduct of the study should be revised (e.g., change ineligibility criteria, revision of informed consent).

6 An Independent Safety Monitor (ISM) is a physician, nurse, or other individual with relevant expertise whose primary res ponsibility is to provide
independent safety monitoring in a timely fashion. This is accomplished by review of adverse events, immediately after they occur or are reported,
with follow-up through resolution. The ISM evaluates individual and cumulative participant data when making recommendations regarding the safe
continuation of the study.
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A separate clinical monitoring plan (CMP) should describe in detail who will conduct the monitoring, at
what frequency monitoring will be done, at what level of detail monitoring will be performed, and the
distribution of monitoring reports. A CMP ordinarily should focus on preventing or mitigating important
and likely risks, identified by a risk assessment, to critical data and processes. The types (e.g., on-site,
centralized), frequency (e.g., early, for initial assessment and training versus throughout the study), and
extent (e.g., comprehensive (100% data verification) versus targeted or random review of certain data
(less than 100% data verification)) of monitoring activities will depend on a range of factors, considered
during the risk assessment, including the complexity of the study design, types of study endpoints, clinical
complexity of the study population, geography, relative experience of the Pl and of the sponsor with the
Pl, electronic data capture, relative safety of the study intervention, stage of the study, and quantity of
data.

If a separate CMP is not used, include all the details noted above in this section of the protocol.
Example text when a separate CMP is being used is provided as a guide, customize as needed:

[Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are
protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the
trial is in compliance with the currently approved protocol/amendment(s), with International Conference
on Harmonisation Good Clinical Practice (ICH GCP), and with applicable regulatory requirement(s).

¢ Monitoring for this study will be performed by <insert text>.

o <lInsert brief description of type of monitoring (e.g., on-site, centralized), frequency (e.g., early, for
initial assessment and training versus throughout the study), and extent (e.g., comprehensive
(100% data verification) versus targeted or random review of certain data (less than 100% data
verification or targeted data verification of endpoint, safety and other key data variables)>.

e <Insert text> will be provided copies of monitoring reports within <x> days of visit.

e Details of clinical site monitoring are documented in a Clinical Monitoring Plan (CMP). The CMP
describes in detail who will conduct the monitoring, at what frequency monitoring will be done, at
what level of detail monitoring will be performed, and the distribution of monitoring reports.

¢ Independent audits <will/will not> be conducted by <insert text> to ensure monitoring practices
are performed consistently across all participating sites and that monitors are following the CMP.]

OR

Example text when a separate CMP is not being used is provided as a guide, customize as needed:

[Clinical site monitoring is conducted to ensure that the rights and well-being of trial participants are
protected, that the reported trial data are accurate, complete, and verifiable, and that the conduct of the
trial is in compliance with the currently approved protocol/amendment(s), with International Conference
on Harmonisation Good Clinical Practice (ICH GCP), and with applicable regulatory requirement(s).

e <Insert detailed description of who will conduct the monitoring, the type of monitoring (e.g., on-
site, centralized), frequency (e.g., early, for initial assessment and training versus throughout the
study), and extent (e.g., comprehensive (100% data verification) versus targeted or random review
of certain data (less than 100% data verification or targeted data verification of endpoint, safety
and other key data variables)), and the distribution of monitoring reports>

¢ Independent audits <will/will not> be conducted by <insert text> to ensure monitoring practices
are performed consistently across all participating sites.]

YeAtba 128 amo 135



<Insert text>

3.1.7 QUALITY ASSURANCE AND QUALITY CONTROL

This section will briefly describe the plans for quality management, the system for assessing the quality of
processes within a system. Quality management encompasses quality assurance (QA)” and quality control
(QCP.

Each site, both clinical and laboratory, should have SOPs for quality management that describe:

e How data and biological specimens (when applicable) will be evaluated for compliance with the
protocol, ethical standards, regulatory compliance, and accuracy in relation to source documents.

e The documents to be reviewed (e.q., CRFs, clinic notes, product accountability records, specimen
tracking logs, questionnaires, audio or video recordings), who is responsible, and the frequency for
reviews.

o Who will be responsible for addressing QA issues (e.g., correcting procedures that are not in
compliance with protocol) and QC issues (e.g., correcting errors in data entry).

e Staff training methods and how such training will be tracked.

e [fapplicable, calibration exercises conducted prior to and during the study to train examiners and
maintain acceptable intra- and inter-examiner agreement.

Regular monitoring and an independent audit, if conducted, must be performed according to ICH GCP. See
also Section 10.1.7, Clinical Monitoring.

Example text provided as a guide, customize as needed:

[Each clinical site will perform internal quality management of study conduct, data and biological specimen
collection, documentation and completion. An individualized quality management plan will be developed
to describe a site’s quality management.]

Quality control (QC) procedures will be implemented beginning with the data entry system and data QC
checks that will be run on the database will be generated. Any missing data or data anomalies will be
communicated to the site(s) for clarification/resolution.

Following written Standard Operating Procedures (SOPs), the monitors will verify that the clinical trial is
conducted and data are generated and biological specimens are collected, documented (recorded), and
reported in compliance with the protocol, International Conference on Harmonisation Good Clinical
Practice (ICH GCP), and applicable regulatory requirements (e.g., Good Laboratory Practices (GLP), Good
Manufacturing Practices (GMP)).

7 All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented
(recorded), and reported in compliance with ICH GCP and the applicable regulatory requirement(s) (ICH E6 Section 1.46).

8 The operational techniques and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-
related activities have been fulfilled (ICH E6 Section 1.47).
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The investigational site will provide direct access to all trial related sites, source data/documents, and
reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory
authorities.]

<Insert text>

3.1.8 DATA HANDLING AND RECORD KEEPING

No text is to be entered in this section; rather it should be included under the relevant subheadings below.

Each participating site will maintain appropriate medical and research records for this trial, in compliance
with ICH GCP and regulatory and institutional requirements for the protection of confidentiality of
participants. As part of participating in a NIH-sponsored or NIH-affiliated study, each site will permit
authorized representatives of the NIH, sponsor, and regulatory agencies to examine (and when permitted by
applicable law, to copy) clinical records for the purposes of quality assurance reviews, audits, and evaluation
of the study safety, progress, and data validity. Describe in this section who will have access to records.

The following subsections should include a description of the data handling and record keeping for the
conduct of the trial.

3.1.8.1 DATA COLLECTION AND MANAGEMENT RESPONSIBILITIES

Provide details regarding the type(s) of data capture that will be used for the study and any relevant data
standards or common data elements that are being utilized as a part of the trial. Specify whether it will be
paper or electronic, distributed or central, batched or ongoing processing, and any related requirements.
Indicate expectations for time for submission of CRFs. Further details should be provided in the MOP or the
data management plan, including detailed descriptions of source documentation, CRFs, instructions for
completing forms, data handling procedures, and procedures for data monitoring.

Source data are all information, original records of clinical findings, observations, or other activities in a
clinical trial necessary for the reconstruction and evaluation of the trial. Electronic source data are data
initially recorded in electronic form. Examples of source data include, but are not limited to, hospital
records, clinical and office charts, laboratory notes, memoranda, participants’” memory aids or evaluation
checklists, pharmacy dispensing records, audio recordings of counseling sessions, recorded data from
automated instruments, copies or transcriptions certified after verification as being accurate and complete,
microfiches, photographic negatives, microfilm or magnetic media, x-rays, and participant files and records
kept at the pharmacy, at the laboratories, and medico-technical departments involved in the clinical trial. It
is acceptable to use CRFs as source documents. If this is the case, it should be stated in this section what
data will be collected on CRFs and what data will be collected from other sources.

It is not acceptable for the CRF to be the only record of a participant’s inclusion in the study. Study
participation should be captured in a participant’s medical record. This is to ensure that anyone who would
access the patient medical record has adequate knowledge that the patient is participating in a clinical trial.

Describe responsibilities for data handling and record keeping as they specifically relate to the IND/IDE
sponsor (if applicable), the award site, clinical site(s), laboratory(ies), and DCC. Information should include
the role in data collection, review of data, trial materials, and reports, as well as retention of source
documents, files, and records. Describe coding dictionaries to be used and reconciliation processes (if
applicable).

If data are to be generated in one location and transferred to another group, describe the responsibilities of
each party.

YeAtba 130 amo 135



Provide a list of planned data standards, formats, terminologies and their versions, used for the collection,
tabulation, analysis of study data. Refer to the FDA Guidance for Industry, Providing Regulatory Submissions
in Electronic Format — Standardized Study Data, Study Data Technical Conformance Guide and FDA
Guidance for Industry, Providing Regulatory Submissions in Electronic Format - Human Pharmaceutical
Product Applications and Related Submissions Using the eCTD Specifications.

Example text provided as a guide, customize as needed:

[Data collection is the responsibility of the clinical trial staff at the site under the supervision of the site
investigator. The investigator is responsible for ensuring the accuracy, completeness, legibility, and
timeliness of the data reported.

All source documents should be completed in a neat, legible manner to ensure accurate interpretation of
data.

Hardcopies of the study visit worksheets will be provided for use as source document worksheets for
recording data for each participant enrolled in the study. Data recorded in the electronic case report form
(eCRF) derived from source documents should be consistent with the data recorded on the source
documents.

Clinical data (including adverse events (AEs), concomitant medications, and expected adverse reactions
data) and clinical laboratory data will be entered into <specify name of data capture system>, a 21 CFR Part
11-compliant data capture system provided by the <specify Data Coordinating Center>. The data system
includes password protection and internal quality checks, such as automatic range checks, to identify data
that appear inconsistent, incomplete, or inaccurate. Clinical data will be entered directly from the source
documents.]

<Insert text>

23.1.8.2 STUDY RECORDS RETENTION

Specify the length of time for the investigator to maintain all records pertaining to this study. The
investigator should use the most conservative rule for document retention — i.e., retention should follow the
rule that has the longest period. For NIH, grantees must retain records for a period of three years from the
date of Federal Financial Report (FFR) submission.

Indicate whether permission is required (and from whom) prior to destruction of records. If under an
IND/IDE, records should not be destroyed without the IND/IDE sponsor’s agreement. Pharmaceutical
companies who supply unapproved products should be consulted.

Study intervention records may be described here if not addressed elsewhere in the protocol.
Example text provided as a guide, customize as needed:

[Study documents should be retained for a minimum of 2 years after the last approval of a marketing
application in an International Conference on Harminosation (ICH) region and until there are no pending or
contemplated marketing applications in an ICH region or until at least 2 years have elapsed since the formal
discontinuation of clinical development of the study intervention. These documents should be retained for
a longer period, however, if required by local regulations. No records will be destroyed without the written
consent of the sponsor, if applicable. It is the responsibility of the sponsor to inform the investigator when
these documents no longer need to be retained.]
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<Insert text>

3.1.9 PROTOCOL DEVIATIONS

Plans for detecting, reviewing, and reporting deviations from the protocol should be described. A statement
should be included to indicate that deviations are not allowed, unless a statement is included in the
investigator agreement. Provisions for approval of deviations can be described.

Example text provided as a guide, customize as needed:

[A protocol deviation is any noncompliance with the clinical trial protocol, International Conference on
Harmonisation Good Clinical Practice (ICH GCP), or Manual of Procedures (MOP) requirements. The
noncompliance may be either on the part of the participant, the investigator, or the study site staff. As a
result of deviations, corrective actions are to be developed by the site and implemented promptly.

These practices are consistent with ICH GCP:

* 4.5 Compliance with Protocol, sections 4.5.1, 4.5.2, and 4.5.3
* 5.1 Quality Assurance and Quality Control, section 5.1.1

* 5.20 Noncompliance, sections 5.20.1, and 5.20.2.

It is the responsibility of the site investigator to use continuous vigilance to identify and report deviations
within <specify number> working days of identification of the protocol deviation, or within <specify
number> working days of the scheduled protocol-required activity. All deviations must be addressed in
study source documents, reported to <specify NIH Institute or Center (IC)> Program Official and <specify
Data Coordinating Center or sponsor>. Protocol deviations must be sent to the reviewing Institutional
Review Board (IRB) per their policies. The site investigator is responsible for knowing and adhering to the
reviewing IRB requirements. Further details about the handling of protocol deviations will be included in
the MOP.]

<Insert text>

3.1.10 PUBLICATION AND DATA SHARING POLICY

The publication and authorship policies should be described in this section. For example, for a study with
multiple investigators, this section might state that an Executive Committee will be responsible for
developing publication procedures and resolving authorship issues. Please refer to your specific contract,
grant, and/or Clinical Trials Agreements. If details of the publication policy will be described in the study’s
MOP, refer to it here. The study must comply with:

e The NIH Public Access Policy, the NIH Policy on the Dissemination of NIH-Funded Clinical Trial
Information, The Food and Drug Administration Amendments Act of 2007 (FDAAA), Clinical Trials
Registration and Results Information Submission rule,

e The NIH Data Sharing Policy (if applicable),

e The NIH Genomic Data Sharing Policy, (if applicable), and

e The NIH Data Sharing Policy and Implementation Guidance,

e Any other relevant policies (e.g., NIH IC-specific data sharing or publication policy)

Example text provided as a guide, customize as needed:
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[This study will be conducted in accordance with the following publication and data sharing policies and
regulations:

National Institutes of Health (NIH) Public Access Policy, which ensures that the public has access to the
published results of NIH funded research. It requires scientists to submit final peer-reviewed journal
manuscripts that arise from NIH funds to the digital archive PubMed Central upon acceptance for
publication.

This study will comply with the NIH Data Sharing Policy and Policy on the Dissemination of NIH-Funded
Clinical Trial Information and the Clinical Trials Registration and Results Information Submission rule. As
such, this trial will be registered at ClinicalTrials.gov, and results information from this trial will be
submitted to ClinicalTrials.gov. In addition, every attempt will be made to publish results in peer-reviewed
journals. Data from this study may be requested from other researchers x years after the completion of the
primary endpoint by contacting <specify person or awardee institution, or name of data repository>.

In addition, this study will comply with the NIH Genomic Data Sharing Policy, which applies to all NIH-
funded research that generates large-scale human or non-human genomic data, as well as the use of these
data for subsequent research. Large-scale data include genome-wide association studies (GWAS), single
nucleotide polymorphisms (SNP) arrays, and genome sequence, transcriptomic, epigenomic, and gene
expression data.]

<Insert text>

3.1.11 CONFLICT OF INTEREST POLICY

This section should include a description of how the study will manage actual or perceived conflicts of
interest.

Example text provided as a guide, customize as needed:

[The independence of this study from any actual or perceived influence, such as by the pharmaceutical
industry, is critical. Therefore, any actual conflict of interest of persons who have a role in the design,
conduct, analysis, publication, or any aspect of this trial will be disclosed and managed. Furthermore,
persons who have a perceived conflict of interest will be required to have such conflicts managed in a way
that is appropriate to their participation in the design and conduct of this trial. The study leadershipin
conjunction with the <specify NIH Institute or Center (IC)> has established policies and procedures for all
study group members to disclose all conflicts of interest and will establish a mechanism for the
management of all reported dualities of interest.]

<Insert text>

3.2 ADDITIONAL CONSIDERATIONS

This section should include a description of any additional considerations not currently covered in this
protocol template, such as particular institutional or IRB-related requirements.

<Insert text>
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3.3 ABBREVIATIONS

The list below includes abbreviations utilized in this template. However, this list should be customized for
each protocol (i.e., abbreviations not used should be removed and new abbreviations used should be added
to this list).

3.4 PROTOCOL AMENDMENT HISTORY

The table below is intended to capture changes of IRB-approved versions of the protocol, including a
description of the change and rationale. A Summary of Changes table for the current amendment is located
in the Protocol Title Page.

Version Date Description of Change Brief Rationale
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4 REFERENCES

Include a list of relevant literature and citations for all publications referenced in the text of the protocol.
Use a consistent, standard, modern format, which might be dependent upon the required format for the
anticipated journal for publication (e.g., N Engl ] Med, JAMA, etc.). The preferred format is International
Committee of Medical Journal Editors (ICMJE). Include citations to product information such as
manufacturer’s IB, package insert, and device labeling.

Examples:

e Journal citation
Veronesi U, Maisonneuve P, Decensi A. Tamoxifen: an enduring star. J Natl Cancer Inst. 2007 Feb
21,99(4):258-60.

e  Whole book citation
Belitz HD, Grosch W, Schieberle P. Food chemistry. 3 rev. ed. Burghagen MM, translator. Berlin:
Springer; 2004. 1070 p.

e Chapter in a book citation
Riffenburgh RH. Statistics in medicine. 2" ed. Amsterdam (Netherlands): Elsevier Academic Press;
c2006. Chapter 24, Regression and correlation methods; p. 447-86.

e Web Site citation
Complementary/Integrative Medicine [Internet]. Houston: University of Texas, M.D. Anderson
Cancer Center; c2007 [cited 2007 Feb 21]. Available from:
http://www.manderson.org/departments/CIMER/.

e Electronic Madil citation

Backus, Joyce. Physician Internet search behavior: detailed study [Internet]. Message to: Karen
Patrias. 2007 Mar 27 [cited 2007 Mar 28]. [2 paragraphs]

e References to package insert, device labeling or investigational brochure

Cite date accessed, version number, and source of product information.
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