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Ich	gcp	guidelines	impartial	witness

elbaruovaf/lavorppa	sti	sdnepsus	ro	setanimret	CII/BRI	eht	fI	3.21.4	.etneserp	es	,otuicsonocir	etnemlagel	etneserppar	ous	led	osnesnoc	li	eredeihc	angosib	,otteggos	led	osnesnoc	oiverp	li	erenetto	elibissop	Â​	​	non	odnauq	,aznegremeÂ​	³	​	³	​	³	​	​	​	³	​	​	³	​	​	​	​	³	​	​	​	​	​	​	​	​	¼	​	​	¼	​	​	​	¼	​	¼	​	​	¼	​	¼	​	​	​	¼	​	​	​	¼	​	​	¼	​Ã	s(tcudorp	lanoitagitsevni	eht	ot	dengissa	srebmun	edoc
euqinu	eht	dna	,)elbacilppa	fi(	setad	noitaripxe	,srebmun	laires/hctab	,seititnauq	,setad	edulcni	dluohs	sdrocer	esehT	.nÂ	EC	la	etnemadip	.oyasne	le	noc	sodanoicaler	sovihcra	sol	sodot	selbinopsid	renet	ed	zapac	res	Â¡ãλλrebed	nÂΤΟΤytsni/rodagitsevni	le	,airatinas	dadirotua	o	CIEC	,rotidua	,rotinom	led	duticilos	al	etnA	7.9.4	.lairt	eht	ni	noitapicitrap
s'tcejbus	eht	fo	noitarud	detcepxe	ehT	)s(	.oiduts	olla	apicetrap	ehc	ottegtegtegt	gos	li	rep	osrobmir/Â	ÃλnedniÂΤΤΟΓlled	otnemagap	led	atsiverp	enoizazzietar	elautsnowÂ³ΓÃ	ΑL	)k	.42)socidÂ	©ÃΤΕm	semrofni	somitlÂºÃΤΟ	y	aispotua	al	ed	emrofni	le	.wzb	remhenlietsgnufÂΓrP	med	dnu	neselegrov	nenoitamrofnI	nehciltfirhcs	,nednegidnÂ	Â‡ÃλrP	sed
lhoW	sad	dnu	tiehrehciS	eid	,ethceR	eid	mu	,tgeilrov	noissimmoK-kihtE	egignÂ	ΕrP	mi	eid	,nies	nehesegrov	nemhanÂΤΤΟ	rAM	sremhenlietsgnufÂΤΟΤΕ3374443774377377377777777473737747777373775577	wniE	egirehrov	enie	nneW	ecruos	morf	avired	era	taht	,FRC	eht	no	detroper	ataD	2.9.4	neib	o	,oyasne	led	otejus	le	arap	sairotcafsitas	res
nebed	ocin​Ãlc	oyasne	le	noc	sadanoicaler	satnugerp	sal	sadoT	.oyasne	le	ne	sodacilpmi	sotejus	ed	odamixorpa	oremo​Ãn	lE	)t	.oidutse	le	noc	sadanoicaler	senoicnuf	y	saerat	sus	y	selatnemirepxe	sotcudorp	o	otcudorp	le	,olocotorp	le	erbos	sadamrofni	etnemadauceda	n©Ãtse	oidutse	le	ne	nepicitrap	euq	sanosrep	sal	sadot	euq	ed	esrarugesa	eved
erotatnemireps	oL	4.2.4	.odaborpa	sabeurp	ed	nalp	led	n³Ãicaivsed	reiuqlauc	racilpxe	y	ratnemucod	ebed	adangised	l©Ã	rop	anosrep	anu	o	rodanimaxe	lE	3.5.4	o	sabeurp	ed	nalp	led	esratrapa	ebed	on	rodanimaxe	lE	2.5.4	.laicnedifnoc	¡Â​Ãres	otejus	led	daditnedi	al	,oyasne	led	sodatluser	sol	nacilbup	es	iS	.oidutse	led	sotejus	sol	a	y	oyasne	ed	)s(
otcudorp	)sol(	la	sodangisa	sovisulcxe	ogid³Ãc	ed	soremºÃn	sol	y	)edecorp	is(	dadicudac	ed	sahcef	sal	,eires	ed	o	etol	ed	soremºÃn	sol	,sedaditnac	sal	,sahcef	sal	riulcni	nebed	sortsiger	sotsE	.sotnemucod	sohcid	ed	arutamerp	o	latnedicca	n³Ãiccurtsed	al	rative	arap	sadidem	¡Ãramot	n³Ãicutitsni/rodagitsevni	lE	.rodagitsevni	led	n³Ãicaborpa	al	noc
netneuc	y	soirasecen	naes	,sodatnemucod	n©Ãtse	sodangised	setnatneserper	sus	rop	sodazilaer	ICF	sol	ed	senoiccerroc	o	soibmac	sol	euq	ed	esrarugesa	arap	sotircse	sotneimidecorp	ed	renopsid	nebed	serodanicortap	soL	.odinevnoc	n³Ãicatartnoc	ed	odo​Ãrep	led	ortned	soen³Ãdi	sotejus	ed	oirasecen	oremºÃn	le	ratartnoc	ed	dadilibisop	al
)sovitcepsorter	sotad	ne	esodn¡Ãsab	,olpmeje	rop(	rartsomed	redop	ebed	rodagitsevni	lE	1.2.4	sodauceda	sosruceR	2.4	.otneimatart	adac	a	airotaela	n³Ãicangisa	ed	dadilibaborp	al	y	selatnemirepxe	sotneimatart	sol	o	otneimatart	lE	)c	.n³Ãisnepsus	o	n³Ãicanimret	al	ed	otircse	rop	adallated	n³Ãicacilpxe	anu	elratilicaf	y	rotomorp	la	aromed	nis
olracifiton	ebed	n³Ãicutitsni/rodagitsevni	le	y	,adecorp	odnauc	,n³Ãicutitsni	al	a	ramrofni	ebed	rodagitsevni	le	,)9.3.3	y	2.1.3	esna©Ãv(	oyasne	nu	ed	should	be	consistent	with	the	source	documents	or	the	discrepancies	should	be	expliquÃ©.	Es	Es	onasoP	ehC	inoicamrofnI	ilibinopsiD	onagneviD	AROLAC	,ETNEMAVITSEPMET	NOICAMROFNI	ARAS
,OTUICSONOCIR	SELAEL	ETNATERORPPAR	OUS	LI	DO	,otteggoS	lI	ehC	)P	.otsedoM	aiS	e	ominiM	la	ottodiR	aiS	otteggoS	led	eresseneB	luS	ovitageN	otcapmi'L	)c	.nimTRP	le	ne	obac	a	navell	es	euq	abeurp	al	arap	setnaveler	senoicnuf	y	saerat	sal	a	ageled	n³Ãicaro	al	euq	al	a	,etrap	o	anosrep	adac	ed	oerotinom	led	elbasnopser	se	avitcepsrep	aL
5.2.4	oxenA	.odamalcer	ah	l©Ã	euq	sal	a	,saditimo	sajatnev	u	sajatnevsed	renet	nis	,ocin​Ãlc	nemaxe	led	etercxe	o	otnemom	reiuqlauc	ne	n³Ãicapicitrap	us	razahcer	edeup	nemaxe	led	etnapicitrap	le	euq	y	airatnulov	se	ocin​Ãlc	nemaxe	le	ne	n³Ãicapicitrap	aL	)m(	.N​ÃICAGITSEVNI	ANU	ETROPER	OYASNE	LE	EUQ	)A	:ETNEIUGIS	N​ÃICAMROFNI	AL
ODIULCNI	​ÃREBED	SOTEJUS	OHCUM	ENOICROPORP	ES	euQ	atircsE	atircseS	³ÃmeD	Y	omsiM	led	atircsE	n³ÃicamrofnI	eD	ajaH	omoC	,odamrofnI	otneimitnesnoC	led	n³ÃicacilpxE	aL	otnaT	01.8.4	.CEI	/	BSA	al	rop	elbarovaf	n³Ãinipo	/	n³Ãicaborpa	al	adad	euq	y	)SEI(	arodalugeR	dadirotuA	al	rop	,oirasecen	se	is	,y	rodanicortaP	le	rop	odadroca
olocotorP	le	noc	dadimrofnoc	ed	oiciuj	le	razilaer	ebed	n³Ãicutitsni	/	rodagitsevni	lE	1.5.4	olocotorP	led	otneimilpmuC	5.4	.oirasecen	se	is	,)s(	elbasnopser	)se(	dadirotua	)s(	al	)c(	n³Ãicaborpa	ed	rodanicortap	le	)b(	,	.adaborpa	/	adaborpa	n³ÃicaulavE	/	BRI	/	BRI	acit​Ã	ed	n³ÃisimoC	al	)a(	:elbisop	setna	ol	oiramirp	nalp	ed	oibmac	nu	arap	atseuporp	anu	a
,oirasecen	se	is"	y	otneimanozar	nu	noc	otnuj	esratneserp	nebed	odazilaer	oibmac	le	o	n³Ãicaivsed	aL	.))n(	4.81.5	rev(	etnemacin³Ãrtcele	sahceh	etnemacin³Ãrtcele	y	satircse	senoiccerroc	o	soibmac	a	acilpa	es	otsE	.)21.5.5	ESA	ET​ÃV(	SOTNEMUCOD	SOTSE	RAVRESNOC	OIRASECEN	TI	oN	ahcefr©Ãuq	ed	ritrap	nu	n³Ãicutitsni	/	rodagitsevni	la
ramrofni	rotomorp	led	dnu	nedrew	treilumrof	nekc	¼Â	​Ã	rdsuahcaF	nov	gnudnewreV	enho	tshcilg	​Ãm	netllos	,gnurc	​ÃlkresgnugilliwniE	nehciltfirhcs	ruz	sttalbmroF	sed	hcil	​Â	​Ãeilhcsnie	,gnuf	¼Â	​ÃrP	ehcsinilk	eid	reb	¼Â	​Ã	nenoitamrofnI	nehciltfirhcs	dnu	nehcildn	¼Â	​Ãm	eiD	6.8.4	.negeilrov	remhenlietsgnuf	¼Â	​ÃrP	eid	r	¼Â	ecah	nenoitamrofnI
nehciltfirhcs	neretiew	ella	dnu	gnu		Ãr	​ÃlkresgnugilliwniE	nehciltfirhcs	ruz	ttalbmroF	sad	r	¼Â	​Ãf	noissimmoK-kihtE	negignfc	​Ãhbanu	red	/	sBRI	sed	gnutreweB	ednemnitsuz	/	gnugimheneG	ehciltfirhcs	eid	ref	¼Â	​ÃrP	med	etllos	gnuf	¼Â	​ÃrP	nehcsinilk	red	nnigeB	roV	.sotejus	sol	a	etilicaf	es	euq	atircse	n³Ãicamrofni	arto	reiuqlauc	y	odamrif	,odahcef	y
odamrif	odamrofni	otneimitnesnoc	ed	oiralumrof	led	aipoc	anu	ribicer	¡Ãrebed	,odiconocer	etnemlagel	etnatneserper	us	o	,oyasne	ed	otejus	le	,oidutse	le	ne	rapicitrap	ed	setnA	11.8.4	.etnemelbanozarsodarepse	soicifeneb	soL	.CEI/BRI	eht	yb	noinipo	elbaruovaf	/laborpa	eht	dna	noitamrofni	nettirw	eht	gnidulcni	lairt	eht	fo	stcepsa	tnecilppa	lla	fo
,evitatneserper	elbatpecca	yllagel	s'tcejbus	eht	,tnesnoc	demrofni	edivorp	ot	elbanu	si	tcejbus	eht	fi	,ro	tcejbus	eht	mrofni	ylluf	dluohs	,rotagitsevni	eht	yb	detangised	nosrep	a	ro	,rotagitsevni	ehT	5.8.4	.osecca	ohcid	odnazirotua	¡Ãtse	odiconocer	etnemlagel	etnatneserper	us	o	otejus	le	,odamrofni	otneimitnesnoc	ed	oiralumrof	nu	ramrif	la	,euq	y
selbacilpa	senoicatnemalger	y	seyel	sal	rop	aditimrep	adidem	al	ne	otejus	led	dadilaicnedifnoc	al	raloiv	nis	,sotad	sol	o/y	ocin​Ãlc	oidutse	led	sotneimidecorp	sol	racifirev	arap	otejus	led	lanigiro	acid©Ãm	n³Ãicatnemucod	al	a	otcerid	​Â	osecca	le	etimrep	es	¡Ãres	senoicaluger	sedadirotua	sal	a	y	CEI/BRI	​Â	la	,n³Ãicacifirev	al	ed	sodagracne	sol	a	o
,serotinom	sol	a	o	la	euQ	)n	.oidutse	le	noc	sadanoicaler	savitacifingis	saerat	odageled	ayah	euq	sal	a	sadacifilauc	etnemadibed	sanosrep	ed	atsil	anu	a​Ãd	la	renetnam	ebed	rodagitsevni	lE	5.1.4	.oidutse	le	ne	n³Ãicapicitrap	al	raunitnoc	a	otejus	led	datnulov	al	ned	ned	r	¼Â	rehto	ro/dna	eativ	mulucirruc	etad-ot-pu	hguorht	snoitacifilauq	hcus	fo
ecnedive	edivorp	dluohs	dna	,)s(tnemeriuque	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilauq	eht	lla	teem	dluohs	,lairt	eht	fo	tcudnoc	reporp	eht	rof	ytilibisnopser	emussa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb	deifilauq	q	eb	dluohs	)s(rotagitsevni	ehT	1.1.4	stnemeergA	dna	snoitacifilauQ	s​ÂÂ​Ã	Ârotagitsevni	1.4	9	egaP	.eruhcorB	s'rotagitsevnI
eht	fo	ypoc	tnerruc	a	htiw	CEI/BRI	eht	edivorp	dluohs	noitutitsni/rotagitsevni	eht	,CEI/BRI	eht	ot	noitacilppa	nettirw	s	​	​	​	³	​	​	​	​	​	​	​	​	​	​	​	¼	​	¼	​	¼	​	¼	​Â	racilpxe	,lÂ	©Ã	emeriuqer	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilauq	eht	lla	teem	dluohs	,lairt	eht	fo	tcudnoc	reporp	eht	rof	ytilibisnopser	emussa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb	deifilauq	eb
dluohs	)s(rotagitsevni	ehT	1.1.4	stnemeergA	dna	snoitacifilauQ	sÂÂÂÂ	vnI	1.4	81	egaP	.otamrofni	osnesnoc	la	avitaler	enoissucsid	aretniÂΤΟ31111111111121121121121112112111211121121121221122	Â³Â¢	refÂΓrP	red	etllos	,thcirbretnu	redo	tedneeb	srosnopS	sed	gnummitsuZ	egirehrov	enho	gnufÂ³ΓrP	ehcsinilk	enie	refÂ³ΓrP	red	sllaF	1.21.4	:tlig
suanih	rebÂ³ΓraD	.etibedni	eznereffos	a	itsopottos	onarbmes	es	oiduts	ollad	itaritir	eresse	onoved	e	atnetta	etnemralocitrap	areinam	ni	itallortnoc	eresse	onoved	iduts	itseuq	ni	itteggos	I	.wzb	Documentation	Request	by	The	Sponsor,	The	IRB	/	IEC,	AND	/	OR	THE	REGULATORY	AUTHORITY	(IES).	4.8.8	Before	the	participation	of	the	subject	in	the
trial,	the	document	of	the	consent	reported	by	the	subject	or	the	legal	representative	of	him	should	be	signed	and	dated	and	by	the	person	who	informed	them.	4.9	Records	and	Reports	Addendum	4.9.0	The	Investigator	/	Institution	Should	Mintain	ADEQUATE	AND	ACCOURTE	SOURCE	Documents	and	test	records	that	include	all	relevant
observations	on	each	of	the	Site	Test	Subjects.	The	Investigator	/	Institution	and	The	Sponsor	Should	Sign	The	Protocol,	Or	An	Alternative	Contract,	To	Confirm	Agreement.	4.9.6	The	Financial	Aspects	of	The	Trial	Should	Be	Documente	In	An	Agreement	Between	The	Sponsor	and	The	Investigator	/	Institution.	4.10	Rapporti	Slola	Stato	Di	Advancement
4.10.1	Lo	Sperimentatore	devend	annually	Dei	Resasunti	Scritti	della	Situation	Dello	Studio	there	â	€	IRB	/	IEC	or	MÃƒ1	Frequently,	if	the	IRB	/	IEC	requires	it.	d)	The	trial	is	not	prohibited	by	law.	Participants	in	these	clinical	trials	must	be	especially	monitored	and	excluded	in	case	the	clinical	trial	appears	to	overload	them.	o)	that	the	records	that
identify	the	subject	will	be	confidential	and,	according	to	the	relevant	laws	and	/	or	regulations,	will	not	be	available.	The	legal	representative	of	him	is	reportedly	informed,	in	case	of	information	that	indicates	the	availability	of	the	subject	of	the	trial	to	continue	participating	in	the	1st	4fung	Relevant	Sein	KÃ	Â¶nten	clinic.	4.10.2	The	researcher	must
inform	the	sponsor,	to	the	IRB	/	IEC	(see	3.3.8)	and,	where	appropriate,	to	the	institution	on	any	change	that	affects	the	realization	of	the	study	or	increasingly	The	risk	for	subjects.	c)	the	intended	treatment	(s)	in	the	study	and	the	probability	of	an	assignment	eht	fo	noitaralceD	or	nigiri	rieht	evah	taht	selpicnirp	lacihte	eht	dna	ot	ot	PCG	erehda
dluohs	dna)	s	(tnemeriuqer	yrotaluger	elbacilppa	HTIW	ylpmoc	eht	eht	dluohs	rotagitsevni,	tnesnoc	demrofni	gnitnemucod	Mrs.	gniniatbo	nI	1.8.4	stcejbuS	lairT	fo	tnesnoC	demrofnI	8.4	.adareneg	nÂ³Ã	ƒicamrofni	reiuqlauc	and	sadazilaer	oyasne	le	noc	sanicnuf	and	senoicnuf	salt	ed	Dadirgetni	al	rarugesa	arap	sotneimidecorp	ratnemelpmi	ebed	and
oyasne	le	noc	sadanoicaler	Senoicnuf	sase	raâ	±	Ã	ƒepmesed	arap	adacifilac	ƒCutitsni	i	rodagitsevni	Le	the	yearsRep	reiuqlauc	ed	Soicivres	sun	ame	nâ³icutitsni	i	rodagitsevni	le	is	6.2.4	.sodacifidom	Odis	Nayah	Euq	Sotnemucod	Sodot	Cieca	43	Y	71	Rodagitsevni	Le	Oyasne	Le	Etnarud	3.4.4.	gnufâ¼Ãƒrp	Nehcsinilk	Red	at	Emhanliet	Eid	HCRUD
SREMHENLIETSGNUFâ¼RP	SED	NEGALSUA	NEDETNRAWRE	UZ	EID,	DNEFFERTUZ	NRREFOS)	L	(.otneimiconoc	agnet	rodagitsevni	le	euq	sal	ed	setnerru	cretni	sedademprefne	salt	arap	acid	©	©m	Aicnetsisece	Etsâ	©	©	Ã	©	©	©	odnauc	otejus	la	ramrofni	Âƒrebed	nânƒicutitsni	/	rodagitsevni	le	.Oiduts	Olla	Otalerroc	Onnad	nu	id	Ã	ƒtilAutneveÂ
â	€	Ã	¢	Ã	¢	Ã	¢	Ã	¢	t	t	t	t	t	t	t	t	t	o	o	t	otggos	li	Elibinopsid	Otnemattart	Li	O	/	E	Ozzinnedniâ	€	â	€	â	€	Ã	¢	Ã	¢	Ã	¢	Ã	¢	Ã	€	rptiewZ	redo	refÂ¼Ã	Rp	sla	network)	tzranhaZ	sllafnenebegeg	redo	(NIE	tzrA	retreizifilauq	1.3.4	remhenlietsgnufÂ¼Ã	network	RP	gnugrosreV	ehcsinizideM	3.4	.tlÂ¤Ã	hre	gnugrosreV	ehcsinizidem	enessemegna	enie,	nehets
gnahnemmasuZ	me	gnufÂ¼Ã	RP	nehcsinilk	red	tim	eid,	etrewrobaL	retnakifingis	hcsinilk	hcilÂ	he	eilhcsnie,	nessingierE	nethcsnÂ¼Ã	wrenu	November	netertfuA	ieb	remhenlietsgnufÂ¼Ã	Nie	RP	AD,	nelletsrehcis	noitutitsnI	Eid	/	refÂ¼Ã	network	RP	RP	ETHYL	gnufÂ¼Ã	nehcsinilk	in	red	sremhenlietsgnufÂ¼Ã	RP	Seni	emhanlieT	red	HCAN	dnu
dnerhÂ¤Ã	ƒw	2.3.4	.itnemattart	IED	UN	DA	ENOIZ	azzimodnar	h.	4.5.2	The	investigator	shall	not	apply	any	deviation	³	or	modification	³	the	protocol	without	the	sponsor's	agreement	and	prior	examination	and	documented	favorable	IRB/IEC	approval	³	an	amendment,	except	where	necessary	to	remove	an	immediate	hazard	to	the	subjects	of	the	test,
or	where	the	change	or	changes	relate	solely	to	logistic	or	administrative	aspects	of	the	test	(e.g.,	change	of	monitor,	change	of	phone).	Number(s).	The	subject​	or	the	subject's	legal	representative,	should	be	informed	in	a	timely	manner	if	new	information	​	3n	is	available	that	may	change	the	subject's	decision	​	3n	to	continue	participating	in	the	trial.
(d)	the	procedure	to	be	followed	in	the	single	test,	including	all	invasive	procedures.	(t)	Approximate	number	of	subjects	participating	in	the	study.	The	investigator	​	sign	the	protocol,	or	an	alternative	contract,	to	confirm	the	agreement.	4.10.2	The	investigator	should	promptly	provide	written	reports	to	the	sponsor,	the	IRB/IEC	(see	3.3.8)	and,	where
applicable,	the	institution	on	any	changes	significantly	affecting	the	conduct	of	the	trial	and/or	increasing	the	risk	to	the	subjects.	Researchers	should	maintain	records	that	adequately	document	that	subjects	were	provided	with	the	protocol-specified	doses	and	reconcile	any	investigational	product(s)	received	from	the	sponsor.	4.2.2	The	investigator
should	have	sufficient	time	to	complete	and	complete	the	single	trial	within	the	agreed	trial	period.	4.8.11	Before	participating	in	the	trial,	the	subject	or	his	legal	representative	must	receive	a	copy	of	the	signed	and	dated	written	informed	consent.	y	soibmac	sol	rartsiger	ebed	rotidua	lE	.olocotorp	le	ne	rodanicortap	le	rop	sodacificepse	sozalp	sol	ed
ortned	y	n³Ãicacifiton	ed	sotisiuqer	sol	noc	odreuca	ed	rodanicortap	la	esracifiton	nebed	dadiruges	ed	senoicaulave	sal	arap	socit​Ãrc	omoc	olocotorp	le	ne	sodacifitnedi	oirotarobal	ed	sedadilamrona	o/y	sosrevda	sotneve	soL	2.11.4	.CIEC	led	elbarovaf	nematcid	le	eneit	euq	y	arodaluger	dadirotua	al	rop	odazirotua	,y	rotomorp	le	noc	odadroca	olocotorp
le	noc	odreuca	ed	oyasne	le	razilaer	¡Â​Ãrebed	n3​Ãicutitsni/rodagitsevni	lE	1.5.4	olocotorP	led	otneimilpmuC	5.4	.sotejus	sol	a	adagertne	aes	sel	euq	atircse	n3​Ãicamrofni	arto	reiuqlauc	y	)soiraticilbup	soicnuna	.noitutitsni/rotagitsevni	eht	htiw	stser	)s(	etis	lairt	eht	ta	ytilibatnuocca	)s(	tcudorp	lanoitagitsevni	rof	ytilibisnopseR	1.6.4	)s(	tcudorP
lanoitagitsevnI	6.4	.negithcirhcaneb	noitutitsnI	eid	²​â​Â¢Ã	dneffertutiewos	»Â​Ã	hcilg4​​â1​Ãzrevnu	ref4​​â1​ÃrP	red	dluohs	,)12.5	rev(	thcirbretnu	redo	tedneeb	gnuf4​​â1​ÃrP	ehcsinilk	enie	rosnopS	red	sllaF	2.21.4	.oidutse	ne	otcudorp	le	odanitsed	©Ãtse	euq	al	arap	acis​Ãf	n³Ãiccefa	o	dademrefne	anu	naczedap	euq	setneicap	ne	esrazilaer	nebed	,n³Ãicpecxe
anu	euqifitsuj	es	euq	sonem	a	,soidutse	sotsE	.l©Ã	ne	on	o	¡Ãrapicitrap	is	ridiced	y	oiciuj	led	sellated	sol	erbos	esramrofni	arap	setneicifus	dadinutropo	y	opmeit	evitatneserper	elbatpeceuqidiruj	s​​âtcejbus	eht	ro	tcejbus	eht	edivorp	dluohs	,rotagitsevni	eht	yb	detangised	nosrep	a	ro	,rotagitsevni	eht	,deniatbo	eb	yam	tnesnoc	demrofni	erofeB	7.8.4
.oidutse	ne	sotcudorp	o	otcudorp	led	)evarg	osrevda	otneimicetnoca	nu	a	adibed	arutrepa	,latnedicca	arutrepa	,olpmeje	rop(	ogid³Ãc	led	arutamerp	arutrepa	reiuqlauc	ed	senozar	sal	rodanicortap	la	etnemanutropo	racilpxe	y	ratnemucod	ebed	rodagitsevni	le	,sageic	a	se	oidutse	le	iS	.oiciuj	le	noc	sadanoicaler	senoisel	ed	osac	ne	anosrep	al	enopsid	euq
ed	otneimatart	le	o/y	n³Ãicazinmedni	aL	)j	.sotejus	sol	a	adatilicaf	atircse	n³Ãicamrofni	arto	reiuqlauc	Zeitungsanzeigen)	sowie	alle	weiteren	schriftlichen	Informationen,	die	den	Pr​Ã¼Âfungsteilnehmern	ausgeh​Ã¤Ândigt	werden	sollen,	vorliegen	haben.	4.8.13	Mit	Ausnahme	der	in	4.8.14	beschriebenen	Umst​Ã¤Ânde	sollte	eine	nichttherapeutische
klinische	Pr​Ã¼Âfung	(d.	4.1.3	The	investigator	should	be	aware	of,	and	should	comply	with,	GCP	and	the	applicable	regulatory	requirements.	(s)	Die	voraussichtliche	Dauer	der	Teilnahme	des	Pr​Ã¼Âfungsteilnehmers	an	der	klinischen	Pr​Ã¼Âfung.	k)	El	prorrateo	previsto	de	pago,	si	lo	hay,	al	sujeto	por	su	participaci​Ã³Ân	en	el	ensayo.	4.8.2	Deber​Ã¡Â
modificarse	el	documento	del	consentimiento	as​Ã​Â	como	toda	informaci​Ã³Ân	escrita	que	se	entregue	a	los	sujetos,	cuantas	veces	se	disponga	de	nueva	informaci​Ã³Ân	que	pueda	ser	relevante	para	el	consentimiento	del	sujeto.	d)	Le	procedure	dello	studio	da	seguire,	comprese	tutte	le	procedure	invasive.	If	the	results	of	the	trial	are	published,	the
subject¢Ã​Â​Âs	identity	will	remain	confidential.	Gli	sperimentatori	devono	conservare	le	registrazioni	che	documentino	adeguatamente	il	fatto	che	i	soggetti	abbiano	ricevuto	le	dosi	specificate	dal	protocollo	e	che	permettano	la	ricostruzione	quantitativa	della	destinazione	di	tutto/i	il/i	prodotto/i	in	studio	ricevuto/i	dallo	sponsor.	Prior	to	the	beginning
of	the	trial,	the	investigator	should	have	the	IRB/IEC's	written	approval/favourable	opinion	of	the	written	informed	consent	form	and	any	other	written	information	to	be	provided	to	subjects.	n)	Que	los	monitores,	auditores,	CEIC,	y	las	autoridades	competentes	tendr​Ã¡Ân	acceso	directo	a	la	historia	cl​Ã​Ânica	original	del	sujeto	para	la	verificaci​Ã³Ân	de
los	procedimientos	y/o	datos	del	ensayo	cl​Ã​Ânico,	sin	violar	la	confidencialidad	del	sujeto,	dentro	de	lo	permitido	por	la	normativa	pertinente	y	que,	al	firmar	el	consentimiento	informado,	el	sujeto	o	su	representante	legal	est​Ã¡Ân	autorizando	el	acceso	a	estos	datos.	4.3.3	Es	wird	empfohlen,	da​Ã​Â	der	Pr​Ã¼Âfer	den	nettirw	eht	etad	dna	ngis	ohw	dna
tnesnoc	evig	yllanosrep	ohw	stcejbus	ni	detcudnoc	eb	dluohs	,)tcejbus	eht	ot	tifeneb	lacinilc	tcerid	detapicitna	on	si	ereht	hcihw	ni	lairt	a	.e.i(	lairt	cituepareht-non	a	,41.8.4	ni	debircsed	sa	tpecxE	31.8.4	.snoitcnuf	dna	seitud	her-lairt	riehairt	t	dna	,)s(tcudorp	lanoitagitsevni	eht	,locotorp	eht	tuoba	demrofni	yletauqeda	era	lairt	eht	htiw	gnitsissa
snosrep	lla	taht	erusne	dluohs	rotagitsevni	ehT	4.2.4	.nÂ³ÃÃ​icagitsevni	ne	otnemacidem	led	ocinÂÃ​	³	​	​	³	​	³	​	³	​	³	​	​	​	​	​	³	​	³	​	¼	​	¼	​	​	​	​	​	¼	​	​	​	​	¼	​	¼	​	¼	​	​	¼	​	¼	​	¼	​	¼	​	¼	​lc	ollorrased	led	lamrof	nÂ	a	2	sonem	la	odasap	nayah	euq	atsah	o	senoiger	sahcid	ne	,otceyorp	ne	o	,etneidnep	nÂ	ed	sÂ	©Ãλupsed	soÂ±Ãτa	2	sonem	la	atsah	selaicnese	sotnemucod	sol
ravresnoc	nÂ¡ãλrebed	eS	5.9.4	.oyasne	le	ne	otejus	led	nÂ‡‡‡³icapicitrap	al	ed	adarepse	nÂ³ΤΟiCarud	aL	)s	.gnufÂΓrP	nehcsinilk	red	kcewZ	red	)b(	.tsi	snebahrob	vsgnuhcsroF	senie	lieT	gnufÂ³ΤΤrP	ehcsinilk	eid	ÂΤΕΕad	)a(	:nedrew	tretuÂ	RSlre	sedneglof	etllos	nenoitamrofnI	nehciltfirhcs	nednegidnÂ	Railway	ÃΤΟ³huzsua	nremhenlietsgnufÂ³rP	ned
neretiew	nella	ni	eiwos	gnurÂ	wniE	nehciltfirhcs	red	ni	dnu	hcÂ	‡	PCG(	sixarP	ehcsinilK	etuG	eid	etllos	refÂ³ΕrP	reD	3.1.4	.ilibinopsid	etnemacilbbup	eser	onnaras	non	,ilibacilppa	inoizatnemaloger	ellad	o/e	iggel	ellad	assemrep	arusim	en	,e	etavresir	etunetnam	onnaras	otteggos	li	onacifitnedi	ehc	inoizatnemucod	el	ehC	)o	.oiduts	olled	opocs	oL	)b	.tsi
nednatsrevnie	gnugithcirhcaneB	nessed	tim	dnu	tah	tzrasuaH	nenie	remhenlietsgnufÂ³³ΤrP	red	sllaf	,treimrofni	gnufÂΤrP	nehcsinilk	red	na	emhanlieT	nessed	reb	ÂyrΕ3000000	consent	form.	(g)	reasonably	foreseeable	risks	or	disadvantages	for	the	subject	and,	where	appropriate,	for	the	embryo³	fetus	or	infant.	(d)	The	judicial	procedures	to	be
followed,	including	all	invasive	procedures.	Change	of	monitors,	new	phone	numbers).	During	the	subject'³	participation	in	the	trial,	the	subject	or	his	legal	representative	must	receive	a	copy	of	the	updates	of	the	signed	and	dated	consent	form	and	a	copy	of	any	modification	³	the	written	³	provided	to	the	subjects.	m)	That	the	subject'​	3n	participation
in	the	trial	is	voluntary	and	that	the	subject	may	refuse	to	participate	in	or	withdraw	from	the	trial	at	any	time,	without	any	penalty	​	3n	or	loss	​	benefits	to	which	you	would	otherwise	have	been	entitled.	Ê	​"nderungen	an	Quelldaten	should	nachvollziehbar	sein,	should	den	ursprÃ	​	1â	​	4nglichen	Eintrag	nicht	verdecken	and,	where	appropriate,
debianÃan.	(r)	The	circumstances	and/or	foreseeable	reasons	under	which	the	subject's	participation	in	the	test	may	​.	Changes	to	the	testing	plan	without	the	sponsor's	consent	and	prior	review³	as	well	as	documented​	3n	approval/​	3n	of	the	modification	³	by	the	IRB/independent	​	3nÃ©	committee	before	Ã	​	Â"	unless	necessary	to	avoid	immediate	risks
to	trial	participants	or	when	the	changes	relate	more	than	3sically	to	logÃÃÃÃÃÃ	stics	or	logÃÃÃÃ	stics	aspects.	Sponsor	must	have	written	procedures	to	ensure	that	changes	or	corrections	to	CRFs	made	by	the	Sponsor's	designated	representatives	are	documented,	necessary	and	approved	by	the	investigator.	4.8.3	Neither	the	investigator	nor	the
trial	personnel	shall	coerce	or	unduly	influence	the	subject	to	participate	in	or	continue	​	its	participation	​	a	trial.	Before	the	start	of	the	trial,	the	investigator	should​have	the	favorable	in	writing	of	the	CEIC	of	the	informed	consent	document	and	of	any	other	ol	errudnoc	retop	rep	eenodi	erutazzerta	e	etacifilauq	enosrep	id	oremun	otairporppa	nu
,oiduts	olled	atsiverp	atarud	al	rep	,enoizisopsid	a	ereva	eved	erotatnemireps	oL	3.2.4	.wzb	remhenlietsgnuf¼ÃÃ​rP	med	nenoitamrofnI	neretiella	eiwos	gnurÂ​	​	​	​	​	​	​	³	​	​	​	³	​	​	​	​	​	​	¼	​	​	​	​lkresgnugilliwniE	red	ni	nenoitamrofnI	and	Âd	ucirruc	etad-ot-pu	hguorht	snoitacifilauq	hcus	fo	ecnedive	edivorp	dluohs	dna	,)s(tnemeriuqer	yrotaluger	elbacilppa	eht	yb
deificeps	snoitacifilauq	eht	lla	teem	dluohs	,lairt	eht	fo	tcudnoc	reporp	eht	rof	ytilibisnopser	emussa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb	deifilauq	eb	dluohs	)s(rotuc	itsevni	ehT	1.1.4	stnemergA	dna	snoitacifilauQ	s	³icagitsevni	ne	otnemacidem	le	odacidni	Â	©ÃΤΟ	euq	al	ne	dademrefne	anu	nagnet	euq	setneicap	ne	erpmeis	sodazilaer	res	nÂ¡ΤΟ
Rebed	,adacifitsuj	nÂΤΟ	Cepxe	ovlas	,soyasne	sotsE	.oiduts	olled	enoisnepsos	o	enoisulcnoc	atailgatted	attircs	enoizageips	anu	rosnops	olla	erinrof	e	rosnops	olracila	on	etnematnorp	eved	enoizutitsi/erotatnemireps	ol	e	,osac	li	Â	≤Ãτ	es	,enoizutitsiÂ³Â⌦Ãonl	eramrofni	eved	erotatnemireps	ol	,)9.3.3	and	2.1.3	idev(	oiduts	onu	id	eloverovaf
enoinipo/enoizavorppa	aus	al	ednepsos	o	enif	enop	CEI/BRIÂ⌦ΤΟ	eS	3.21.4	.selatnemirepxe	nos	euq	ne	led	sotcepsa	solleuqA	)f	.wzb	remhenlietsgnufÂ³ΤrP	red	ÂΤΕrP	dnu	nedruw	nednatsrev	hcilthcisneffo	dnu	tretuÂ	3.1.4	.sotejus	sol	a	eugertne	es	euq	snicse	articse	res	n​rebed	dadiruges	ed	n³	​	​	​	​	​	​	​	​	​	​	​	¼	​	¼	​	¼	​	¼	​	​	​	​	¼	​	​	¼	​	​	​	​	​	¼	​	​	​	​	​	¼	​icaulave	al	arap
sacitÂÃan	sosac	solleuqa	ne	otejus	la	etnemaralc	ramrofni	4.5.4	.tsi	nehesegrov	tarapÂ	Railway	ÃλaλrpfÂ³ΤΟrP	sad	gnuldnaheB	nered	rÂ‡f	,nediel	nedrewhcseB	na	redo	tiehknarK	renie	na	eid	,nedrew	trhÂ‡λfeghcrud	netneitaP	tim	trA	reseid	negnufÂ⌦rP	ehcsinilk	netllos	nemhansuA	netgitrefi	thcereg	nov	nehesegbA	.senoiccerroc	sal	y	soibmac	sol
ed	sortsiger	sol	ravresnoc	Â¡ãλrebed	rodagitsevni	lE	.nrednihrev	uz	negalretnU	reseid	gnuthcinreV	egitiezrov	redo	ehciltnehesrev	enie	mu	,nefiergre	nemhanÂÃaM	etllos	noitutitsnI	eid	/	refÂΤrP	reD	.bacillipd	pa	evitamron	inoizisopsid	el	noc	Â	Ãτtimrofnoc	ni	de	)3.41.5	and	2.31.5	idev(	rosnops	ollad	otacificeps	emoc	itavresnoc	eresse	onoved	oiduts	ni
ittodorp	I	4.6.4	.B	.wzb	nemmonegkcÂ³Γruz	noissimmoK-kihtE	egignÂ	PALACE	Ã→hbanu	eid	/	BRI	sad	hcrud	gnutreweB	ednemmitsuz	/	gnutsuz	imheneG	eid	nneW	3.21.4	.oyasne	le	erbos	satnugerp	sal	sadot	a	lagel	etnatneserper	us	o	otejus	le	arap	airotcafsitas	amrof	ed	rednopser	Â¡ÃλrebeD	.nedrew	tetreweb	dnemmitsuz	/	tgimheneg	noissimmoK-
kihtE	negignÂ	PALACE	/	BRI	mov	gnudnewreV	rerhi	rov	netllos	noitamrofnI	ehciltciltciltl	hcs	euen	edej	dnu	gnurÂ	RailwayΕlkresgnugilliwniE	nehciltfirhcs	ruz	ttalbmroF	etetiebrarebÂΤΤΟJ	.nedrew	treitnemukod	etllos	nenoitamrofnI	reseid	gnuliettiM	eiD	.driw	tredrofeg	rosnopS	med	tim	gnurabniereV	renie	Â³ΤΟΤΟΤΟλmeg	redo	negnummitseB
nehcilzteseg	nednednednedc	leg	red	dnurgfua	seid	sllaf	,nedrew	trhawebfua	tieZ	eregnÂ	Railway	Ãλi	rÂΤl	enie	rÂΤΟChDej	netllos	negalretnU	eseiD	.lairt	eht	fo	esoprup	ehT	)b(	.arucis	and	ataugeda	areinam	ni	to	the	sponsor	in	accordance	with	the	requirements	laid	down	and	within	the	time	periods	specified	in	the	protocol.	4.3.3	It	is	recommended
that	the	investigator	inform	the	subject’s	primary	care	physician	of	their	participation	in	the	trial	if	the	subject	has	a	primary	care	physician	and	if	the	subject	agrees	that	the	primary	care	physician	should	be	informed.	4.8	Informed	Consent	of	Trial	Subjects	4.8.1	In	obtaining	and	documenting	informed	consent,	the	investigator	must	comply	with	the
relevant	legislation,	the	PCB	standards	and	the	ethical	principles	that	have	their	origin	in	the	Declaration	of	Helsinki.	Page	15	4.1	Investigator	Qualifications	and	Agreements	4.1.1	The	investigator	should	be	qualified	by	qualifications,	training	and	experience	to	be	responsible	for	the	correct	conduct	of	the	clinical	trial	and	should	meet	all	the
requirements	specified	in	the	relevant	legislation).	Any	amended	informed	consent	document	and	written	information	must	receive	the	favourable	opinion	of	the	CEIC	before	use.	4.9.7	At	the	request	of	the	monitor,	the	auditor,	the	IRB/IEC	or	the	regulatory	authorities,	the	researcher/institution	should	make	available,	through	direct	access,	all
required	action	documents	related	to	the	study.	The	auditor/institution	must	inform	the	sponsor	without	delay	and	send	him	a	detailed	written	declaration	of	termination,	or	4.6	Investigational	Medicinal	Products	4.6.1	The	responsibility	for	the	accounting	of	investigational	medicinal	products	at	the	research	centre	lies	with	the	researcher/institution..



(d)	Clinical	testing	is	not	prohibited	by	law.	4.3.4	Although	a	person	is	not	required	to	give	his	or	her	reason	(s)	for	prematurely	withdrawing	from	a	trial,	the	investigator	should	make	a	reasonable	effort	to	determine	the	reason	(s)	for	Try.	Try.	Fully	respecting	the	rights	of	the	subject.	4.6.2	SOWEIT	ZURÃ£RESSIG	/	ERFORILLICH,	KANN	/	SOLTE
DER	PRIVER	/	DIE	INSTITUTION	Sena	/	Ihre	Verantwortung	FÃ	¼	r	Das	/	Die	PrÃ	³	fprÃ	​	Â	ÑParat	(s)	AM	PRÃ	​	FPRUTRUTRUM	GANZ	ODER	TEILWEISE	A	EINEN	GEEIGNETEN	APOTEKER	ODER	EINE	ANDERE	GEEIGNETE	Persona	Ã	¼	bertragen,	Die	der	Aufsicht	des	PRÃ	​	FERS	/	DERE	INSTITUTION	​	UNTERSTHTTT.	4.8.7	Before	obtaining
informed	consent,	the	experimenter	or	a	designated	person	must	leave	the	subject,	or	his	legally	recognized	representative,	for	as	long	as	necessary	and	the	possibility	to	inquire	about	the	details	of	the	study	before	deciding	whether	to	participate.	or	not	to	that.	If	the	results	of	the	study	are	published,	the	subject's	identity	will	remain	secret.	ApÃ	​	â	​°
INDEX	4.2.5	THE	INVESTIGATOR	IS	RESPONSIBLE	FOR	SUPERVISING	ANY	INDIVIDUAL	OR	PARTY	TO	WHOM	THE	DELEGATED	INVESTIGATOR	HAS	THE	TRIAL-RELATED	DUTIES	AND	FUNCTIONS	PERFORMED	AT	THE	TEST	SITE.	4.13	Final	report(s)	by	investigator	At	the	end	of	the	trial,	the	investigator,	³	appropriate,	must	inform	the
institution³	n;	The	researcher/institution	³	not	provide	the	IRB/IEC	with	a	summary	of	the	test	result	and	the	regulatory	authority	(IES)	with	any	required	report.	4.8.2	The	written	informed	consent	form	and	any	other	written	information	to	be	provided	to	the	subjects	should	³	be	reviewed	whenever	there	is	new	information	³	not	relevant	to	the
subject's	consent.	4.10.2	Der	Pr	PR	PRÃ	​	FER	SOLTTE	DEM	Sponsor,	Dem	IRB	/	Der	UnabhÃ	ngigen	Ethik-Kommissis	(Siehe	3.3.8)	Und	Gogegebenfalls	Der	Institution	UnverziÃ	³	bich	Jede	Ã	​	Ã	​	"Nderung	Schriftlich	Berichten,	Die	Die	Sicherheit	Der	Pr	PRIFungsteilnehmer	und	/	Oder	Die	DurchÃ	¼	hrung	der	Klinischen	Pr¼	beeinterÃ	Ñchtigen	kÃ	¶
ntte.	4.2.3	dem	PRÃ	​	EFER	SOLDEN	FURES	DEN	VORGETEENEN	PRÃ	​	FUNGSZEITRAUM	QUALIFIZITES	PERSONALES	EN	AUSREICHENDER	and	appropriate	facilities	are	available	so	that	clinical	testing	can	be	performed	properly	and	safely.	Prospects	should	direct	their	records	sufficiently	documenting	that	test	subjects	have	been	administered
at	the	doses	prescribed	in	PROFLAN.	4.9.2	The	Data	Reported	on	the	CRF,	GETTING	FROM	DOCUMENTS	ORIGINS,	MUST	BE	CONSISTED	LAST	SHORT;	Otherwise,	Discrepancies	Must	Be	Explained.	f)	THAT	ASPECTS	OF	THE	STUDY	HAVE	EXPERIMENTS.	Your	legal	representative	should	be	informed	as	soon	as	possible	about	the	clinical
examination	and	give	your	consent	for	further	participation.	Administrative	point	of	view	of	clinical	verification	(e.g.,	For	example)	ALTERNATIVE	PROCEDURES	OR	TREATMENTS	AVAILABLE	FOR	THE	SUBJECT	AND	ITS	POSTIBLE	BENEFITS	AND	RISKS.	4.2.6	If	the	investigator/institution	retains	the	services	of	any	person	or	party	to	perform
duties	and	functions	related	to	the	trials,	the	investigator/institution	must	ensure	that	such	person	or	party	is	qualified	to	perform	those	duties	and	functions	related	to	the	trial	and	must	implement	procedures	to	ensure	the	integrity	of	duties	and	functions	related	to	the	conducted	trial	and	the	data	generated.	4.3.4	THE	SUBJECT	DOES	NOT	HAVE
OBLIGENCE	TO	JUSTIFY	HIS	DECISION	TO	PREMATURELY	THE	TEST,	BUT	THE	INFESTIGATOR	MUST	MAKE	A	REASONABLE	EXPERIENCE	TO	AVERIGUARY	THE	RACE	HAVE	LEADED	TO	LEAVE	THE	STUDY,	ALWAYS	AND	WHEN	THE	Subject’s	Rights	are	REPREADS.	P)	That
SefarÃ​Â¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡¡	HEAT	IS	NOT	POSSIBILITIES	TO	OTHER	PREVIOUS	CONSENT	OF	THE	SUBJECT,	AND	THEY	IS	NOTPONIBLE	YOUR	LEGAL	REPORTANT	RECOGNIZED,	THE	SUBJECT	MUST	The	measurements	described	in	the	in	the
and/or	in	other	documents,	with	the	documented	approval/favourable	opinion	of	the	IRB/IEC,	to	protect	the	rights,	safety	and	well-being	of	the	subject	and	to	ensure	compliance	with	applicable	regulatory	provisions.	(i)	alternative	treatments	or	treatment	methods	available	to	the	test	participant,	as	well	as	their	significant,	potential	benefits	and	risks.
(b)	The	foreseeable	risks	to	the	subjects	are	low.	4.3.3	It	is	recommended	that	the	investigator	inform	the	primary	care	physician	of	the	subject’s	participation	in	the	trial,	provided	that	the	primary	care	physician	has	been	assigned	and	agrees	to	be	informed.	(e.g.	via	an	audit	trail).	forcing	or	improperly	influencing	further	participation	in	a	clinical
trial.	4.9	Records	and	Reports	4.9.1	The	researcher	shall	ensure	the	accuracy,	completeness,	legibility	and	timeliness	of	the	submission	of	data	to	the	sponsor	within	the	agreed	timeframe,	as	well	as	of	all	required	reports.	a	clinical	trial	in	which	no	immediate	clinical	benefit	for	the	trial	participant	is	to	be	expected)	are	only	carried	out	with	trial
participants,	who	give	their	consent	personally	and	give	the	written	declaration	of	consent.	​Ânually	date	and	sign.	give	its	legal	representative	sufficient	time	and	opportunity	to	inquire	about	the	details	of	the	clinical	trial	and	to	decide	whether	or	not	to	participate	in	the	clinical	trial.	4.8.4	None	of	the	oral	and	written	information	about	the	study,
including	the	written	informed	consent	form,	shall	contain	language	which	compels	the	subject	or	his	or	her	legal	representative	to	waive,	even	if	only	ostensibly,	any	legal	rights	or	which	exonerates	or	appears	to	exonerate	the	investigator,	institution,	sponsor	or	sponsor.	theirs	dalla	responsabilit​Ã	Â	per	negligenza.	4.2.2	The	investigator	should	have
sufficient	time	to	properly	conduct	and	complete	the	trial	within	the	agreed	trial	period.	4.9.3	Any	change	or	correction	to	a	CRF	should	be	dated,	initialed,	and	explained	(if	necessary)	and	should	not	obscure	the	original	entry	(i.e.	an	audit	trail	should	be	maintained);	this	applies	to	both	written	and	electronic	changes	or	corrections	(see	5.18.4	(n)).
4.5.3	El	investigador,	o	una	persona	designada	por	​Ã©Âl,	deber​Ã¡Â	documentar	y	explicar	cualquier	desviaci​Ã³Ân	del	protocolo	aprobado.	4.9.1	Der	Pr​Ã¼Âfer	sollte	die	Genauigkeit,	Vollst​Ã¤Ândigkeit,	Lesbarkeit	und	Aktualit​Ã¤Ât	der	Daten	gew​Ã¤Âhrleisten,	die	in	den	Pr​Ã¼Âfbogen	und	in	allen	geforderten	Berichten	an	den	Sponsor	weitergeleitet
werden.	The	subject	or	the	subject's	legally	acceptable	representative	should	be	informed	about	the	trial	as	soon	as	possible	and	consent	to	continue	and	other	consent	as	appropriate	(see	4.8.10)	should	be	requested.	Lo	sperimentatore	deve	conservare	le	registrazioni	delle	modifiche	e	delle	correzioni.	Sofern	f​Ã¼Âr	den	Pr​Ã¼Âfungsteilnehmer	kein
klinischer	Nutzen	zu	erwarten	ist,	sollte	er	darauf	aufmerksam	gemacht	werden.	Falls	die	Ergebnisse	der	klinischen	Pr​Ã¼Âfung	ver​Ã¶Âffentlicht	werden,	bleibt	die	Identit​Ã¤Ât	des	Pr​Ã¼Âfungsteilnehmers	vertraulich.	4.9.4	Lo	sperimentatore/istituzione	deve	conservare	i	documenti	dello	studio	secondo	quanto	specificato	nei	Documenti	Essenziali	per
la	Conduzione	di	uno	Studio	Clinico	(vedi	8.)	e	dalle	disposizioni	normative	applicabili.	Despu​Ã©Âs	de	que	el	documento	del	consentimiento	y	cualquier	otra	informaci​Ã³Ân	escrita	le	sea	proporcionada,	le​Ã​Âda	y	explicada	al	sujeto	o	a	su	representante	legal	y	despu​Ã©Âs	de	que	el	sujeto	o	el	representante	legal	del	sujeto	otorgue	su	consentimiento
oral	a	la	participaci​Ã³Ân	del	sujeto	en	el	ensayo	y,	si	es	capaz	de	hacerlo,	haya	firmado	y	fechado	personalmente	el	consentimiento	informado,	el	testigo	s'tcudorp	eht	fo	sdrocer	niatniam	dluohs,	noitutitsni	/	rotagitsevni	eht	yb	detangised	yes	ohw,	Laudividni	Etairpppa	rehto	ro	tsicamrahp	to	ro	/	dna	noitutitsni	/	rotagitsevni	eht	3.6.4	.otneimatart	adac
arap	airline	nâ³icangisa	ed	dadilibaborp	al	y	oyasne	led	sotneimatart	sol	)	C	.adecorp	odnauc,	laicrapmi	ogitset	le	y	lagel	ethnatneserper	US	OTEJUS	LE	ROP	Odidnetne	RS	redop	-	OCITCÂƒRP	ONIS	OCINCÂ	©	Ãƒt	RES	âRebed	on,	Otejus	La	nâ³ƒiMrofni	Ed	AJOH	Al	Odneyulcni,	Oyasne	Le	Erbos	ATIRCSE	and	Laro	NâƒiƒiMrofni	Al	Ne	Odazilitu	Ejaugnel
Le	6.8.4	.oYasne	Le	Noc	Nâƒicaler	NE	Senoicagilbo	Y	Saerat	Saerat	Saiƒicagitsevni	Ne	Sotnemacidem	Sol,	Olocotorp	Led	Etnematcerroc	Sadamrofni	Nâ¡	ƒtse	Oyasne	Le	ne	Napictrap	Sanosrep	Sal	​​Sadot	EQ	Razitnarag	-	Rodagitsevni	Le	4.2.4	.TnemlanosRep	Odamrofni	Otneimitnesnoc	Us	Radup	EUQ	Sotejus	Noc	Oyasne	Nu	Etnaidem	Oyasne	LED
Sovitejbo	Sol	Renetbo	Nadeup	ES	ON	EUQ)	A:	Senoicidnoc	Setneiugis	Sal	nalpmuc	es	euq	erpmeis	la	gel	ethnatneserper	nu	otneimitnesnoc	Le	noc	sotejus	ne	Esrazilaer	nedeup	ovég	©	©paret	oicifeneb	nis	soynene	sol	41.8.4.)	Ivisulcnoc	ICIDEM	ITREFER	and	ICITPOTULA	ITREFER:	ERATNEMELPS	ATSEIHCIR	ELAIZAMROFNI	ELAUTNEVE	INGO
CEI	/	BRIÂ	™	â	€	¢	Rosnops	Erinrof	Olla	Eved	Erotatnemireps	Ol,	ITALANGES	ETROM	ID	ISAC	I	REPLES	3.11.4	.GNULDNAHEB	RENIE	UZ	GNULIETUZ	ETREISMODNAR	ENIE	Râ¼HCILNIEHCSRHAW	EID	DNU	GNUFâ¼Ãƒrp	NEHCSINILK	RED	DNERHÂ¤ÃƒW)	C	(.Detseuqer	EB	dluohs,	tneserp	be	evitatneserper	elbatpecca	yllagel	s'tcejbus	eht	fo
eht	tnesnoc,	elbissop	tone	and	tcejbus	eht	fo	tnesnoc	roirp	nehw,	snoitautis	ycnegreme	nI	51.8.4	.nemhenrebÂ¼Ã	household	gnufÂ¼Ã	RP	nehcsinilk	red	gnurhÂ¼Ã	fhcruD	eid	eid	rÂ¼Ã	f	gnutrowtnareV	Mu,	Nies	Treizifilauq	Dnehcerpstne	Gnurhafre	Ehcilfureb	Eiwos	Gnudlibretiew	DNU	-Sua	HCRUD	ETLLOS	NEXURY	1.1.4	NEGNURABNIEREVFâ¼Ã
drp	DNU	SREFÃ¼RP	1.4	41	EGAP	.ODAMROFNI	OTNEIMITNESNOC	LE	nÂ	©	©ibmat	Rahcef	y	Ramrif	osnesnoc	le	erbos	etabed	le	otnaT	01.8.4	.selanigiro	sotnemucod	sol	noc	setnerehoc	res	nebed	,selanigiro	sotnemucod	sol	ed	nedecorp	euq	,ahcif	al	ne	sodatnemucod	sotad	soL	2.9.4	.odamrofni	otneimitnesnoc	us	etnemerbil	noreid	elbisimda
etnemlagel	etnatneserper	us	o	otejus	le	euq	y	,elbisimda	etnemlagel	etnatneserper	us	o	otejus	le	rop	adidnerpmoc	etnemetnerapa	y	dutitcaxe	noc	adacilpxe	euf	atircse	n³Ãicamrofni	arto	reiuqlauc	y	otneimitnesnoc	ed	oiralumrof	le	ne	adinetnoc	n³Ãicamrofni	al	euq	acifitrec	ogitset	le	,otneimitnesnoc	ed	oiralumrof	le	ramrif	lA	.ataidemni	n³Ãicacifiton
nereiuqer	on	euq	sotneimicetnoca	omoc	neuqifitnedi	)rodairepxE	led	etneidepxE	le	,olpmeje	rop(	otnemucod	orto	u	olocotorp	le	euq	solleuqa	otpecxe	,rodanicortap	la	etnemataidemni	esracifiton	nebed	)EAS(	sevarg	sosrevda	sotneimicetnoca	sol	sodoT	1.11.4	dadiruges	ed	semrofnI	11.4	.setnetepmoc	sarodaluger	sedadirotua	sal	ed	etrap	rop
n³Ãiccepsni	al	y	rotomorp	led	etrap	rop	n³Ãicacifirev	al	y	otneimiuges	le	ritimrep	ebed	n³Ãicutitsni/rodagitsevni	lE	4.1.4	.otneimitnesa	noc	adaulave	/	etneidnepednI	acit​Ã	ed	n3​ÃtimoC	le/BRI	le	rop	adaborpa	atircse	n³Ãicamrofni	al	nºÃges	.odamrofni	otneimitnesnoc	us	rad	ed	senoicidnoc	ne	©Ãtse	on	rodagitsevni	le	euq	ed	osac	ne	,ocin​Ãlc	oyasne	led
setnaveler	sotcepsa	sol	sodot	ed	lagel	etnatneserper	us	a	o	rodagitsevni	la	etnemanelp	ramrofni	¡Ãrebed	,adangised	l©Ã	rop	anosrep	anu	o	,rodagitsevni	lE	5.8.4	.setnetepmoc	sedadirotua	o	dadirotua	al	o/y	etneidnepedni	ocit©Ã	©Ãtimoc	le/BRI	le	,rodanicortap	le	rop	sodaticilos	setnenitrep	sotnemucod	sorto	u/y	odazilautca	eat​Ãv	muluc​Ãrruc	nu
etnaidem	salratiderca	y	selbacilpa	selagel	senoicisopsid	sal	rop	sadigixe	senoicacifilauc	sal	sadot	reesop	ebeD	.sodazilitu	on	sotcudorp	o	otcudorp	led	avitanretla	n³Ãicanimile	al	o	rotomorp	la	n³Ãiculoved	al	y	otejus	adac	rop	n³Ãicazilitu	al	,ragul	le	ne	oiratnevni	le	,oyasne	ed	ragul	la	that	the	written	informed	consent	form	and	any	other	written
information	³	to	be	provided	to	the	entity	shall	include	an	explanation	³	the	following:	a)	That	the	study	involves	research	³.	4.7	Randomization	Procedures	​	n	Â³	n	and	Unmasking	The	researcher	must​	a)	follow	the	randomization	procedures	​	n	specified	in	the	study	protocol,	it	is	appropriate,	and	ensure	that	only	if	theÃ	​	I	say	is	the	saint,	the	​	I	say,	theÃ
​	diumÃ	​	aÂ³	centuries	in	the	protocol.	(e)	The	subject's	responsibilities.	In	addition:	4.12.1	If	the	investigator	concludes	or	discontinues	a	study	without	prior	agreement	with	the	sponsor,	the	investigator	shall	inform	the	institution	³	Â	​,	if	applicable,	and	the	investigator/institution	³	shall	promptly	inform	the	sponsor	and	the	Â	IRB/IEC	​	and	shall	provide
the	sponsor	and	Â	IRB/IEC	​	with	a	detailed	written	explanation	³	the	conclusion³	or	discontinuation	of	the	study.	4.5.3	The	investigator	or	the	person	designated	by	the	investigator	shall	document	and	explain	any	deviation	³	the	approved	protocol.	The	immediate	and	follow-up	report​	identify	subjects	by	a	unique	c'³	assigned	to	the	world's	leader:	and
not	by	the	name	of	the	world,	its	​	numbers	of	identification	​	usÃ	​	personal	or	in	a	technical	​Ã	​,	n.	We	notify	you	Â³	n	immediate	dutyÃ,	​	be	followed	by	detailed	written	reports.	Page	7	4.1	InvestigatorÃ¢	Â	​	s	Qualifications	and	Agreements	4.1.1	The	investigator(s)	should	be	qualified	by	education,	training,	and	experience	to	assume	responsibility	for	the
proper	conduct	of	the	trial,	should	meet	all	the	qualifications	specified	by	the	applicable	regulatory	requirement(s),	and	should	provide	ce	of	such	qualifications	through	up-to-date	curriculum	vitae	and/or	other	relevant	documentation	requested	by	the	sponsor,	the	IRB/IEC,	and/or	the	regulatory	authority(ies).	MinderjÃ	cle	​	oder	Patienten	mit
schwerer	Demenz),	dann	the	se	rodanicortap	lE	.ollocotorP	leN	rodanicortaP	ollaD	ilaicepsE	opmeT	id	idoireP	I	ortnE	dE	enoizalangeS	id	itisiuqeR	I	odnoceS	rodanicortaP	olla	italangeS	eessE	onoveD	azzeruciS	alleD	alreP	icitirC	neV	ollocotorP	leN	itacifitnedI	oirotarobaL	id	irolaV	ieD	​ÃtilamronA	eL	O	/	E	itnevvA	itnevE	ilG	2.11.4	.CEI	/	BRI	¢​â'	LLED
KRAD	ELOVAEERROF	ERERAP	/	ENOIZAVORPA	AIVERP	EIROTALOGER	ETIROTUA	ENOC	,OIRESDNI	ES	,E	rodanicortaP	oL	NOC	OTADROCNOC	OLLOCOTORP	LA	ETIMROFNOC	NE	OIDUTSE	OL	ERNRUDNOC	EVED	ENOIZUTITSI	/	EROETNEIMIREPS	OL	1.5.4	OLLOCOTORP	LA	AZNEREDA	5.4	.)SEI(	arodalugeR	dadirotuA	al	o	/	y	CEI	/	BRI	le
,rodanicortap	le	rop	adaticilos	etnaveler	n³Ãicatnemucod	arto	u	/	y	odazilautca	eativ	muluc​Ãrruc	ed	s©Ãvart	a	adeuqsºÃb	ed	senoicacifilac	ed	aicnedive	ranoicroporp	ebed	y	,	)s(	selbacilpa	soirotaluger	sotisiuqer	sol	rop	sadacificepse	senoicacifilac	sal	sadot	noc	rilpmuc	ebed	,oyasne	led	adauceda	n³Ãiccudnoc	al	ed	dadilibasnopser	al	rimusa	arap
aicneirepxe	al	y	n³Ãicaticapac	al	,n³Ãicacude	al	rop	odacifilac	res	ebed	)s(	rodagitsevni	)sol(	lE	1.1.4	SERODAGITSEVNI	ED	SODREUCA	Y	SENOICACIFILAC	1.4	11	egaP	.oL	NOC	ODROCA	UNO	ed	senoicacilpA	senoicacilpA	savitamron	senoicacilpA	inoitisopsiD	ellaD	otseihciR	ES	,ognuL	​ÃiP	³Ãdoirep	rop	itavresnoC	reesE	onoveD	itnemucoD	itseuQ
,aivattut	o	n³Ãicapicitrap	ed	abeurp	al	ed	etnapicitrap	nu	res	nebed	ocin​Ãlc	nemaxe	le	ne	sodarculovni	sodaelpme	sol	in	n³Ãicaro	al	iN	3.8.4	.otcepsA	etsE	arbuC	elbarovaF	AMATCID	LE	OTNAT	ROP	EUQ	Y	SOTEJUS	SELAT	ED	N​ÃISULCNI	AL	ARAP	CIEC	led	elbarovaF	nematciD	lE	tnesserpxE	aticiloS	ES	euQ	)e	.n³Ãicagitsevni	ed	otcudorp	le
edneterp	es	lauc	al	arap	n³Ãicidnoc	o	dademrefne	anu	neneit	euq	setneicap	ne	razilaer	ebed	es	,n³Ãicpecxe	al	euqifitsuj	es	euq	sonem	a	,adeuqsºÃb	ed	sabeurp	saL	.eggeL	allaD	otateiV	aiS	noN	oidutS	OL	)d	.otircse	rop	otneimitnesnoc	ed	n³Ãicaralced	al	ramrif	y	ramrifnoc	edeup	is	,y	ocin​Ãlc	nemaxe	led	senoicaredisnoc	sus	ed	onu	ne	odamrofni	res
reiuqlauc	ranoicceles	redop	ebed	n³Ãicutitsni	al	rop	o/​ÃrP	reklaS	le	rop	adangised	anosrep	reiuqlauc	o	​ÃrP	reklaS	lE	6.6.4	.je.p(	n³Ãicamrofni	al	adot	a	BRI/etneidnepedni	acit©Ã	ed	©Ãtimoc	la	y	rodanicortap	la	redecca	ebed	​ÃrP	laid	le	,​ÃhtaeD	a	osecca	le	raralced	lA	3.11.4	.elbatpecani	n³Ãiculos	anu	ed	amrof	ne	o±Ãa	etnemahcertse	sodazirotinom
res/ND​Ã​Ã​Ã​Ã​Ã​Ãrebed	soyasne	sotse	ne	sotejus	soL	o	​ÃrP	sotcelaid	sol	ratlusnoc	ebed	alle/l©Ã	rop	adangised	anosrep	anu	o	​ÃrP	laid	le	,osecca	roiretna	us	ed	s©Ãupsed	,​ÃrP	odacram	ed	oicivres	la	odanoba	led	otneimitnesnoc	le	renetbo	ed	setnA	7.8.4	.ram	le	arap	elbisiverp	oggig	le	euQ	)b	.rodanicortap	le	rop	adanoicroporp	n³Ãicamrofni	arto	y	CPS	le
,oirausu	led	n³Ãicamrofni	al	,noitamrofnirefklaS	​ÃrP	lautca	n³Ãicamrofni	al	,nalpklaS	​ÃrP	le	ne	ebircsed	es	nºÃges	,​ÃrP	sreklaS	sol	ed	recah	edneterp	es	euq	osu	le	noc	odazirailimaf	etnemanelp	ratse	ebed	reklaS	​ÃrP	lE	2.1.4	.otejus	led	elbatpeca	etnemlagel	etnatneserper	le	o	otejus	le	,otircse	rop	odamrofni	otneimitnesnoc	ed	oiralumrof	nu	ed	amrif	al
etnaidem	,euq	y	selbacilpa	sotnemalger	y	seyel	sal	natimrep	ol	euq	ne	adidem	al	ne	,otejus	led	dadilaicnedifnoc	al	raloiv	nis	,socin​Ãlc	soyasne	sol	ed	sotad	o/y	sotneimidecorp	sol	ed	n³Ãicacifirev	al	arap	)s(etneicap	led	)s(lanigiro	)se(arodaluger	)se(dadirotua	)s(al	y	CEI/BRI	,)s(rotidua	,)s(rotinom	)sol	a(la	otcerid	osecca	adecnoc	es	euQ	)n	.selbacilpa
soiratnemalger	sotisiuqer	sol	ed	otneimilpmuc	le	razitnarag	y	otejus	led	ratseneib	le	y	dadiruges	al	,sohcered	sol	regetorp	arap	,CEI/BRI	led	adatnemucod	n³Ãinipo/n³Ãicaborpa	al	noc	,seragul	sorto	ne	o/y	olocotorp	le	ne	satircsed	sadidem	rigixe	¡Ãrebed	otejus	led	n³Ãicpircsni	al	,otejus	led	elbatpeca	etnemlagel	etnatneserper	​Â	autejbus	led	agnopsid
es	on	y	otejus	led	oiverp	otneimitnesnoc	le	elbisop	aes	on	odnauC	.)21.5.5	esa©Ãv(	regN	otlA	le	,nanecamla	es	on	sotnemucod	sotse	is	n³Ãicutitsni	al	a/atsifrus	la	ramrofni	ed	elbasnopser	Sal	Noc	Odammar,	Odehcef	Res	Â¡ÃƒREBERB	ARC	LED	SOTAD	SOL	ED	NÂ³ÃƒICCERCERROC	REIUQLAUC	3.9.4	.OC	LED	OIVERP	Elbarovaf	Nematcid	Le	Nis,
Olocotorp	LED	oibmac	nu	o	nÂ³Ãƒiciacifidom	anu	razilaer	edeup	rodaGITSEVNI	LE	4.5.4	.wzb	Rosnops	ned,	noitutitsni	eid,	rehcilzteseg	nies	.ElovePAsnoc	enresses	eved	otteggos	li,	otteggos	li	rep	otsiverp	ocinilc	oicifeneb	nucla	Â¨Ãƒ	iv	non	arolaauq	.nies	dnesnna	sehcâ¤ÃƒrpsegsgnurÂ¤ãƒwfua	sed	dnerhÂ¤Ãƒwfua	rehcilzteseg	nies	redo
remhenlietsgnufÂ¼Ãƒrp	nie	NieRefos	9.8.4	.stcejbus	ot	dedivorp	eb	ot	noitamrofni	nettirw	rehmeSitrevda,	.ge	(serudecorp	tnemtiurcer	tcejbus,	setadpu	mroph	noinipo	elbaruovaf	/	lavorppa	detad	dn	A	Nettirw	Evah	Dluohs	Noitutitsni	/	Rotagititevni	Eht,	Lairt	a	gnitaitini	Erofeb	1.4.4	Cei	/	Bri	Htiw	Noitacinummoc	4.4	.z	()	S	(EtarapÂ¤ÃƒrpfÂ¼Ãƒrp	Red
/	Sed	Gnudnilbtne	Egitlos,	HCusrevdnilb	Nenie	Mu	GNUFÂ¼ÃƒRP	NEHCSINILK	RED	IEB	HCIS	SE	TLEDNAH.)	Sei	(ytirohtua	Yrotuger	EHT	RO	/	DNA,	Rosnops	EHT	YHTSEUQER	Noitiv	MulucirRUF	ETAD-HCUS	FO	Ecnedive	Edivorp	Dluohs	DNA	)	s	(tnemeriuqer	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilauq	eht	lla	Tee	dluohs	secular,	eht	fo
tcudnoc	Reporter	eht	Roff	ytilibisnopser	eMusic	ot	ecneirepxe	dna,	gniniart,	noitacude	yb	deifilauq	eb	dluohs)	s	(rotagitsevni	broader	1.1.4	stnemeergA	dna	snoitacifilauQ	sA	A	€.	Rotagitsevni	1.4	61	egap	.tglofeb	githcir	Negnusiewna	Eid	RemhenlietSgnufÂ¼ÃƒrprebÂ¼rettegna	GNUFÂ¼ÃƒTSBA	NencSinilk	Red,	NegiÂÿÃƒ¤Ãƒmleger	Ni	DNU
NretuÂ¤Ãƒlre	)	S	(EtarapÂ¤ÃƒrpfÂ¼Ãƒrp	Red	/	Sed	Gnudnewrev	Etkrok	EID	and	explained	(if	necessary)	and	should	not	hide	the	original	data	(that	is,	you	should	keep	a	Ã	â	€	â	€	Å	"Audit	trailÃ	â	€	å	¥).	4.8.7	Before	obtaining	informed	consent,	the	researcher	or	the	person	designated	by	him,	should	give	the	subject	or	to	his	legal	representative
opportunity	and	time	enough	to	ask	about	the	details	of	the	essay	and	to	decide	if	He	wants	to	participate	in	the	essay	or	not.	4.8.3	Neither	the	investigator	nor	the	personnel	involved	in	the	study	will	exercise	any	coercion	or	undue	influence	on	a	person	to	induce	it	to	participate	or	continue	participating	in	a	study.	The	promoter	will	instruct	the
researchers	and	/	or	their	appointed	representatives	to	carry	out	these	corrections.	4.4.2	As	part	of	the	written	request	of	the	researcher	/	institution	to	the	IRB	/	IEC,	the	researcher	/	institution	will	provide	the	IRB	/	IEC	an	updated	copy	of	the	Researcher's	file.	In	cases	where	the	prior	consent	of	the	subject	is	not	possible	and	the	legal	representative
of	the	subject	is	not	present,	the	inclusion	of	the	subject	should	comply	with	the	requirements	described	in	the	Protocol	or	in	another	documentation	separately	,	with	the	ceic	favorable	opinion	to	protect	the	rights,	safety	and	well-being	of	the	subject	and	ensure	compliance	with	the	relevant	legislative	requirements.	4.11.2	Adverse	events	and	/	or
anomal	laboratory	values	​​identified	in	the	audit	plan	as	criticism	for	safety	assessment	should	be	notified	to	the	promoter	in	accordance	with	the	rules	applicable	to	notification	and	within	the	period	set	by	the	promoter	in	the	Audit	plan.	4.1.4	The	investigator	and	the	institution	should	allow	the	promoter	to	monitor	and	the	audit	of	the	clinical	trial
and	the	competent	authorities	the	realization	of	the	corresponding	inspections.	4.9.7	A	petition	of	the	monitor,	auditor,	IRB	/	IEC	or	regulatory	Researcher	/	Institution	must	give	a	disposal	of	direct	access	to	all	requested	records	related	to	the	test.	4.6.5	The	experimenter	must	ensure	that	the	study	products	are	used	only	according	to	the	approved
protocol.	4.9.6	The	financial	aspects	of	the	study	must	be	documented	in	an	agreement	between	the	sponsor	and	the	experimenter	/	institution.	4.11.3	To	detect	deaths,	the	researcher	must	provide	the	sponsor	and	IRB	/	IEC	with	an	additional	information	requested	(for	example,	autopsy	reports	and	medical	terminal	reports).	The	communication	of
this	documented	information	documented.	4.9.4	The	investigator	/	institution	must	maintain	the	test	documents	according	to	what	is	specified	in	the	essential	documents	for	the	realization	of	a	clinical	assay	(see	8.)	and	according	to	the	applicable	regulatory	requirements	(S).	If	this	is	updated	during	the	study,	the	experimenter	/	institution	must
provide	a	copy	to	IRB	/	IEC.	4.8.13	Excep	in	the	case	I	desce	"at	point	4.8.14,	no	therapy	anonym	(for	example,	say	an	essay	in	which	not	if	it	experiences	any	direct	clinus	for	the	subject),	to	be	Enhanced	on	the	subjects	who	personally	give	in	consent	and	that	they	sign	and	dheful	the	informed	consent.	Seinen	Gestzlichen	Vertreter	und
Gegebenenfalls	Den	Unpartioischen	Zeugen	versesÃ¤ndlich	Sein.	4.8	Informed	consent	of	the	subjects	involved	in	study	4.8.1	In	the	obtaining	and	documentation	of	informed	consent,	the	experimenter	must	comply	with	the	applicable	regulatory	provisions	and	must	comply	with	the	PCC	and	the	ethical	principles	that	originate	in	the	Helsinki	".	â,	Â"
¢.	Usttimigeiten	Sollten	ErklÃ¤rt	Werden.	(O)	DaÃ'ar	aufzeichnungen,	aufzeichnungen,	aufzeichnungen,	drerer	de	aufhungsteneilneyhmer	Identifiziert	Werden	Kann,	Verraulich	Behandelt	Werden	Und	Nicht	A	Die	Ãƒ-ffentlichkeit	Gelargen,	This	is	not	the	same	difference	regulated	differently.	4.2	Adecouación	de	los	Recursos.	Recursos.	nu	euqifiton
rodagitsevni	le	odnauC	3.11.4	olucl¡ÃC	oyasne	led	avitanretla	n	aluc	​Ãicanimile	o	rotomorp	la	nnc	​Ãiculoved	al	y	otejus	adac	adac	ed	etrap	rop	osu	le	,oiratnevni	led	ortnec	le	ne	otnemacidem	led	o​Ãvne	led	ortsiger	nu	renetnam	​Ãrebed	,n	³Â	​Ãicutitsni/rodagitsevni	le	rop	odangised	odix³Ã	ayah	euq	,odaiporpa	oudividni	orto	u	ocitu©Â	aicamraf	anu	o/y
n	³Â	​Ãicutitsni/rodagitsevni	lE	3.6.4	.odaticilos	emrofni	reiuqlauc	raluger		Âsedadirotua	sal	a	y	oidutse	led	odatluser	​Â	led	nemuser	nu	CEI/​Â	BRI	​Â	a	ranoicroporp	ebed	n³Ãicutitsni/rodagitsevni	le	;​Ân³Ãicutitsni	​Â	a	ramrofni	ebed	,osac	le	se	is	,rodatnemirepxe	le	,oidutse	le	razilanif	lA	rodatnemirepxE	led	lanif	emrofnI	31.4	.)sei(ytirohtua	yrotaluger	eht
ro/dna	,CEI/BRI	eht	,rosnops	eht	yb	detseuqer	noitatnemucod	tnaveler	rehto	ro/dna	eativ	mulucirruc	etad-ot-pu	hguorht	snoitacifilauc	hcus	fo	ecnedive	ed	dluohs	dna	,)s(tnemeriuqer	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilac	eht	lla	teem	dluohs	,lairt	eht	fo	tcudnoc	reporp	eht	rof	ytilibisnopser	emusa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb
deifilauq	eb	dluohs	)s(rotagitsevni	ehT	1.1.4	stnemeergA	dna	snoitacifilauQ	s	​Â	¢ÃrotagitsevnI	1.4	71	egaP	.enep	led	solgis	sol	a	y	n	,​Ãicagitsevni	ne	otnemacidem	la	odangisa	ogid	³Â	​Ã	c	y	)adecorp	odnauc(	dadicudac	ed	ahcef	,eires/etol	ed	on	,daditnac	,ahcef	al	riulcni	on	a	​Ãrebed	sortsiger	sotsE	.nellets	gnug	¼Â	​ÃfreV	ruz	nerutkerroK	rehclos	gnurh
¼Â	​ÃfhcruD	ruz	negnutielnA	nretertreV	netnnaneb	nref	¼Â	​ÃrP	ned	nov	ned	redo	/	dnu	nref	¼Â	a	​ÃrP	ned	netllos	nerosnopS	eiD	.d(	nekcedrev	thcin	gartnielanigirO	ned	dnu	nies	nehesrev	a	​Ãrc	​Ãrc	a	​Ãrc	a	​ÃlkrE	renie	tim	)hcilredrofre	sllaf(	dnu	nelaitinI	,mutaD	tim	netllos	negobf	¼Â	​ÃrP	menie	na	nerutkerroK	redo	negnuredn	​Â	​Ã	sal	A	3.9.4
.odadroca	n³Ãicatartnoc	ed	odo​Ãrep	le	etnarud	saen³Ãdi	sanosrep	ed	otsiverp	oremºÃn	le	ratulcer		Âdadilibisop	al	)sovitcepsorter	sotad	ed	ritrap	a	,olpmeje	rop(	rartsomed	ed	zapac	res	ebed	rodagitsevni	lE	ohcum	.olramrofni	id	oludom	li	otatad	e	otamrif	on	,etnatneserpff	id	odarg	ne	es	,otuicsonocir	etnemlagel	etnatneserppar	ous	li	o	otteggos	li	»​ã	​Ã
oiduts	olla	enoizapicetrap	alla	e	elabrev	li	otinrof	onnah	otuicsonocir	etnemlagel	etnatneserppar	ous	li	o	,otteggos	li	»​ã	otuicsonocir	etnemlagel	ous	nu	da	o	otteggos	la	itageips	e	ittel	itats	onos	itteggos	ia	atinrof	eresse	eved	ehc	attircs	enoizamrofni	artla	isaisla	e	ott	abircse	otamrofni	id	oludom	li	»​ã	:ehc	opod	otamrofni	id	oludom	euqude	eratad	e
eramrif	enomitset	lI	.ottirid	euqnumoc	ah	otteggos	li	iuc	il	ied	atidrep	o		Âtilanep	anucla	aznes	,otnemom	isaislauq	ne	,oiduts	ollad	israritir	²ÂisrasurBup	o	oiduts	olla	otteggos	led	enoizapiceteD'l		Ã	,larutan	oiduts	olla	otteggos	led	enoizapicetrap	al	ehC	)m(	.odaborpa	olocotorp	led	n³Ãicaivsed	reiuqlauc	racilpxe	y	ratnemucod	ebed	,rodagitsevni	le	rop
adangised	anosrep	al	o	,rodagitsevni	lE	3.5.4	.32CIEC	la	y	sedadirotua	al	a	,sadarepseni	e	sevarg	senoiccaer	sal	ed	n	³Â	hsurBn³Ãicacifiton	anu	a	etnerefer	avitamron	al	n©Â	​Ãibmat	esratsuja	ssurBrebed	rodagitsevni	lE	.odaborpa	PArP	nalpklaS	le	​Â	​Ã​Ã	osecca	le	etnemalos	odnasu	)s(nalpklaS​ÃrP	le	​Â	odasu	aes/aes	​ÃrP	reklaS	le	euq	rarugesa	ebed	​ÃrP
reklaS	lE	5.6.4	.​Ãf	ed	setneyo	sol	ed	sortsiger	sus	ed	n³Ãicanimile	o	rodanicortap	la	odazilitu	on	osecca	led	​ÃR	ed	socinºÃ	sodraugser	sol	erbos	senoinipo	sal	omoc	​Ãsa	,sreklaS	​ÃrP	ralucitrap	led	osu	la	,etnetsixe	reklaS	​ÃrP	la	,retneC	reklaS	​ÃrP	la	reklaS	​ÃrP	serotisopxe	sol	ed	serbmon	sol	o	erbmon	le	rartsom	nadeup	euq	arap	snaklas	sol	a	regetorp	a​‐
Ãrebed	n³Ãicutitsni	al/reklaS	​ÃrP	le	rop	adangised	adaiporpa	anosrep	arto	reiuqlauc	.​Ãfrev	la	​ÃgnoS	​ÃrP	ocin​Ãlc	osecca	le	noc	odaicosa	​ÃhcS	nu	ed	osac	le	ne	​ÃrP	odanoba	la	odaicosa	​Ãhcsed	ed	otart	o/y	osecca	le	)j(	.p(	neticilos	el	euq	n	noitiddAicamrofni	al	yoh	CIEC	la	y	rotomorp	la	ratilicaf	ojaB	^rebed	facilitar​Ã¡Ân	a	los	investigadores	y	a	los
representantes	designados	por	los	investigadores,	una	gu​Ã​Âa	sobre	c​Ã³Âmo	hacer	tales	correcciones.	4.9.2	Los	datos	incluidos	en	el	CRD,	que	se	deriven	de	documentos	fuente,	deber​Ã¡Ân	ser	consistentes	con	dichos	documentos	o	en	caso	contrario	justificar	las	discrepancias.	(r)	The	foreseeable	circumstances	and/or	reasons	under	which	the
subject's	participation	in	the	trial	may	be	terminated.	4.10	Berichte	zum	Fortgang	der	klinischen	Pr​Ã¼Âfung	4.10.1	Der	Pr​Ã¼Âfer	sollte	dem	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	j​Ã¤Âhrlich	oder	¢Ã​Â​Â	falls	vom	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	gefordert	¢Ã​Â​Â	auch	h​Ã¤Âufiger	eine	schriftliche	Zusammenfassung	des	Standes	der
klinischen	Pr​Ã¼Âfung	vorlegen.	j)	La	indemnizaci​Ã³Ân	y/o	tratamiento	disponible	para	el	sujeto	en	caso	de	cualquier	perjuicio	relacionado	con	el	ensayo.	q)	Las	personas	de	contacto	para	obtener	informaci​Ã³Ân	adicional	del	ensayo	y	de	los	derechos	de	los	sujetos	participantes,	y	con	quien	contactar	en	caso	de	lesiones	relacionadas	con	el	mismo.	4.7
Randomization	Procedures	and	Unblinding	The	investigator	should	follow	the	trial's	randomization	procedures,	if	any,	and	should	ensure	that	the	code	is	broken	only	in	accordance	with	the	protocol.	Lo	sperimentatore	deve,	inoltre,	adeguarsi	alle	disposizioni	normative	applicabili	relative	alla	segnalazione	alle	autorit​Ã	Â	regolatorie	ed	all¢Ã​Â​ÂIRB/IEC
di	reazioni	avverse	da	farmaci	serie	inattese.	4.6.2	Where	allowed/required,	the	investigator/institution	may/should	assign	some	or	all	of	the	investigator's/institution¢Ã​Â​Âs	duties	for	investigational	product(s)	accountability	at	the	trial	site(s)	to	an	appropriate	pharmacist	or	another	appropriate	individual	who	is	under	the	supervision	of	the
investigator/institution.	4.2	Recursos	Apropiados	4.2.1	El	investigador	deber​Ã¡Â	ser	capaz	de	demostrar	(p.e.	bas​Ã¡Ândose	en	datos	retrospectivos)	su	capacidad	para	reclutar	el	n​ÃºÂmero	requerido	de	Suitable,	within	the	recruitment	period	established	4.8	Disclaimer	for	recognition	4.8.1	When	consent	keys	are	collected	and	documented,	access	to
prival	dialogs	is	granted	after	prior	access,	dial	them	PrÃ	logos	must	comply	with	the	applicable	legal	provisions,	PCG	and	the	ethical	principles,	which	originate	in	Helsinki's	declaration.	4.8.14	Non-therapically	assays	can	be	carried	out	in	accordance	with	the	consent	of	a	legally	acceptable	representative,	provided	that	the	following	conditions	are
met:	a)	The	objectives	of	the	trial	can	not	be	achieved	through	a	trial	in	people	who	can	give	their	informed	consent	personally.	This	instant	message	must	be	followed	by	a	detailed	written	report	as	soon	as	possible.	4.10	Follow-up	reports	4.10.1	The	frequency	researcher	in	writing	annually	the	company.	(c)	The	negative	effects	on	the	well-being	of
the	prival	subscriber	will	be	minimal	and	minimal	at	a	minimum	of	âÿ.	4.12.2	If	the	sponsor	ends	or	suspends	a	trial	(see	5.21),	the	researcher	will	inform	the	institution	in	which	and	the	applicable	researcher	/	institution	should	inform	the	IRB	/	IEC	without	delay	and	provide	the	IRB	/	IEC	Detailed	information	of	the	termination	or	suspension.	g)	the
risks	or	foreseeable	inconveniences	for	prival	dialogs,	if	applicable,	Ã	â	€	"FPA	R	an	embryon,	your	or	sucked	your.	4.8.11	Before	your	participation	in	the	trial,	the	representative	of	the	legal	duty	of	written	informed	and	date,	written	day	to	the	information,	facilitated	to	the	º.	Your	agents	will	emit	or	result	in	a	false	impression	of	your	driving
responsibility.	4.3.4	Although	a	prival	subscriber	led	sotejus	sol	a	etnemadip¡Ãr	ramrofni	ebed	n³Ãicutitsni/rodagitsevni	le	,ovitom	reiuqlauc	rop	ednepsus	es	o	etnemarutamerp	animret	es	oyasne	le	iS	oyasne	nu	ed	n³Ãisnepsus	o	arutamerp	n³ÃicanimreT	21.4	.rotomorp	le	noc	odreuca	nu	o	selbacilpa	soiratnemalger	sotisiuqer	sol	negixe	ol	​Ãsa	is	ogral
s¡Ãm	odo​Ãrep	nu	etnarud	esravresnoc	nebed	sotnemucod	sotse	,etnatsbo	oN	.selaicnetop	sogseir	y	soicifeneb	setnatropmi	sus	y	,otejus	le	renopsid	adeup	euq	ed	otneimatart	ed	sosruc	o	osruc	le	o	sovitanretla	sotneimidecorp	o	otneimidecorp	lE	)i	.wzb	remhenlietsgnuf	¼Â	​ÃrP	red	dnu	dnis	nedrow	tretu	​Ãlre	retertreV	nehcilzteseg	menies	.etnegiv	n	³Â
​Ãn³Ãicalsigel	al	a	emrofnoc	y	)3.41.5	y	2.31.5	esa©Â​Ãv(	rotomorp	le	racificepse	nºÂ​Ãges	esranecamla	n¡Â​Ãrebed	n	³Â	​Ãn³Ãicagitsevni	ne	sotnemacidem	soL	4.6.4	.nretu	​Ãlre	rodanicortaP	med	dnu	nereitnemukod	hcilg	¼Â	​Ãzrevnu	)sessingierE	nethcsn	¼Â	​Ãwrenu	nednegeiwrewhcs	senie	negew	dnilbtnE	,gnu	dnilbtnE	ehciltnehesrev	.oiciuj	le	ne
rapicitrap	rop	otejus	la	,osac	us	ne	,otsiverp	odaetarrorp	ogap	lE	)k	.wzb	rekehtopA	nie	redo	/	dnu	noitutitsnI	eid	/	ref	¼Â	​ÃrP	reD	3.6.4	.)se(arodaluger	)se(dadirotua	)s(al	a	)c	,oirasecen	areuf	is	,y	odreuca	us	arap	rotomorp	la	)b	,elbarovaf	nematcid/n³Ãicaborpa	y	n³Ãisiver	us	arap	IEC/BRI	la	)a	:esratneserp	n¡Ãrebed	)s(atseuporp	olocotorp	ed
)s(adneimne	)s(al	,edecorp	is	,y	olle	ed	senozar	sal	,sodatnemelpmi	oibmac	le	o	n³Ãicaivsed	al	,elbisop	aes	omoc	otnorp	naT	.arenam	arto	ed	ohcered	eneit	otejus	le	euq	sol	a	soicifeneb	ed	adidr©Ãp	in	anep	nis	,otnemom	reiuqlauc	ne	,oiciuj	led	esrariter	o	rapicitrap	a	esragen	edeup	otejus	le	euq	y	airatnulov	se	oiciuj	le	ne	otejus	led	n³Ãicapicitrap	al
euQ	)m	.nereitkepser	gnafmU	mellov	ni	sremhenlietsgnuf	​ÃrP	sed	ethceR	eid	hcodej	iebad	,nednifuzsuareh	edn	¼Â	​ÃrG	eid	,nehcusrev	e	​Â	​ÃaM	menessemegna	ni	ref	¼Â	​ÃrP	red	etllos	,nelietuztim	gnuf	¼Â	​ÃrP	nehcsinilk	renie	nov	ttirtkc	¼Â	​ÃR	negitiezrov	ned	r	¼Â	​Ãf	edn	¼Â	​ÃrG	enies	,tsi	tethcilfprev	al	al	areiuqer	ol	odnauc	,y	oyasne	led	sotejus
sol	arap	sodauceda	otneimiuges	nu	y	aiparet	anu	rarugesa	ebed	yrotaluger	eht	ro/dna	,CEI/BRI	eht	,rosnops	eht	yb	detseuquer	noitatnemucod	tnaveler	rehto	ro/dna	eativ	mulucirruc	etad-ot-pu	hguorht	snoitacifilauq	hcus	fo	ecnedive	edivorp	dluohs	dna	,)s(tnemeriuqer	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilauq	eht	lla	teem	dluohs	,lairt	eht	fo
tcudnoc	reporp	eht	rof	ytilibisnopser	emussa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb	deifilauq	eb	dluohs	)s(rotagitsevni	ehT	1.1.4	stnemeergA	dna	snoitacifilauQ	s​ÂÃ​Ã	per	nettirw	,deliated	yb	yltpmorp	dewollof	eb	dluohs	stroper	etaidemmi	ehT	.tah	treigeled	nebagfuA	enegozebsgnuf¼	​	¼	​	¼	​	​	​	​	³	​	​	​	³	​	​	​	​	​	​	​	​	¼	​	lanigiro	,suoenaropmetnoc	,elbigel
,elbatubirtta	eb	dluohs	atad	ecruoS	.)sei(ytirohtua	yrotaluger	eht	ro/dna	,CEI/BRI	eht	,rosnops	eht	yb	detseuquer	noitatnemucod	tnaveler	rehto	ro/dna	eativ	mulucirruc	etad-ot-pu	hguorht	snoitacifilauq	hcus	fo	ecnedive	edivorp	dluohs	dna	,)s(tnemeriuq	er	yrotaluger	elbacilppa	eht	yb	deificeps	snoitacifilauq	eht	lla	teem	dluohs	,lairt	eht	fo	tcudnoc
reporp	eht	rof	ytilibisnopser	emussa	ot	ecneirepxe	dna	,gniniart	,noitacude	yb	deifilauq	eb	dluohs	)s(rotagitsevni	ehT	1.1.4	stnemeergA	dna	snoitacifilauQ	sÂ	1.4	2	egaP	.otteggos	led	Â	Ãτtilibasnopser	eL	)e	.sotejus	sol	a	adatilicaf	odis	ayah	el	euq	,articse	nÂτΕibafni	al	ed	senoicacifidom	sal	sadot	ed	aipoc	anu	omoc	ÂÃFAX	,adahcef	y	adamrif
otneimitnesnoc	led	senoicazilautca	sal	ed	aipoc	anu	ribicer	Â¡ÃΤyasne	le	ne	otejus	led	n	Â	³Cepciapicitrap	al	etnaruD	.nedrew	tregaleg	negnummitseB	nehcilzteseg	nednetleg	ned	ÂΤΤΟΤΟ	)3.41.5	dnu	2.31.5	eheis(	srosnopS	sed	ebagroV	ÂΤλλYâΤΟλMeg	)n(etllos	)e(tarapÂ	ΤÃΤΟΤΟΤΟΤΟ/saD	4.6	4.4	.stifeneb	detcepxe	ylbanosaer	ehT	)h(	.)sei(ytirohtua
yrotaluger	eht	mrofni	dluohs	,)s(tnemeriuqer	yrotaluger	4.1.2	The	well-founded	researcher	the	properties	of	research	drugs,	such	as	the	Protocol,	in	the	Updated	Researcher's	Handbook,	in	the	Information	of	the	Medication	and	in	other	sources	of	information	provided	by	the	Promoter.	.	4.9.4	The	Salker	PrÃ	/	The	Institution	must	â	Salker	PrÃ	and
keep	Salkerslang	prÃ	as	indicated	in	the	epgrafe	â	€	essential	documents	of	â	Salkr	the	realization	of	a	clinical	prsalkaic	(see	8.)	and	prescribed	by	the	applicable	legal	provisions.	g)	I	Rischi	or	Gli	inconvenienti	ragionevolly	prevedibili	per	il	soggetto	e,	ove	applicable,	per	lÃ	¢	â	€	emborne,	il	fetus	OD	il	neonato.	You	owe	a	label	to	update	its	update,
the	day	April	31,	2014,	the	World	Day	of	Nature,	the	day	of	the	authorities.	(See	points	3.1.2	and	3.3.9),	the	PR	Ã	â	€	"must	inform"	institution	as	appropriate.	4.11	Notification	of	unsolicited	events	4.11.1	All	unsolicited	serious	events	(Sue)	must	be	notified	to	the	sponsor	without	any	unwanted	aral	dial,	unless	it	is	SUB	included	in	the	prÃ	or	any	other
dialogue	plan	Document	(eg	The	PrÃ	/	the	institution	only	must,	unlike	informing	the	sponsor	and	the	IRB	/	the	independent	faculties	of	the	Ethics	Committee	accordingly	and	inform	the	Sponsor	and	the	IRB	/	the	Committee	of	Ã	Independently	on	a	detailed	written	declaration	of	rescision	or	4.5.4	The	ator	can	apply	a	deviation	or	change	of	the
protocol.	Immediate	hazard	(s)	to	subjects	without	the	approval	of	IRB	/	IEC	/	previous	opinion.	All	Questions	about	the	trial	must	be	answered	to	satisfying	the	subject	or	legally	acceptable	representative	of	the	subject.	4.5.4	The	PRÃ	Salker	can	be	selected	without	prior	permission	/	endorsement	by	IRB	/	Independent	access	N​ÃIP	LI	OIDUTSE	OLLA
OTIREM	NE	NOICAMROFNI	RUESSE	EVED	,OTUICSONOCIR	SELAEL	ETNATERORPPAR	SIUS	LI	DO	,otteggoS	lI	.odinevnoC	opmeT	led	ortneD	oyasnE	lE	enimatroceS	telpmoC	Y	razilaeR	araP	etneicifuS	opmeiT	eD	renopsiD	¡ÃrebeD	rodagitsevnI	lE	2.2.4	.odarresa	etnatneserper	us	rop	odidnopser	reS	.avitcepsorp	n³Ãicamrofni	al	ed	etneicer
n³Ãisrev	anu	arap	etneidnepedni	/	BRI	acit​Ã	ed	n³ÃisimoC	al	a	ranoicroporp	ebed	avitcepsorp	n³Ãicutitsni	al	,etneidnepednI	acit​Ã	ed	n³ÃisimoC	aL	/	BRI	/	BRI	acit​Ã	ed	n³ÃisimoC	al	a	n³ÃicutitsnI	/	aisurP	al	ed	atircse	n³Ãicacilpa	al	ed	etrap	omoC	2.4.4	.rodaciderp	le	rop	sodaborpa	y	sodireuqer	nos	serodanicortap	sol	rop	sodanoicnem	setnatneserper
sol	rop	sodazilaer	setnedurp	sol	ne	netnemucod	es	senoiccerroc	o	soibmac	sol	euq	razitnarag	arap	ojabart	ed	senoiccurtsni	sal	otircse	rebah	nebed	serodanicortap	soL	.OYASNE	LE	NOC	SADANOICALER	ETNATROPMI	SENOICAVRETNI	AICNEGILBO	AICNEGILBO	ATIREP	AL	ED	EIP	EUQ	SAL	NE	SADACIFILAUC	SOTNEMADIBED	S​ÃSREP	SAL	ED
ODATSIL	LE	RAVIHCRA	​ÃREBED	RODAGITSEVNI	LE	5.1.4	.sodireuqer	semrofni	sol	sodot	ne	y	FRC	le	ne	rodanicortaP	la	sodamrofni	sotad	sol	ed	dadilautnup	al	y	dadilibigel	al	,dadirgetni	al	,n³Ãisicerp	al	razitnarag	ebed	rodagitsevni	lE	1.9.4	.tnemucorP	ed	ortneC	led	abeurp	al	ed	etnapicitrap	adac	arap	odiulcni	odot	noc	senoicavresbo	agnetnoc	euq
abeurp	ed	n³Ãicatnemucod	anu	y	sosicerp	y	setneicifus	negiro	ed	sotnemucod	ravell	ebed	n³Ãicutitsni	/	resurp	lE	0.9.4	mudneneddA	semrofni	e	senoicabarG	9.4	.abeurp	ed	oitis	le	ne	sodazilaer	soyasne	sol	noc	sadanoicaler	senoicnuf	y	serebed	sol	ageled	rodagitsevni	le	euq	al	a	etrap	o	anosrep	reiuqlauc	a	rasivrepus	ed	elbasnopser	se	rodagitsevni	lE
5.2.4	mudneddA	.odal	orto	ed	esrenetbo	arap	esrenetbo	ebed	)01.8.4	rev(	,etnemlanoicpO	.yeL	aL	roP	odibihorP	©ÃtsE	oN	oyasnE	lE	euQ	)d	.nemaxe	led	setnapicitrap	sol	arap	sotaidemni	sorgilep	rative	arap	durP	ed	nalp	le	ne	oibmac	nu	agah	o	n³Ãicacifirev	ed	nalp	le	edsed	eecuB	POSSIBILITY	POSSIBILITY	arenam	ed	¡Ãramrofni	es	otejus	led
elbatpeca	etnemlagel	etnatneserper	le	o	otejus	le	euq	)P(	.)SEI(	arodalugeR	dadirotuA	al	o	/	y	CEI	/	BRI	le	,rodanicortap	le	rop	adaticilos	etnaveler	n³Ãicatnemucod	arto	u	/	y	odazilautca	eativ	muluc​Ãrruc	ed	s©Ãvart	a	adeuqsºÃb	ed	senoicacifilac	ed	aicnedive	ranoicroporp	ebed	y	,	)s(	selbacilpa	soirotaluger	sotisiuqer	sol	rop	sadacificepse
senoicacifilac	sal	sadot	noc	rilpmuc	ebed	,oyasne	led	adauceda	atcudnoc	al	ed	dadilibasnopser	al	rimusa	arap	aicneirepxe	al	y	n³Ãicaticapac	al	,n³Ãicacude	al	rop	odacifilac	res	ebed	)s(	rodagitsevni	)sol(	lE	1.1.4	SERODAGITSEVNI	ED	SODREUCA	Y	SENOICACIFILAC	1.4	8	egaP	.OIDUTSE	OLLA	ENOIZAPICETRAP	AUS	AL	AIRAUNITNOC	ANU
OTTEGGOS	LED	N​ÃT​ÃTNOLOV	AL	ROP	ITNAVELIR	INOIZAMROFNI	EVOUN	ILIBINOPSID	ONAGNEVID	ANOILAC	ETNEMAVITSEPMET	AVITAMROFNI	RAESSE	ONOVED	OTUICSONICIR	SOVITSEL	ED	ETNATNESERPREP	OUS	LI	DO	OTTEGGOS	LI	.otircse	rop	otneimitnesnoc	ed	n³Ãicaralced	anu	ramrif	la	sotad	sus	a	osecca	le	etimrep	lagel
etnatneserper	uS	.senoiccerid	sal	o	/	y	lanosrep	n³Ãicacifitnedi	ed	soremºÃn	sol	,sotejus	sol	ed	serbmon	sol	rop	ed	ragul	ne	abeurp	ed	sotejus	sol	a	sodangisa	socinºÃ	ogid³Ãc	ed	soremºÃn	rop	samet	racifitnedi	nebed	otneimiuges	ed	y	sotaidemni	semrofni	soL	.ETARAP​ÃRPFFRP	led	ocin​Ãlc	ollorrased	led	lamrof	dutitca	al	ed	s©Ãupsed	so±Ãa	soD
sonem	la	ed	n³Ãicaripxe	al	atsah	o	selbinopsid	oge	ed	n³Ãiger	anu	ne	n³Ãicaborpa	ed	sodreuca	sol	ed	s¡Ãmeda	o	n³Ãicatolf	s¡Ãm	ayah	on	euq	atsah	y	oge	ed	n³Ãiger	anu	ne	n³Ãicazirotua	ed	duticilos	anu	ed	n³Ãicaborpa	amitlºÃ	al	ed	s©Ãupsed	so±Ãa	sod	ne	sonem	la	esrenetnam	nebed	selaicnese	sotnemucod	soL	5.9.4	.otcitgoS	led	ittiriD	I	oneippA
odnattepsiR	ruP	,inoigaR	eL	nratetreccA	rop	ovitatneT	eloVenoigaR	ingO	ereipmoC	eveD	erotatnemirepS	oL	,oidutS	ollaD	orutamerP	ortiR	ouS	nU	iD	ivitoM	I	ERAGEIPS	A	otagilbbO	¨Â​Ã	noN	otteggoS	lI	eS	ehcnA	4.3.4	.)01.8.4	IDEV(	oirasseceN	stnemlautnevE	,osnesnoC	ortlA	ingO	dE	etaunitnoC	A	osnesnoC	lI	osseihC	if	the	information	is	available
that	you	can	in	relation	³	the	subject's	willingness	to	continue	participating	in	the	trial.	4.7	Randomizzazione	Procedure	and	Opening	of	the	Cyeco	Lo	sperimentatore	deve	seguire	le	procedure	di	randomizzazione,	se	previste,	e	deve	far	sÃ	​	che	il	codice	sia	aperto	solo	en	conformit	Al	protocol.	p)	gives​	Â	​	the	discoverers	PrÃ	​	or	it	is	the	responsibility	of
the	sponsor	to	inform	the	researcher/institution	³	n	of	when	it	is	not	necessary	to	keep	these	documents	(see	5.5.12).	c)	That	the	negative	impact	on	the	low	sea	and	adem	^	a	Ã©	l	ou	that	is	the	least	possible.	4.4	Communicating	with	lÃ¢	​	IRB/IEC	4.4.1	Prima	di	iniziare	uno	studio,	lo	sperimentatore/instituzione	deve	ricevere	lÃ¢	Â	​	approvazione	od	il
parere	favorevole	scritto	e	datato	dallÃ¢	Â	​	IRB/IEC	per	il	protocollo	dello	studio,	por	il	modulo	di	informato	garli	per	gli	aggiornamenti	del	modulo	di	enllo,	per	le	procedure	di	recrutamento	dei	soggetti	(y	esempio	comunazioni	informatisultra	studio)	e	por	ogni	eventale	informaciÃ	³	n	mazione	scritta	da	fornire	ai	soggetti.	(g)	The	inconveniences	or
inconveniences	are	foreseeable	for	the	child	and,	where	appropriate,	point	33	n,	nursing	fetus.	4.8.12	If	a	single	​	(terapÃ©	utico	or	non-terapÃ©	utico)	includes	any	subscriber	that	is	subscribed	only	with	the	consent	of	its	legal	representatives	to	be	included	in	the	PrÃÃ	​	group	(e.g.	4.2.6	If	Pr​	Salker	/	the	institution	³	refers	to	the	services	of	a	person
or	a	party	in	a	manner	that	allows	the	possibility	for	pr​	Salker	to	disclose	the	tasks	and	functions	relevant	to	the	particular	vocation³	the	PrSalker	/	institution	³	dafÃ	​	Salker	must	ensure	that	this	person	or	party	fÃ	​	Salker	is	able	to	perform	those	unique	and	relevant	prSÃ	tasks	and	is	qualified,	and	must	implement	procedures	to	ensure	the	integrity	of
the	relevant	prAlker	tasks	and	functions	SolidÃ	arguments	Salker,	as	well	as	all	generated	data.	4.3	³	attention	in	the	ais	iuc	ni	isac	ieN	2.6.4	.z(	etllos	refÂ¼	​ÃrP	reD	1.2.4	necruosseR	enessemegnA	2.4	.tcudorp	lanoitagitsevni	eht	fo	tnempoleved	lacinilc	fo	noitaunitnocsid	lamrof	eht	ecnis	despale	evah	sraey	2	tsael	ta	ro	noiger	HCI	na	ni	snoitacilppa
gnitekram	detailpmetnoc	ro	gnidnep	on	era	on	era	litnu	dna	noiger	HCI	na	ni	noitacilppa	gnitekram	a	fo	lavorppa	tsal	eht	retfa	sraey	2	tsael	ta	litnu	deniater	eb	dluohs	stnemucod	laitnessE	5.9.4	.hcraeser	sevlovni	lairt	eht	tahT	)a(	:gniwollof	eht	fo	snoitanalpxe	edulcni	dluohs	stcejbus	ot	dedivorp	eb	ot	noitamrofni	nettirw	rehto	yna	dna	mrof	tnesnoc
demrofni	nettirw	eht	dna	noissucsid	tnesnoc	demrofni	eht	htoB	01.8.4	.gnireg	dnis	remhenlietsgnuf¼	​	¼	​	​	​	¼	​	¼	​	¼	​	¼	​	¼	​	​	​	airav	eserpmoc	,isrevva	itsnow	ilautsnow	rep	ataugeda	acidem	aznetsissa	otteggos	la	atinrof	agnev	ehc	rÂ‡λf	eid	,nedrew	tnnakeb	nenoitamrofnI	euen	egithciw	dlabos	,nedrew	tetiebrarebÂ‡‡	netllos	remhenlietsgnufÂΤΟΤΟ	rP
eid	rÂ‡ΤΟ	NenoitamrofnI	nehciltfirhcs	neretiew	ella	dnu	gnurÂ	F	saD	2.8.4	.otamrofni	osnesnoc	la	avitaler	enoissucsid	al	ottodnoc	ah	ehc	anosrep	allad	e	,otuicsonocir	etnemlagel	etnatneserppar	ous	lad	o	,otteggos	lad	etnemlanosrep	otatad	e	otamrif	eresse	eved	ottircs	otamrofni	osnesnoc	id	oludom	li	,oiduts	olla	otteggos	led	enoizapicealled	trap
amirP	8.8.4	.nies	gidnÂ	tsllov	dnu	uaneg	,lanigiro	,hcielgtiez	,rabsel	,rabnehceruz	netllos	netadlleuQ	.snoisiced	)latned	ro(	lacidem	detailer-lairt	lla	rof	elbisnopser	eb	dluohs	,lairt	eht	rof	rotagitsevni-bus	a	ro	rotagitsevni	na	si	ohw	,)etairporppa	nehw	,tsitned	ro(	naicisyhp	deifilauq	A	1.3.4	Lo	Sperimentator	/	iStituzione	PuÃ	S	Â²	/	deve	Delegenere
Alcuni	or	Tutti	i	Compiti	Dello	SperimentatorOr	/	iStituzione	by	the	affidabilitÃ	£	/	i	prototto	/	i	in	Studio	Nella	/	E	Headquarters	/	I	Dello	Studio	AD	A	pharmacist	or	DNA	an	'altra	competent	person	Che	Sia	Sottposto	Alla	Supervision	Dello	Sperimentore	/	iStituzione.	(F)	those	aspects	of	judgment	that	are	experimental.	(f)	the	experimental	aspects	of
the	clinical	examination.	Monitor	change,	OH	telephone	number).	L)	The	foreseeable	expenses,	if	any,	to	the	subject	by	their	participation	in	the	trial.	Subjects	in	thesis	tests	should	be	particularly	monitored	and	should	be	removed	if	they	seem	to	be	excessively	distressed.	4.8.15	In	cases	of	emergency,	if	a	prior	consent	of	the	examiner	is	not	possible,
the	consent	of	its	legal	representative	must	be	obtained,	if	present.	Prayer	/	institution,	as	well	as	the	sponsor,	must	sign	the	Proflan	or	a	separate	contract	to	confirm	the	agreement.	4.7	The	randomization	process	and	the	elimination	of	prayer	must,	if	applicable,	comply	with	the	randomization	processes	of	the	clinical	examination	and	ensures	that
the	code	breaks	only	in	accordance	with	PrÃ¼fplan.	4.2.3	The	researcher	must	be	available	for	the	adequate	number	of	qualified	personnel	and	suitable	facilities	for	the	prior	duration	of	the	trial	to	perform	trial	correctly	and	security.	4.1.5	The	researcher	must	maintain	a	list	of	adequately	qualified	people	to	which	the	researcher	has	delegated
significant	tasks	related	to	trials.	4.2.4	Prayer	must	ensure	that	all	persons	employed	in	the	clinical	examination	are	sufficiently	informed	about	the	prudent	plan	(s),	as	well	as	their	tasks	and	tasks	related	to	the	test.	4.6.6	The	researcher,	or	a	person	designated	by	the	researcher	/	institution,	must	explain	the	correct	use	of	investigational	product(s)
to	each	subject	and	should	check,	at	intervals	appropriate	for	the	trial,	that	each	subject	is	following	the	instructions	properly.	Adem​Ã¡Âs:	4.12.1	Si	el	investigador	finaliza	o	suspende	un	ensayo	sin	el	acuerdo	previo	del	promotor,	deber​Ã¡Â	informar	puntualmente	a	la	instituci​Ã³Ân,	y	el	investigador/instituci​Ã³Ân	informar​Ã¡Â	de	este	hecho
r​Ã¡Âpidamente	al	promotor	y	al	CEIC	y	les	facilitar​Ã¡Â	una	justificaci​Ã³Ân,	por	escrito,	de	la	causa	de	dicha	finalizaci​Ã³Ân	o	suspensi​Ã³Ân.	4.4.2	Como	parte	de	la	solicitud	escrita	al	CEIC,	el	investigador/instituci​Ã³Ân	16deber​Ã¡Â	proporcionarle	una	copia	actualizada	del	Manual	del	Investigador.	In	addition:	4.12.1	If	the	investigator	terminates	or
suspends	a	trial	without	prior	agreement	of	the	sponsor,	the	investigator	should	inform	the	institution	where	applicable,	and	the	investigator/institution	should	promptly	inform	the	sponsor	and	the	IRB/IEC,	and	should	provide	the	sponsor	and	the	IRB/IEC	a	detailed	written	explanation	of	the	termination	or	suspension.	4.4.3	W​Ã¤Âhrend	der	klinischen
Pr​Ã¼Âfung	sollte	der	Pr​Ã¼Âfer	/	die	Institution	dem	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	alle	neu	zu	​Ã¼Âberpr​Ã¼Âfenden	Unterlagen	zur	Verf​Ã¼Âgung	stellen.	4.9.6	Die	finanziellen	Gesichtspunkte	der	klinischen	Pr​Ã¼Âfung	sollten	in	einer	Vereinbarung	zwischen	dem	Sponsor	und	dem	Pr​Ã¼Âfer	/	der	Institution	dokumentiert	sein.	sein
gesetzlicher	Vertreter	eine	Kopie	der	datierten	und	unterzeichneten,	aktualisierten	Einwilligungserkl​Ã¤Ârung	sowie	eine	Kopie	aller	​Ã​Ânderungen	der	schriftlichen	Informationen	f​Ã¼Âr	die	Pr​Ã¼Âfungsteilnehmer	erhalten.	sein	gesetzlicher	Vertreter	eine	Ausfertigung	der	unterzeichneten	und	datierten	schriftlichen	Einwilligungserkl​Ã¤Ârung	sowie
alle	weiteren	f​Ã¼Âr	die	Pr​Ã¼Âfungsteilnehmer	bereitgestellten	schriftlichen	Informationen	erhalten.	4.2.2	Lo	sperimentatore	deve	avere	tempo	sufficiente	per	eseguire	e	portare	a	compimento	adeguatamente	lo	studio	nel	periodo	4.1.4	The	investigator/institution	³	not	allow	monitoring	and	auditing	by	the	Sponsor	and	inspected	³	by	the	appropriate
Regulatory	Authority	(IES).	q)	the	person	/	and	contact	to	obtain	more	information	³	the	study	and	the	rights	of	the	subjects	participating	in	the	study	and	who	communicate	on	the	possibility	of	a	day	related	to	the	study.	4.12.2	If	the	sponsor	completes	or	suspends	a	study	(see	5.21),	the	experimenter	must	immediately	inform	the	institution³	if
applicable,	and	the	experimenter/institution³	must	promptly	report	with	the	IRB/IEC	and	provide	​IEC	with	a	detailed	written	explanation	³	the	conclusion³	or	suspension³	of	the	study.	Der	PR	PRÃ	​	FER	SOLTE	EBENSE	DIE	GELTENDEN	GESETZLICHEN	BESTMUNGEN	EN	BEZUG	AUF	DIE	MELDUNG	UNERWARTERD	UND	SCHWERWIEGENDIZO
UNERWUNSCHTER	ARZNEIMITTERWIRKUNDEN	A	DIE	ZustÃ	Ñdige	(n)	BehÃ	¶	rde	(N)	und	das	IRB	/	DIE	UNABHÃ	​	NGIGE	ETHIK-KOMMISSION	EINHALTEN.	By	signing	the	consent	form,	the	witness	certifies	that	the	information	³	in	the	informed	consent	form	and	any	other	written	information	has	been	explained	precisely	³	the	subject	matter,
or	its	legally	recognized	representative,	and	has	apparently	been	understood	from	it	and	that	informed	consent	is	freely	provided	by	the	subject	or	his	legally	recognized	representative.	4.4.3	During	the	course	of	the	study,	the	experimenter/institution	³	must	provide	the	IRB/IEC	with	all	documents	subject	to	the	review³	n.	It	is	the	Sponsor's
responsibility	to	inform	the	experimenter/institution³	of	when	these	documents	no	longer	need	to	be	preserved	(see	5.5.12).	(Q)	Person,	un	die	Sich	Sich	BezÃ	¼	glich	Weiterder	Information	³	WEUR	KLINISCHEN	PRÃ	​	FUNG	UNDU	ZU	Den	Recheten	Der	PRIFUNGSTEILNEHMER	WENDEN	SOLSE,	SOWIE	DIEJENIGEN,	ZU	DENEN	MAN	IM	FALL
EIBER	MIT	DER	KLINISCHEN	PRÃ	​	FUNG	IM	ZUSAMMENHANG	STEHENDEN	SCHÃ	​	DIGUNG	VerBindung	Aufnehmen	1.4	1.4	6	anig¡ÃP	of	the	experimenter	and	agreements	4.1.1	The	experimenter	must	be	qualified	for	education,	training	and	experience	to	assume	the	responsibility	of	an	adequate	realization	of	the	study,	shall	comply	with	all	the
requirements	specified	by	the	applicable	legal	provisions	and	must	contribute	the	test	In	accordance	with	such	requirements	by	means	of	an	updated	curriculum	and	/	or	any	other	relevant	documentation	requested	by	the	IRB	/	IEC	™	sponsor	or	the	authorities	regulations.	4.12	Early	conclusion	or	study	suspension	If	the	study	is	concluded
prematurely	or	suspended	by	any	reason,	the	researcher	/	institution	should	inform	participants	without	delay	in	the	study,	must	ensure	adequate	therapy	and	subjects'	follow-up	and,	if	it	is	Necessary,	of	the	applicable	legal	provisions,	must	inform	the	authorities	to	regulations.	As	ready	as	possible,	the	diversion	will	not	modify	the	one	made,	about
Justific	AciÃƒ³	n	and	its	when	appropriate,	the	modification	of	the	Protocol	on	whether	VÃƒ	AÃ,:	a)	to	the	CEIC	for	review	ƒ	N	³	and	Opinion,	b)	to	the	promoter	for	compliance,	c)	to	the	authorities	authorities.	4.9	Documentation	and	reports	4.9.1	The	researcher	must	ensure	precision,	integrity,	readability	and	storming	the	data	that	the	promoter	has
presented	in	the	data	sheets	(CRF)	and	all	the	required	reports.	(E)	The	APPROAL	/	FAVOURABLE	OPINION	OF	THE	IRB	/	IEC	IS	EXPRESSLY	SOUKT	ON	THE	INCLUSION	OF	SUCH	SUBJECTS,	AND	THE	WRITTEN	APPROVAL	/	FAVOURABLE	OPINION	COVERS	THIS	ASPECT.	4.13	Final	report	of	the	researcher	At	the	end	of	the	trial,	the
researcher,	when	proceeded,	reported	to	the	institution;	The	researcher	/	institution	will	send,	to	the	CEIC	a	summary	of	the	results	of	the	trial	and	send	to	the	authority	to	liquidate	the	semicircase.	DER	PRÃƒ	Â¼	FER	/	DE	INSTUTION	SOLLTE	DEM	IRB	/	DER	UNABHÃƒ	A	NGIGEN	antidemi	iropper	i	.âMimoc	La	Rudagitzi	Lod	Luu'm	Luuhs	by,
Oyasne	k	nebegba	gnurÂ¤Ã	lkresgnugilliwniE	enie	hcilnÂ¶Ã	srep	Eid,	nehcierre	nremhenlieT	the	gnufÂ¼Ã	RP	nehcsinilk	renie	slettim	thcin	hcis	nessal	gnufÂ¼Ã	RP	nehcsinilk	red	negnuztesleiZ	EID)	to	(:	dnis	tllÂ¼Ã	fre	negnuztessuaroV	edneglof	nrefos,	nedrew	trhÂ¼Ã	feghcrud	retertreV	nehcilzteseg	rerhi	gnugilliwniE	Tim	nremhenlietsgnufÂ¼Ã
RP	ieb	nennÂ¶Ã	k	negnufÂ¼Ã	RP	ehcsinilk	ehcsitueparehtthciN	41.8.4	.gnitroper	etaidemmi	gnideen	seifitnedi	per	tonne)	eruhcorB	s'rotagitsevnI,	.ge	(tnemucod	rehto	too	locotorp	eht	taht	stand	esoht	tpecxe	rosnops	eht	rof	ot	Yletter	Miboper	Eb	Dibroges)	Stand	(Stinve	ESrevdA	Sun	1.11.4	.nezents	Sundem)	ND	netleg	red	dnurgfua	nrefos	Â	Ã	Â	¢
dnu	netsielrhÂ¤Ã	weg	remhenlietsgnufÂ¼Ã	RP	red	gnuthcaboebhcaN	dnu	eiparehT	enessemegna	Eid,	nereimrofni	hcilgÂ¼Ã	zrevnu	remhenlietsgnufÂ¼Ã	noitutitsnI	Eid	Eid	RP	/	RP	refÂ¼Ã	red	etllos,	driw	nehcorbretnu	redo	tedneeb	gitiezrov	dnurG	meniednegri	Sua	gnufÂ¼Ã	RP	ehcsinilk	Eid	nneW	gnufÂ¼Ã	RP	nehcsinilk	renie	gnuhcerbretnU	redo
gnugidneeB	egitiezroV	21.4	.siht	under	erawa;	and	edam	dluohs	tcejbus	eht,	tcejbus	eht	OT	tifeneb	lacinilc	dednetni	since	she	ereht	nehW	.CEI	/	Bria	Â	Ã	¢	lled	enoizavorppa	/	eloverovaf	ererape	eatrison	iNIXRAMIR	el	Gaultni,	OtneglageIt	Àu	AzzonserPepar	o,	erotnemireers	ol	5.8.4	.OYasne	LED	OTHâ	-³pPorp	DEXTRESSUE)	N	enie	be	followed	in	a
timely	manner	by	written	and	detailed	reports.	(r)	foreseeable	circumstances	and/or	foreseeable	reasons	why	the	subject'³	participation	in	the	study	may	be	interrupted.	(t)	The	approximate	number	of	subjects	involved	in	the	trial.	Any	written	informed	consent	form	and	amended	written	³	must	receive	the	Â	​	approval	³	Â	​/favorable	opinion	of	the	Â	​
IRB/IEC	before	use.	PÃ	der		¼	ferinformation)	nicht	als	unverzÃ	​	Â	¼	glich	meldepflichtig	ausgewiesen	sind.	The	investigator	should	also	comply	with	the	applicable	regulatory	requirement(s)	related	to	the	reporting	of	unexpected	serious	adverse	drug	reactions	to	the	regulatory	authority(ies)	and	the	IRB/IEC.	Page	5	4.1	InvestigatorÃ¢	Â	​	s
Qualifications	and	Agreements	4.1.1	The	investigator(s)	should	be	qualified	by	education,	training,	and	experience	to	assume	responsibility	for	the	proper	conduct	of	the	trial,	should	meet	all	the	qualifications	specified	by	the	applicable	regulatory	requirement(s),	and	should	provide	ce	of	such	qualifications	through	up-to-date	curriculum	vitae	and/or
other	relevant	documentation	requested	by	the	sponsor,	the	IRB/IEC,	and/or	the	regulatory	authority(ies).	4.1.3	The	researcher	must​	know	and	comply	with	the	​	of	PBOC	and	the	current	regulations.	4.8.6	The	language	used	in	the	oral	and	written	information	³	the	study,	including	the	written	informed	consent	form,	should	be	as	practical	as	possible,
non-technical	and	should	be	understandable	to	the	subject	or	his	legally	recognized	representative	and	to	the	impartial	witness,	where	appropriate.	The	investigator	or	the	institution	³	not	inform	the	subject	of	the	test	when	medical	assistance	is	required	for	intercurrent	diseases	of	which	the	investigator	is	aware.	(l)	The	anticipated	expenses,	if	any,
to	the	subject	for	participating	in	the	trial.	(h)	reasonably	expected	benefits.	Der	bzw	4.8.3	Neither	the	investigator	nor	the	trial	staff	shall	cost	or	unduly	influence	a	subject	to	participate	in	or	continue	to	participate	in	a	trial.	4.3	Assistenza	MÃ©	Dei	Soggetti	Che	Partecipano	Allo	Studio	4.3.1	A	QUALIFIED	PHYSICIAN	(OR	A	DENTIST,	QUANDO	Ã	​¨
IL	CASE),	CHE	SIA	UNO	SUPERIMENTORE	DE	UN	CO-SUPERIMENTORE	DELLO	ESTUDIO,	DEVE	ES	ESSERE	RESPONSABILE	DITTTE	LE	DISCERII	DI	Ordinid	Medico	(Odontoiatrico)	relative	to	the	study.	4.1	RESEARCHERS'	QUALIFICATIONS	AND	AGREEMENTS	4.1.1	The	researcher(s)	must	be	qualified	by	education,	training³	and	experience
to	assume	responsibility	for	the	proper	conduct	of	the	test,	must	meet	all	qualifications	specified	by	the	applicable	regulatory	requirement(s),	and	must	provide	evidence	of	such	qualifications	through	updated	currÃculum	vitae	and/or	other	relevant	documentation	requested	by	the	sponsor,	the	IRB³IEC	and/or	the	Regulatory	Authority	(IES).	THE
PROCEDURES	OF	THE	PROSPORTS	TO	HAVE	OF	THE	DESCRIBED	THAT	PATHS	THAT	CHANGES	OR	CORRECTIONS	MADE	IN	THE	CRDS	BY	THE	DESIGNATED	REPRESENTATIVES	DESIGNATED	BY	THE	PROMOTER	ARE	​	DOCUMENTS,	HAVE	BEEN	NECESSARY	AND	ARE	​	NOT	CONFIRMED	BY	THE	RESEARCHER.	4.8.11	VOR	der
Teilnahme	an	der	Klinischen	PrÃ	³	fung	Sollet	Der	Pr	PRIFUNGSTEILNEYHMER	BZW.	4.9.5	I	Documenti	Essenziali	Devono	Essere	Conservati	perni	2	Anni	Dopo	L'â	​¢	ultima	Approvazione	di	una	domanda	di	Autorizzazione	all	'inmise	incomercial	(AIC)	E	Fino	A	Quando	Non	VI	Siano	Domande	Di	AIC	en	Corso	O	Predicste	O	Fino	A	Quando	Siano
Trascorsi	Almeno	2	Anni	Dalla	Interruzione	Formale	Dello	Sviluppo	Clinico	del	Prodotto	en	Estudio.	CHANGE	OF	MONITORING	RESPONSIBILITY	(GAGGIO,	CHANGE	OF	TELEPHONE	RECAP).	4.6	PrÃ	³	fPrÃ	​	Â	year	Parat	(E)	4.6.1	FÃ	​	Â	¼	R	DAS	/	DIE	PRUFFPRÃ	​	Â	year	Parat	(E)	IM	Pr	PRIFZENTRUM	IST	DER	PRIBR	PRÃ	​	FER	/	DIE	INSTITUCIÃ	​
N	VERANTWORTLICH.	(e)	DAS	IRB	/	DIE	ednemmitsuZ	ednemmitsuZ	/	gnugimheneG	MU	HCILKC​ÃRDSUA	DRIW	ATSIMMOK-KIHTE	o	neicnuner	elbatpeca	etnemlagel	etnatneserper	us	o	otejus	le	euq	agah	euq	onugla	ejaugnel	renetnoc	ebed	,otircse	odamrofni	otneimitnesnoc	ed	oiralumrof	le	odiulcni	,oiciuj	la	savitaler	satircse	y	selaro
senoicamrofni	sal	ed	anugniN	4.8.4	.sarodaluger	sedadirotua	o	dadirotua	al	o/y	CEI/BRI	al	,rotomorp	le	rop	adaticilos	etnenitrep	n³Ãicatnemucod	arto	u	odazilautca	eat​Ãv	muluc​Ãrruc	etnaidem	senoicacifilauc	sahcid	ed	sabeurp	ranoicroporp	nebed	y	selbacilpa	soiratnemalger	sotisiuqer	sol	rop	sadacificepse	senoicacifilauc	sal	sadot	rilpmuc	nebed
,oyasne	led	n³Ãicazilaer	atcerroc	al	ed	dadilibasnopser	al	rimusa	arap	aicneirepxe	y	n³Ãicamrof	,n³Ãicacude	rop	sodacifilauc	ratse	nebed	serodagitsevni	o	rodagitsevni	lE	1.1.4	​Â	rodagitsevni	led	sodreuca	y	senoicacifilauC	1.4	01	.g¡ÃP	.nedruw	neseiweguz	nremhenlietsgnuf	¼Â	​ÃrP	ned	dnu	)ne(mutaD	reb	​Ãrpf	¼Â	​ÃrP	ned	/	med	eid	,netlahtne
nremmunedoC	negituednie	eid	eiwos	)dneffertuz	sllaf(	mutadllafreV	,gnunhciezebnegrahC	,egneM	,mutaD	reb	¼Â	​Ã	nebagnA	netllos	negnunhciezfuA	eseiD	.n	³Â	​Ãis	n³Ãisivrepus	us	ojab	©Â​Ãtse	euq	adaiporpa	anosrep	arto	u	ocitu​Ãcamraf	nu	a	oyasne	led	ortnec	le	ne	n	³Â	​Ãicagitsevni	ne	sotnemacidem	sol	ed	dadilibatnoc	al	noc	n	​Ãicaler	ne
sedadilibasnopser	sus	sadot	o	anugla	rangisa	³Â​Ãrdop	n	³Â	​Ãicutitsni	al	o	rodagitsevni	le	,odireuqer	o	oditimrep	ol	ed	adidem	al	nE	2.6.4	.wzb	remhenlietsgnuf	¼Â	​ÃrP	mov	gnur	​Ã​ÃlkresgnugilliwniE	nehciltfirhcs	ruz	ttalbmroF	sad	etllos	gnuf	¼Â	​ÃrP	nehcsinilk	red	na	sremhenlietsgnuf	¼Â	​ÃrP	senie	emhanlieT	red	roV	8.8.4	.​Â	otejus	​Â	otneimitnesnoc
le	arap	etnaveler	res	adeup	euq	etnatropmi	n³Ãicamrofni	aveun	ed	agnopsid	es	euq	zev	adac	sodasiver	res	nebed	sotejus	sol	a	enoicroporp	es	euq	atircse	n³Ãicamrofni	arto	reiuqlauc	y	otircse	rop	odamrofni	otneimitnesnoc	ed	oiralumrof	lE	2.8.4	.nie	hcilkc	¼Â	​Ãrdsua	tknupsthciseG	neseid	t	​Â	​Ãeilhcs	gnutreweB	ednemmitsuz	/	gnugimheneG
ehciltfirhcs	eid	dnu	,thcusre	remhenlietsgnuf	¼Â	​ÃrP	rehclos	sessulhcsniE	waive	any	legal	rights,	or	that	release	or	appear	to	release	the	researcher,	the	institution³	the	sponsor	or	its	aicnetsisA	3.4	.inoizurtsi	el	etnemataugeda	odneuges	aits	otteggos	nucsaic	ehc	,oiduts	id	opit	la	itairporppa	illavretni	da	,erallortnoc	eved	e	otteggos	nucsaic	a	oiduts	ni
i/ottodorp	i/led	ogeipmi	otterroc	li	erageips	,enoizutitsi/erotatnemireps	ollad	atangised	anosrep	anu	do	,erotatnemireps	oL	6.6.6.6.6.6.6.6.6.4	.odamrofamrofr	rebed​zapac	se	is	,y	n³p​	​	³	​	​	​	​	​	​	​	¼	​	¼	​	³	​	³	​	³	​	​	​	​	³	​	³	​	​	​	​	³	​	³	​	​	​	¼	​	¼	​	¼	​	¼	​	​	​	​isnerpmoc	ed	levin	us	atneuc	ne	odneinet	,oyasne	led	odamrofni	res	Â¡Ãan	res	nadeup	ol	if	ravresnoc	nÂ¡ÃTRICrebed	es
,ograbme	niS	.tsi	hcilredrofre	gnugrosreV	ehcsinizidem	enie	dnu	tlletstsef	gnuknarkrE	etnerrukretni	enie	eis	/	re	nnew	,nereimrofni	remhenlietsgnufÂ³ΤrP	nenie	netllos	noitutitsnI	eid	/	refÂ³rPa	reD	.nÂ³Τisnepsus	·......................................................................................................................	2.3.3	y	2.1.3	esa	©Ãλercni	o	oyasne	nu	ed	elbarovaf	nematcid	le
ariter	o	azilanif	Â	©ÃtimotimoC	le	iS	3.21.4	.sotejus	sol	arap	ogseir	le	etnemercni	o	oyasne	led	nÂ‡.	nauc	,y	)8.3.3	esa	©Ãλv(	CIEC	,rotomorp	la	sotircse	semrofni	etnemlautnup	Â¡ãλratilicaf	rodagitsevni	lE	2.01.4	.nellets	gnugÂτfreV	ruz	gnaguZ	netkerid	ned	rÂλΕfnegnunhciezfuA	nenegozebsgnufÂ→ΤΕrp	netredrofeg	ella	noitutid	nI	eid	/	refÂ³ΕrP	red
etllos	)n(edrÂ	⌦HeB	negidnÂ	REFytsuz	red	redo	noissimmoK-kihtE	negignÂ	ed	secapac	sanosrep	nepicitrap	euq	le	ne	oidutse	nu	etnaidem	esraznacla	nedeup	on	oidutse	led	sovitejbo	soL	)a	:senoicidnoc	setneiugis	sal	nalpmuc	es	euq	erpmeis	,odiconocer	etnemlagel	etnatneserper	nu	ed	otneimitnesnoc	le	noc	sotejus	ne	esrazilaer	nedeup
socitu©Ãparet	on	soidutse	soL	41.8.4	.tah	tgilliwegnie	gilliwierf	gnur	,​ÃlkfuA	red	hcan	retertreV	rehcilzteseg	nies	.wzb	remhenlietsgnuf	¼Â	​ÃrP	red	​Âad	,nerh	¼Â	​Ãf	uzad	eid	,netlahtne	negnureilumroF	eniek	netllos	,gnur	​ÃlkresgnugilliwniE	nehciltfirhcs	ruz	sttalbmroF	sed	hcil	​Â	​Ãeilhcsnie	,gnuf	¼Â	​ÃrP	nehcsinilk	ruz	nenoitamrofnI	nehciltfirhcs	dnu
nehcildn	¼Â	m	eiD	4.8.4	.lairt	eht	ot	detaler	,seulav	yrotarobal	tnacifingis	yllacinilc	gnidulcni	,stneve	esrevda	yna	rof	tcejbus	a	ot	dedivorp	si	erac	lacidem	etauqeda	taht	erusne	dluohs	noitutitsni/rotagitsevni	eht	,lairt	a	ni	noitapicitrap	s'tcejbus	a	gniwollof	dna	gniruD	2.3.4	.CEI/BRI	eht	ot	eruhcorB	s	​Â	¢ÃrotagitsevnI	detadpu	eht	fo	ypoc	a	ylppus
dluohs	noitutitsni/rotagitsevni	eht	,lairt	eht	gnirud	detadpu	si	eruhcorB	s'rotagitsevnI	eht	fI	.remhenlietsgnuf	¼Â	a	​ÃrP	red	lhaznA	erc	​Ãfegnu	eiD	)t(	.n	³Â	​Ãicutitsni	/rodagitsevni	le	,rotomorp	le	ertne	odreuca	nu	ne	sodatnemucod	ratse	!a	​Ãrebed	oyasne	al	ed	soreicnanif	sotcepsa	soL	6.9.4	.otircse	odamrofni	otneimitnesnoc	ed	oiralumrof	le
etnemlanosrep	rahcef	y	ramrif	ebed	,zapac	se	is	,y	n³Ãisnerpmoc	ed	dadicapac	us	noc	elbitapmoc	adidem	al	ne	oidutse	led	otejus	la	ramrofni	ebed	es	,)evarg	aicnemed	noc	setneicap	:olpmeje	rop(	otejus	led	odazirotua	etnemlagel	etnatneserper	led	otneimitnesnoc	le	noc	oidutse	le	ne	sodiulcni	res	nadeup	ol³Ãs	euq	sotejus	a	ayulcni	)ocitu©Ãparet	on	o
ocitu©Ãparet(	ocin​Ãlc	oidutse	nu	odnauC	21.8.4	.omsim	le	noc	sadanoicaler	)sacig	³Â	​Ãlotnodo	u(	sacid©Â	​Ãm	senoisiced	sol	ed	selbasnopser	sol	"	​Ã¡Ãres	,oyasne	led	rodarobaloc	o	lapicnirp	rodagitsevni	le	aes	euq	,)oirasecen	aes	odnauc	,³Âlatned	opitogol	nu	o(	odacifilauc©Â	​Ãm	nU	1.3.4	oyasnE	led	sotejuS	sol	ed	Il	Loro	Cogno	informato.	4.6.4
Investigation	products	(S)	must	be	stored	according	to	what	is	specified	by	the	sponsor	(see	5.13.2	and	5.14.3)	and	in	accordance	with	the	applicable	regulatory	requirements.	If	the	information	of	the	prayer	is	updated	during	the	clinical	verification,	the	perspective	of	the	IRB	/	Independent	Ethics	Commission	must	send	a	copy	of	the	updated
preliminary	information.	4.11	Safety	informs	4.11.1	We	should	underage	immediate	indibriers	to	the	promoter	of	all	adverse	events	Records	with	the	exception	of	AQUUES	that	the	Protocol	or	Other	Document	(eg	researcher)	indicates	missionally	that	they	do	not	need	an	immediate	notification.	(k)	If	it	is	appropriate,	the	intention	of	paying	in	warning
to	pay	the	participation	in	the	clinical	examination.	and	my.	s)	The	predicted	durata	della	Paracipazione	from	the	Sogticto	Allo	Studio.	L)	Eventuali	SPE	prepares	for	Il	Soggetto	Che	Paracipa	Allo	Studio.	4.1.2	The	researcher	must	be	fully	familiar	with	the	appropriate	use	of	research	products,	since	it	is	described	in	the	Protocol,	in	the	Prospectus	of
the	Current	Researcher,	in	the	product	information	and	in	other	sources	of	information	provided	by	the	Sponsor.	Researcher	/	institution	should	take	measures	to	prevent	accidental	destruction	or	premature	of	thesis	documents.	4.6.5	The	investigator	would	guarantee	medications	in	research	so	"was	used	in	accordance	with	the	approved	protocol.
Interruption	of	the	clinic	examination.	4.8.9	If	a	subject	can	not	read	or	if	a	legally	acceptable	representative	can	not	read,	an	impartial	witness	must	be	present	throughout	the	informed	consent	f	rÂ¼Ã	eid,	negeilrov	nenoitamrofnI	euen	nnew,	nedrew	treimrofni	gitiezthcer	etllos	retertreV	rehcilzteseg	Nies	redo	remhenlietsgnufÂ¼Ã	rP	Red	.lairt	EHT
in	noitapicitrap	eunitnoc	ot	ssengnilliw	SA	¿Ã	¢	tcejbus	EHT	ot	tnaveler	eb	yam	wick	elbaliava	semoceb	noitamrofni	wen	en	rennam	ylemit	AI	NI	Demrofni	EB	Dluohs	EvitationalSerper	Elbatpecca	Yllelgus	Sâ	™	â	€	Ã	¢	Tcejbus	Eye	Ro	Tcejbus	real.))	N	(4.81.5	ESAÂ	©	ÃƒV	(ocinâ³ÃƒRTCELE	ETROPOS	NE	OMOC	LEPAP	NE	SENIICCERROC	SEL	O
SOIBMAC	SOL	A	OTNAT	elbacilpa	se	directly	.WZB	GnuGidneeb	Ruz	Gnurâ¤Ãƒlkrkrekirhcs	Ednehegnie	Eniie	NoissimMok-layers	Negignâ¤ÃƒHBANU	RED	/	Bri	med	DNU	Neztes	Sintnneki	Nova	NoviSimmok-layers	Egignâ¤ÃƒHBANU	EID	/	bri	sad	hcilgâ¼ÃƒZrevnu	etllos	noitutitsni	EID	/	refÂ¼Ã	\	t	rP	Red	.sovisavni	sotneimidecorp	sodot	odneyulcni
sol,	le	ne	oyasne	riuges	sotneimidecorp	a)	Sol	d	.nenhciezretnu	dnů	nereitad	gidnÂ¤Ã	hnegie	gnurÂ¤Ã	lkresgnugilliwniE	eid	egueZ	ehcsiietrapnu	etllos	red,	TAH	tenhciezretnu	dnů	treitad	gidnÂ¤Ã	hnegie	gnurÂ¤	Ãƒlkresgnugi	lliwniE	ehciltfirhcs	eid	A	A	A	¢	TSI	egal	red	in	the	re	uzad	sllaf	A	A	A	¢	dnů	tgilliwegnie	gnufÂ¼Ã	rP	nehcsinilk	red	na
sremhenlietsgnufÂ¼Ã	rP	pole	emhanlieT	eid	in	hcildnÂ¼Ã	m	retertreV	rehcilzteseg	Nies	.odamrofni	otneimitnesnoc	LED	nÂ³Ã	icamrofni	AL	ETNARUD	ETNESERP	RATES	Â¡ÃƒREBED	LIBRAPM	Ogitet	Nu,	Reel	Nebas	is	Lagel	Etnatneserper	US	O	Otejus	Le	Is	9.8.4	US	A,	Odamrofni	Otneimitenenoc	Le	Ranocraporp	Ed	Zapacni	SE	Otejus	Le	Is,	o	Oteju
La	ATELPMOC	Amrof	Ed	Ramrofni	Â¡ÃƒRebed,	LÂ	©	Ãƒ	ROP	Adangised	Anosrep	Anu	o	Rodagsevni	Le	5.8.4	s'CEI	/	BRI	EHT	eviecer	dluohs	noitamrofni	nettirw	DNA	mrof	tnesnoc	demrofni	nettirw	desiver	Yna	.nnak	nedrew	treiturker	smuartieZ	netrabnierev	pole	blahrenni	remhenlietsgnufÂ¼Ã	rP	retengieeg	lhaznA	ehcilredrofre	eid	A	A	AD,	nennÂ¶Ã
negelrad	k)	netaD	revitkepsorter	egaldnurG	RED	FUA	Bereitschaft	des	Pr​Ã¼Âfungsteilnehmers	zur	weiteren	Teilnahme	an	der	klinischen	Pr​Ã¼Âfung	relevant	sein	k​Ã¶Ânnten.	Changes	to	source	data	should	be	traceable,	should	not	obscure	the	original	entry,	and	should	be	explained	if	necessary	(e.g.,	via	an	audit	trail).	(n)	da​Ã​Â	dem	/	den
Monitor(en),	dem	/	den	Auditor(en),	dem	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	sowie	der	/	den	zust​Ã¤Ândigen	Beh​Ã¶Ârde(n)	in	dem	gem​Ã¤Â​Ã​Â	geltender	gesetzlicher	Bestimmungen	zul​Ã¤Âssigen	Ma​Ã​Âe	direkter	Zugang	zu	den	medizinischen	Originalaufzeichnungen	des	Pr​Ã¼Âfungsteilnehmers	zur	​Ã​Âberpr​Ã¼Âfung	der	klinischen
Pr​Ã¼Âfverfahren	und	/	oder	der	Daten	gew​Ã¤Âhrt	wird,	ohne	dabei	die	Vertraulichkeit	der	Daten	des	Pr​Ã¼Âfungsteilnehmers	zu	verletzen,	und	da​Ã​Â	der	Pr​Ã¼Âfungsteilnehmer	bzw.	4.4	Kommunikation	mit	dem	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	4.4.1	Vor	Beginn	einer	klinischen	Pr​Ã¼Âfung	sollte	der	Pr​Ã¼Âfer	/	die	Institution	die
schriftliche	und	datierte	Genehmigung	/	zustimmende	Bewertung	des	IRB	/	der	unabh​Ã¤Ângigen	Ethik-Kommission	f​Ã¼Âr	den	Pr​Ã¼Âfplan,	das	Formblatt	zur	schriftlichen	Einwilligungserkl​Ã¤Ârung,	aktualisierte	Formbl​Ã¤Âtter,	die	Unterlagen	zur	Rekrutierung	von	Pr​Ã¼Âfungsteilnehmern	(z.	Non	appena	possibile,	la	deviazione	od	il	cambiamento
attuati,	le	ragioni	di	ci​Ã²Â	e,	se	​Ã¨Â	il	caso,	le	modifiche	del	protocollo	devono	essere	inviate:	a)	all¢Ã​Â​ÂIRB/IEC	per	la	revisione	e	l¢Ã​Â​Âapprovazione/parere	favorevole,	b)	allo	sponsor	per	accettazione	e,	se	necessario,	c)	alle	autorit​Ã	Â	regolatorie.	4.8.8	Prior	to	a	subject¢Ã​Â​Âs	participation	in	the	trial,	the	written	informed	consent	form	should	be
signed	and	personally	dated	by	the	subject	or	by	the	subject's	legallyacceptable	representative,	and	by	the	person	who	conducted	the	informed	consent	discussion.	4.8.4	La	informaci​Ã³Ân	oral	y	escrita	referente	al	ensayo,	incluyendo	la	hoja	de	informaci​Ã³Ân	al	sujeto,	no	deber​Ã¡Â	contener	ning​ÃºÂn	tipo	de	lenguaje	que	lleve	al	sujeto	o	al
representante	legal	del	to	waive	or	appear	to	waive	any	legal	right,	or	to	release	or	appear	to	release	the	investigator,	the	institution	​	Â	³	n,	the	promoter	or	his	staff	from	their	obligations	in	the	event	of	negligence.	Solange	ein	PrÃ	​	Â	¼	fungsteilnehmer	an	der	klinischen	PrÃ	​	Â	¼	fung	teilnimmt,	sollte	er	bzw.	4.5	Einhaltung	des	PrÃ	​	Â	¼	fplans	4.5.1
Der	PrÃ	​	Â	¼	fer	/	die	Institution	sollte	die	klinische	PrÃ	​	Â	¼	fung	unter	Einhaltung	des	mit	dem	Sponsor	und	Ã¢Â	​	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â
Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	Â	ñgigen	Ethik-Kommission	genehmigt	/	zustimmend	bewertet	wurde.	4.12	Termination	​	Â	³	or	SuspensionÃ	​	Â	³	of	a	Trial	If	the	trial	is	terminated	in	advance	or	suspended	for	any	reasonÂ	​	Â	³	n,	the
investigator	shallÂ	​Â	promptly	inform	the	subjects	of	the	trial,	ensuring	appropriate	treatment	and	follow-up	of	the	subjects	and,	where	required	by	applicable	law,	inform	the	regulatory	authority.	4.13	AbschluÃ	​	Â	​	bericht(e)	des	PrÃ	​	Â	¼	fers	Bei	AbschluÃ	​	Â	​	der	klinischen	PrÃ	​	Â	Â	seinem	gesetzlichen	Vertreter	und	von	der	Person,	die	das	AufklÃ	​	Â
añrungsgesprÃ	​	Â	añich	gefÃ	​	Â	¼	hrt	hat,	eigenhÃ	​	Â	añdig	datiert	und	unterzeichnet	werden.	Autopsieberichte	und	medizinische	AbschluÃ	​	Â	​	berichte)	zur	VerfÃ	​	Â	¼	gung	stellen.	4.3.2	During	and	after	the	​	Â©	participation	​	Â	³	a	subject	in	a	trial	the	investigator/institutionÂ	³n	be	required​n	ensure	that	appropriate	​	Â©	assistance	is	provided	to
the	investigator/institution	in	the	event	of	any	adverse	event,	including	the	alteration	Â	Â	¢	n	clericalÂ	of	laboratory	values,	which	isÂ	Â©	related	to	the	trial.	If	the	trial	is	blinded,	the	investigator	should	promptly	document	and	explain	to	the	sponsor	any	premature	unblinding	(e.g.,	accidental	unblinding,	unblinding	due	to	a	serious	adverse	event)	of
the	investigational	product(s).	Investigators	must​n	registros	registros	que	documenten	correctamente	que	a	los	sujetos	se	les	suministraron	las	dosis	especificadas	en	el	protocolo	y	que	los	datos	cuadren	con	los	medicamentos	en	investigaci​Ã³Ân	recibidos	del	promotor.	4.1.2	Lo	sperimentatore	deve	essere	pienamente	a	conoscenza	dell¢Ã​Â​Âimpiego
appropriato	del/i	prodotto/i	in	sperimentazione,	come	descritto	nel	protocollo,	nel	dossier	per	lo	sperimentatore	aggiornato,	nelle	informazioni	sul	prodotto	ed	in	altre	fonti	di	informazione	fornite	dallo	sponsor.	Durante	la	partecipazione	del	soggetto	allo	studio,	il	soggetto,	od	il	suo	rappresentante	legalmente	riconosciuto,	deve	ricevere	una	copia
firmata	e	datata	degli	aggiornamenti	del	modulo	di	consenso	informato	ed	una	copia	di	eventuali	modifiche	delle	informazioni	scritte	fornite	ai	soggetti.	4.8.6	The	language	used	in	the	oral	and	written	information	about	the	trial,	including	the	written	informed	consent	form,	should	be	as	non-technical	as	practical	and	should	be	understandable	to	the
subject	or	the	subject's	legally	acceptable	representative	and	the	impartial	witness,	where	applicable.	4.9.4	El	investigador/instituci​Ã³Ân	deber​Ã¡Ân	guardar	los	documentos	del	ensayo	tal	como	est​Ã¡Â	especificado	en	el	apartado	de	Documentos	Esenciales	para	la	realizaci​Ã³Ân	de	un	Ensayo	Cl​Ã​Ânico	(v​Ã©Âase	punto	8)	de	acuerdo	con	la	normativa
vigente.	jeder	Vorgang	mu​Ã​Â	nachvollziehbar	sein).	(e)	die	Verpflichtungen	des	Pr​Ã¼Âfungsteilnehmers.	Page	12	4.1	Investigator¢Ã​Â​Âs	Qualifications	and	Agreements	4.1.1	The	investigator(s)	should	be	qualified	by	education,	training,	and	experience	to	assume	responsibility	for	the	proper	conduct	of	the	trial,	should	meet	all	the	qualifications
specified	by	the	applicable	regulatory	requirement(s),	and	should	provide	evidence	of	such	qualifications	through	up-to-date	curriculum	vitae	and/or	other	relevant	documentation	requested	by	the	sponsor,	the	IRB/IEC,	and/or	the	regulatory	authority(ies).	The	investigator/institution	inform	a	subject	when	medical	care	is	needed	for	intercurrent
illness(es)	of	which	the	investigator	becomes	aware.	At	the	firmar	el	permimiento	el	testigo	ratifies	que	la	informaciÃ​Â³n	contenida	en	el	mismo	y	toda	la	informaciÃ​Â³n	excrita	fue	fielmingly	explicada	y	apparently	entendida	por	el	sujeto	or	on	representante	legal	y	que	el	permimiento	fue	libreemente	dado	por	el	sujeto	or	on	representante	legal.	4.3.3
If	the	subject	participating	in	a	trial	has	a	treating	physician	and	agrees	that	he	or	she	will	be	informed	about	the	trial,	the	investigator	is	recommended	to	inform	the	subject's	treating	physician	about	his	or	her	participation	in	the	study.	Si	el	estudio	es	ciego,	deberÃ​Â	sO	documentar	y	explicar	inmediately	to	the	promotor	cualquier
desenmascaramiento	de	un	medicamento	en	investigaciÃ​Â³n	(p.e.	accidentally,	or	por	apariciÃ​Â³n	de	un	acontecimiento	adverse	grave).	4.5.2	El	investigador,	no	deberÃ​Â​Â³n	ni	modifaciÃ​Â³n	of	the	protocol	with	the	permission	of	the	promotor	y	la	revisiÃ​Â³	​	³	​	³	​n	previy	dictamen	favorable	a	la	revisaciÃn	implique	only	aspectos	logÃÃsÂsticos	o
administrativos	(p.ej.	In	der	Sofortmeldung	sowie	in	den	Folgeberichten	sollten	die	PrÃ​Â/fungsteilnehmer	nicht	mit	ihren	Namen	und/oder	Adressen,	sondern	anhand	der	eindeutigen,	den	PrÃ​Â/fungsteilnehmern	zugewiesenen	Codenummern	identifiziert	werden.	(i)	The	alternative	treatment	procedure(s)	that	may	be	available	to	the	entity	and	its
potential	significant	benefits	and	risks.	4.9.3	Any	changes	or	corrections	to	the	CRF	must	be	dated,	initialed	and	explained	(if	necessary)	and	must	not	conceal	the	Ã	④	Â​Â​original	insertion	(that	is​Â¨	the	possibilityÃ​Â	must	be	maintained		verification),	there​Â²	applies	to	both	written	amendments	or	corrections	(Vedi	5.18.4	(N)).	(c)	The	negative	impact
on	the	subject's	welfare	is	minimized	and	low.	After	the	written	informed	consent	form	and	any	other	written	information	provided	to	the	subjects,	it	is	read	and	explained	to	the	subject	or	legally	acceptable	representative	of	the	subject,	and	after	the	subject	or	the	representative	legally	Acceptable	of	the	subject	has	accepted	orally	to	the	participation
of	the	subject	in	the	trial	and,	if	he	is	able	to	do	so,	he	has	signed	and	dated	personally	with	the	Informed	Consent	Form,	the	witness	must	sign	and	sign	the	consent	form.	4.1.4	der	Pr	Prir	Pruher	/	Die	Institution	Solte	Monitoring	Und	Auditors	Dirt	De	Dirt	Sponsor	Sowie	Inspektionen	Druch	Die	Zustules	"Ndigen	BehÃ¶rden	Zulasen.	4.6.3	Lo
Sperimentator	/	iStituzione	E	/	O	Il	Pharmacist	OD	Altra	Person,	Designato	Dallo	Sperimentorore	/	iStituzione,	deve	the	conversion	of	the	DocumeAzione	relative	Alle	Consecne	E	All	'Inventory	of	Prodotto	Nelle	Headquarters	Study,	Allo'	Use	of	the	Prodotto	It	gives	Part	SO	DI	CIOSCUN	SOGGETTO	E	ALLA	RESTITUZE	AT	THE	SPROCATOR	OR	ALLO
SMMALMENTIENTE	OF	/	i	PRODOTOTOTTO	/	I	DO	NOT	USE	/	I.	4.4	Communication	with	the	CEIC	4.4.1	Before	starting	an	essay,	the	researcher	should	obtain	the	favorable	opinion,	by	Written	and	dated,	for	the	test	propocolo,	the	information	sheet	for	the	subject	of	the	informed	consent,	the	updates	of	this	document,	the	recruitment	procedures



(p.	I	immediate	rapporti	devono	identification	I	identification	i	soggetti	meditate	one	encoding	one	Unico	Assenato	Ai	Soggetti	Che	PtoneCipano	Alo	Studio	AnzichÃ	‰	through	I	Nomi	Dei	Soggetti,	i	numeri	di	Identificationzione	Personali	E	/	O	L'Â	"¢	indirizzo.	4.10	INF	Ormes	de	Progreso	4.10.1	The	researcher	must	send	written	response	resumes	to
the	IRB	/	IEC	annually,	or	more	frequently,	or	with	Frequency,	if	requested	by	the	IRB	/	IEC.	4.8.15	In	situations	of	urge,	when	it	is	not	possible	to	obtain	the	previous	consent	of	the	if	​,	the	consent	of	the	subject's	legal	representative	is	'present'.	The	researcher/institution	​	n	Â³	n	must​	take	the	necessary	measures	to	prevent	accidental	or	premature
dextrinÃ	​	Â³	n	these	documents.	4.6	Test	Products	4.6.1	ResponsibilityÂ		Â	​	reliabilityÂ		of	the	product(s)	under	investigation	³	the	place(s)	of	the	study	are	the	responsibility	of	the	researcher/³.	e)	The	responsibilities	of	the	subject.	All	questions	related	to	the	study	should	be	answered	in	a	satisfactory	manner	for	the	test	subject	or	his	legally
authorized	representative.	The	communication	³	this	information	should	³	be	documented.	4.2.3	The	investigator	shall	have	at	his	disposal	the	appropriate	number	of	qualified	personnel	and	the	necessary	facilities,	during	the	time	of	the	test,	to	conduct	it	safely.	The	researcher/institution	³	and	the	sponsor	must	sign	the	protocol	or	an	alternative
contract	to	confirm	the	Â	​	agreementÂ	​.	Diese	Aufzeichnungen	sollten	mit	allen	vom	Sponsor	erhaltenen	Lieferscheinen	abgeglichen	werden.	(h)	der	nach	vorliegendem	Kenntnisstand	zu	erwartienne	Nutzen.	(q)	The	person(s)	to	contact	for	further	information	regarding	the	trial	and	the	rights	of	trial	subjects,	and	whom	to	contact	in	the	event	of	trial-
related	injury.	Page	13	4.1	InvestigatorÃ¢	Â	​	s	Qualifications	and	Agreements	4.1.1	The	investigator(s)	should	be	qualified	by	education,	training,	and	experience	to	assume	responsibility	for	the	proper	conduct	of	the	trial,	should	meet	all	the	qualifications	specified	by	the	applicable	regulatory	requirement(s),	and	should	provide	evidence	of	such
qualifications	through	up-to-date	curriculum	vitae	and/or	other	relevant	documentation	requested	by	the	sponsor,	the	IRB/IEC,	and/or	the	regulatory	authority(ies).	4.4.3	During	the	trial	the	investigator/institution	should	provide	to	the	IRB/IEC	all	documents	subject	to	review.	4.8.12	When	.locotorp	.locotor	ehy	htiw	htlno	ehr	taldrofs	ehc	ehc	ehc	ehc
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