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The	International	Council	for	Harmonisation	(ICH)	E6	¢ÃÂÂ	good	clinical	practice	(GCP)	(R2)	addendum	¢ÃÂÂ	was	released	in	2016	to	encourage	implementation	of	improved	approaches	for	the	management	of	clinical	trials.	The	changes	in	different	sections	include	new	approaches	¢ÃÂÂ	quality	management	system,	risk-based	monitoring	with
emphasis	on	human	subject	protection,	and	data	integrity.	The	article	discusses	challenges	in	adoption	and	implementation	of	the	changes	in	ICH	GCP	guideline	for	clinical	trial	stakeholders.Keywords:	Addendum,	International	Council	for	Harmonisation,	investigator,	regulatory,	sponsorIn	2016,	the	International	Council	for	Harmonisation	(ICH)	E6
¢ÃÂÂ	good	clinical	practice	(GCP)	guideline	¢ÃÂÂ	was	amended	to	foster	implementation	of	improved	and	more	efficient	approaches	to	the	management	of	clinical	trial	process	from	protocol	planning	to	study	conduct	and	reporting.[1]	Since	1996,	when	ICH	GCP	E6(R1)	was	released,	the	field	of	clinical	trials	has	grown	extensively	due	to	increases	in
globalization,	clinical	study	complexity,	and	technological	capabilities.[2]	ICH	E6(R1)	guideline	was	flexible	and	allowed	sponsors	to	implement	innovative	approaches	in	ensuring	quality	of	clinical	trials.	However,	the	sponsor's	emphasis	was	on	less	important	aspects	of	trials,	for	example,	completeness	and	accuracy	of	every	piece	of	data	at	the	cost
of	critical	aspects,	such	as,	carefully	managing	risks	to	the	integrity	of	key	outcome	data.[2]	Hence,	ICH	has	modernized	ICH	E6	by	supplementing	it	with	additional	recommendations	to	better	facilitate	comprehensive	and	uniform	global	implementation	of	new	approaches	and	methods.	These	new	recommendations	will	have	long-term	implications
for	the	quality	of	clinical	trials.In	the	addendum,	the	amendments	in	several	sections	¢ÃÂÂ	glossary,	principles,	investigator	responsibilities,	sponsor	responsibilities,	and	essential	documents	¢ÃÂÂ	reflect	new	approaches	and	systems	emphasis	on	the	protection	of	human	subjects	and	data	integrity.	[1]	The	glossary	includes	new	terms	-	authenticated
copying,	validation	of	computerized	systems	and	monitoring	plan.	certified	copy	is	a	copy	(regardless	of	the	oada	media	type)	of	the	original	record	that	was	verified	by	a	signature	dated	u	by	generation	through	a	validated	process,	to	have	the	same	information,	including	data	describing	the	context,	content	and	structure,	as	the	original.	[1]	the
validation	of	computerized	systems	is	a	process	of	establishing	and	documenting	that	the	specified	requirements	of	a	computerized	system	can	be	met	constantly	from	design	until	the	decommissioning	of	the	system	u	the	transition	to	a	new	system.	[1]	The	monitoring	plan	requires	strategy	description,	methods,	responsibilities	and	requirements	to
monitor	the	study.	the	principle	of	gcp	2.10	on	clinical	trial	information	will	be	applied	to	all	records	regardless	of	the	type	of	media	used	and	2.13	requires	that	quality	systems	and	procedures	urs	should	focus	on	aspects	of	the	clinical	trial	which	are	essential	to	ensure	the	protection	of	human	subjects	and	the	integrity	of	the	data.	[1]	The
investigator’s	responsibilities	now	include	(a)	the	supervision	of	individuals	u	parties	to	whom	the	trial-related	duties	and	functions	are	delegated	and	((b)	ensure	that	individuals	and	parties	are	qualified	and	implement	procedures	to	ensure	the	integrity	of	the	tasks	and	data	of	the	study.	the	term	individuals	u	parts,	as	described	in	the	food	and	drug
administration	guidelines	(fda)	on	the	responsibilities	of	the	researcher,	[3]	would	include	the	study	team	that	is	not	in	the	direct	employment	of	the	researcher,	for	example,	website	management	organization.	the	investigator	must	ensure	(	1)	maintenance	of	suitable	and	accurate	source	documents	and	test	records	that	includethe	pertinent
observations	in	each	of	the	subjects	of	the	study	of	the	site,	(2)	that	the	source	data	are	attributable,	legible,	contemporary,	original,	accurate	and	complete	and	(3)Changes	to	the	data	of	origin	are	tracedable,	not	to	obscure	the	original	entry	and	can	be	explained.	[1]	The	researcher	also	has	new	responsibilities	for	electrical	testing	data	and	essential
documents.	In	Addendum,	there	are	significant	additions	to	the	responsibilities	of	the	sponsor.	The	sponsor	must	implement	the	quality	management	system	(QMS)	that	focuses	on	essential	test	activities	to	ensure	the	protection	of	the	human	subject	and	reliability	of	test	results.	QMS	includes	the	design	of	well	-organized	protocols,	tools	and
processes	for	data	collection	and	management	and	collection	of	all	information	that	is	crucial	for	decision	making.	[1]	The	QMS	approach	is	an	adaptation	of	the	ICH	Quality	Risk	(QRM)	risk	management	approach	for	pharmacomatic	quality	systems	for	clinic	test	quality	systems.	[4]	QMR	is	a	systematic	process	for	evaluation,	control,	communication,
and	risks	reviews	associated	with	the	planning	and	conduct	of	clinical	tests	and	colnic	development	programs.	[4]	The	QRM	is	based	on	the	identification	of	clinical	priorities	of	rehearsal	and	mitigation	of	the	striking	risks	and	such	a	containing	basis	and	definition	of	toleã	boundaries	for	¢	Operational	areas	and	processes,	for	example,	test
management	procedures,	closed	test	data,	GCP	protocol	and	compliance	procedures.	[4]	This	gradual	risk	approach	includes:	[1.4]	Identification	of	chrostic	processes	and	data	during	the	development	of	protocol.	Â	€	“Organization,	Quality	Systems,	Standard	Operating	Procedures	(SOPS),	Computerized	Systems,	Personal,	Regulation	and	Table	is
Tyical	of	Testing	Project	,	product	research	(IP),	data	collection	of	the	informed	consent	process,	study	management	team,	place	of	clinical	and	study	budget.	The	next	steps	are	(3)	risk	assessment,	(4)	risk	control,	(5)	risk	communication	and	(6)	risk	review	(7)	risk	riskdna	stnapicitrap	lairt	lacinilc	fo	noitcetorp	yfirev	ot	era	gnirotinom	lairt	lacinilc	fo
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noncompliance	that	significantly	affects	or	has	the	potential	to	significantly	affect	human	subject	protection	or	data	integrity,	the	sponsor	should	conduct	a	root	cause	analysis	and	implement	appropriate	corrective	and	preventive	actions.[1]	If	required	by	applicable	law	or	regulation,	the	sponsor	should	inform	the	regulatory	authorities	when	the
noncompliance	is	a	serious	breach	of	the	trial	protocol	or	GCP.A	serious	breach	is	a	breach	likely	to	affect	to	a	significant	degree	the	safety	and	rights	of	a	subject	or	the	reliability	and	robustness	of	the	data	generated	in	the	clinical	trial.[8]	In	the	UK[9]	and	in	Europe,	there	is	a	regulatory	requirement	for	the	sponsor	to	notify	the	regulatory	agencies
about	a	serious	breach	within	7	days.This	section	specifies	responsibilities	of	the	sponsor	and	the	investigator	for	control	and	maintenance	of	essential	documents.The	sponsor	and	the	investigator	should	maintain	a	record	of	the	location	of	their	respective	essential	documents.	Storage	system	should	provide	for	document	identification,	version
history,	search,	and	retrieval.[1]The	sponsor	should	ensure	that	the	investigator	has	control	of	and	continuous	access	to	the	case	report	form	data.Essential	documents	for	a	specific	trial	should	be	supplemented	or	may	be	reduced	as	appropriate.When	a	copy	is	used	to	replace	an	original	document,	it	should	fulfill	the	requirements	for	certified
copies.The	investigator/institution	should	have	control	of	all	essential	documents	and	records	generated	by	the	investigator/institution	before,	during,	and	after	the	trial.Adoption	and	implementation	of	the	changes	in	ICH	GCP	guideline	will	pose	significant	challenges	for	all	clinical	research	stakeholders.In	India,	clinical	trial	approval	from	the
Central	Drugs	Standard	Control	Organization	(CDSCO)	requires	that	the	trial	should	be	conducted	in	compliance	with	requirements	of	Schedule	Y	and	Indian	GCP	guidelines.Internationally,	RBM	It	was	promoted	by	FDA	and	Ich.	However,	if	the	CDSCO	will	accept	this	approach	is	uncertain.	Thus,	Indian	companies	that	develop	new	medicinal	entities
for	the	international	market	and	foreign	multinational	companies	that	conduct	global	clinical	tests	are	wondering	if	they	can	implement	centralized	monitoring	in	Indian	essays.	As	Indian	GCP	does	not	support	RBM,	a	company	adopting	such	an	approach	and	reducing	local	monitoring	frequency	risks	regular	compliance.	Committee	of	Excity	(EC)	has
the	responsibility	of	continuing	the	review	based	on	the	investigator's	progress,	consent	revision,	security,	protocol	/	violence	and	monitoring	based	on	visits.	Some	of	the	information,	for	example,	the	deviation	of	the	protocol	is	detected	during	the	monitoring	visit	by	a	clinic	monitor.	As	it	is	probable	that	RBM	reduces	visits	on	site,	the	EC	would	be
concerned	with	lacking	important	questions	in	the	conduct	of	clinical	compliance	with	experimental	protocol.	The	sponsors	are	also	created	between	regulators	and	ECs	on	the	challenges,	opportunities	and	benefits	of	new	quality	and	RBM	management	approaches.	For	the	researcher's	site,	the	change	of	the	site	for	centralized	monitoring	will	bring
major	adjustments.	During	the	on	-site	monitoring,	the	clinical	test	monitor	spends	time	in	the	revision	of	the	informed	consent	form	(ICF),	IP	responsibility,	adverse	events	(AES)	and	bass	EAS,	verification	of	origin	documents	and	Site	file	reviews.	Since	the	frequency	of	on-site	visits	would	be	reduced,	the	site	will	have	to	provide	some	of	these
documents	by	email	or	fax	the	records.	[10]	The	site	team	also	has	to	gather	data	on	items	that	were	previously	reviewed	by	a	visit	on	site,	for	example,	IP	responsibility,	FIC,	and	send	it	to	the	Review	Test	Monitor	for	Review	Central	remote	[10]	liam-e	liam-e	ed	o£Ã§Ãatpircne	,saip³Ãcotof	,setneuqerf	sacin´Ãfelet	sadamahc	ed	etis	od	lanoicida	agrac
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