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Key	aims	of	the	new	European
Clinical	Trials	Regulation	(EU)	No	536/2014	

“to	foster	innovation	through	simplification	of	the	clinical	trial	
application	process,	and	to	increase	transparency	and	availability	of	
information	on	clinical	trials	and	their	results”*
“to	give	patients	access	to	the	most	innovative	clinical	research and	
treatments,	and	to	improve	existing	treatments	
clinical	research”	[…]	investment […]	makes	a	significant	contribution	
to	the	growth	policy	of	the	Europe	2020	agenda	[…].	Very	significant	
costs	“could	be	saved	in	regulatory	costs	and	boost	research	and	
development	in	the	EU,	thus	contributing	to	economic	growth
to	reverse	some	unfavourable	effects	of	the	'Clinical	Trials	Directive'	of	
2001 which	has	contributed	“to	a	decrease	of	25%	of	clinical	trials	
conducted	in	the	period	between	2007	and	2011”**

* Draft	proposal	for	an	addendum,	on	transparency,	 to	the	“Functional	specifications	for	the	EU	portal	and	EU	database	to	be	audited	-
EMA/42176/2014”	
**European	Commission	Press	Release	17	July	2012:		“Fostering	EU's	attractiveness	in	clinical	research:	Commission	proposes	to	revamp	
rules	on	trials	with	medicines”
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European	Clinical	Trial	Regulation:
New	transparency	requirements

for	Phase	1	studies
The	information	 that	will	be	made	public	for	all	clinical	trials	registered	in	the	system	
will	include:

• The	Clinical	Trial	Application	Form,	being	in	effect	a	structured	synopsis	of	the	
clinical	trial	protocol	: the	main	characteristics	of	the	trial	comprising	 design,	
scientific	and,	where	applicable,	 therapeutic	intent,	 title,	identification	of	the	
investigational	medicinal	products	 (IMPs),	treatment	arms,	treatment	population	
and	number	of	subjects,	 inclusion	and	exclusion	criteria	and	main	objectives	and	
endpoints	 [To	be	published	at	the	time	of	decision	on	trial]

• conclusion	of	the	assessment	and	decision	on	 the	trial;
• information	 updated	during	 the	trial	to	indicate	the	start	and	end	dates	of	

recruitment;
• substantial	modifications	 to	the	trial;
• the	end	date	of	the	trial	and	12	months	later	the	summary	of	results	and	a	

summary	in	lay	language;
• clinical	study	reports	for	medicines	 for	which	a	marketing	authorisation	has	been	

granted,	the	procedure	completed	or	the	marketing	authorisation	 application	
withdrawn

Draft	proposal	 for	an	addendum,	 on	transparency,	 to	the	“Functional	 specifications	 for	the	EU	portal	and	EU	database	to	be	audited	- EMA/42176/2014”	
EMA/641479/2014	
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Potential	benefits	of	early	publication	of	Phase	1	trial	
registration and	(lay)	summary	results	

for	patients,	health	professionals	and	the	public

Sources:
ClinicalTrials.gov:	https://clinicaltrials.gov/ct2/manage-recs/background;
WHO/International	 Clinical	 Trials	Registry	Platform	 (ICTRP):	 http://www.who.int/ictrp/trial_reg/en/
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The	underreporting	 of	unfavourable	data	can	
lead	to	duplication of	work	and	safety	issues.
Due	to	the	nature	of	Phase	1	studies,	 this	is	
unlikely	to	affect	ongoing	clinical	research	at	
the	time,	as	all	parties	involved	are	fully	
informed	about	study	design	and	safety	
information	 and	any	changes	thereof.



Potential	risks	of	early	publication	of
Phase	1	registration	and	(lay)	summary	results
for	patients,	health	professionals	and	the	public
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Information	that	may	be	considered	
commercially	confidential:

Pharmaceutical	 details Novel	molecular	 target(s)

Non-clinical	 data
Formulation/formulation	
switches	and	new	delivery	
route(s)

Projected	 timelines	 &	key	
milestones	e.g.	First-in-
Human,	Proof	 of	Concept	 and	
NDA/MAA

Disease	indication(s)	 being	
pursued

Biomarkers	employed Clinical	 trial	 designs

Development	strategy Lifecycle	management	
strategy

In	locations	outside	Europe	the	risks	in	
relation	to	early	disclosure	of	commercially	
confidentially	 information	will	be	less.

Sponsors	may	choose	to	conduct	early	phase	
and	follow-on	later	phase	studies	outside	
Europe
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CTR:	Transparency	versus	
Commercially	Confidential	Information

– Article	67	[…]	“Publicly	available	information	
contained	in	the	EU	database	should	contribute	to	
protecting	public	health	and	fostering	the	
innovation	capacity	of	European	medical	research,	
while	recognising	the	legitimate	economic	
interests	of	sponsors.”	
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REGULATION	(EU)	No	536/2014	OF	THE	EUROPEAN	PARLIAMENT	AND	OF	THE	COUNCIL	of	16	April	2014	on	clinical	
trials	on	medicinal	 products	for	human	use,	and	repealing	Directive	2001/20/EC



– Article	81(4).	“The	EU	database	shall	be	publicly	accessible	
unless,	for	all	or	part	of	the	data	and	information	
contained	therein,	confidentiality	is	justified on	any	of	the	
following	grounds:	
• protecting	personal	data	in	accordance	with	Regulation	(EC)	No	
45/2001;

• protecting	commercially	confidential	information,	in	particular	
through	taking	into	account	the	status	of	the	marketing	
authorisation	for	the	medicinal	product,	unless	there	is	an	
overriding	public	interest	in	disclosure;

• Protecting	confidential	communication	between	Member	States	in	
relation	to	the	preparation	of	the	assessment	report;

• Ensuring	effective	supervision	of	the	conduct	of	a	clinical	trial	by	
Member	States”
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REGULATION	(EU)	No	536/2014	OF	THE	EUROPEAN	PARLIAMENT	AND	OF	THE	COUNCIL	of	16	April	2014	on	clinical	
trials	on	medicinal	 products	for	human	use,	and	repealing	Directive	2001/20/EC

Clinical	Trial	Regulation:
Commercially	Confidential	Information

CTR:	Transparency	versus	
Commercially	Confidential	Information



EU	Clinical	Trial	Portal	and	Database

“Key	instrument	to	ensure	transparency	[…];
Will	be	used	for	submission	and	maintenance	of	clinical	
trial	applications	and	authorisations	within	the	EU	[…];
Source	of	public	information	on	CTA	assessed,	clinical	
trials	conducted	in	the	EU,	from	the	time	of	decision	to	
authorise	a	trial,	up	to	finalisation	of	those	trials	and	
inclusion	of	their	results	in	the	database”	[…]

The	European	Medicines	Agency	(EMA)	is	responsible	for	
its	development	and	maintenance
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Draft	proposal	 for	an	addendum,	on	 transparency,	to	the	“Functional	specifications	for	the	EU	portal	and	EU	database	to	be	audited	-
EMA/42176/2014”	
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http://www.eucrof.eu/images/EUCROF_Position_Paper_Public_Access_to_Early_Phase_EU_database_information_31_OCT_2014.pdf

Advocating	a	balanced	approach
Position	Paper	31	Oct	2014
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http://www.ema.europa.eu/docs/en_GB/document_library/Other/2015/01/WC500180618.pdf

The	aim	of	this	consultation is	to	seek	
stakeholders’	views on	the application	of	these	
exceptions,	so	that	they	strike	the	right	balance
between	respecting	patients’	and	doctors’	needs	
and	the	publics’	entitlement	 to	extensive	and	
timely	 information	about	clinical	 trials	and	
developers’	and	researchers’	need	to	protect	their	
investments.
A	balanced	approach	is	needed	to	protect	public	
health	and	also	foster	the	innovation	capacity	of	
European	medical	research,	thus	supporting	the	
EU	as	a	location	for	innovative,	cutting	edge	
research	 that	results	in	development	of	novel	
products	and	research	 into	new	and	better	uses	of	
existing	products.	
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EMA	consultation	on	transparency	Jan/Feb	2015	
EU	Clinical	Trial	Portal	and	Database

The	consultation	did	not	include	any	proposal	
that	the	requirement	 to	publish	the summary	of	
results	and	a	summary	 in	lay	language	12	months	
after	the	end	of	a	trial	could	be	deferreddue	to	
commercial	 confidentiality.	
CTR	Article	2	(26)	Definition	of	“end	of	trial”:	 	Last	
Subject	Last	Visitor	“at	a	later	point	as	defined	in	
the	protocol”.



EMA	consultation	on	transparency:	
EUFEMED	submission	in	support	of	EMA	statements
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– 80:	“Phase	1	trials	are	
commercially	particularly	
sensitive […]”

– 345:	“In	the	case	of	Phase	I	
clinical	trials in	healthy	
volunteers	there	is	particular	
sensitivity	about	the	commercial	
confidentiality of	information	on	
the	trial.	

– 617:	“Thus,	the	extent	of	
information	made	public	could	
progressively	increaseduring	the	
development	period	to	the	
marketing	authorisation	of	a	
medicine	from	first	in	human	
Phase	I	trials to	post-
authorisation	Phase	IV	and	low-
intervention	trials.”
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EUFEMED	submission:
Definition	of	“Phase	1”

We	advocate	defining	a	
“Phase	1”	trial	for	the	
purpose	of	applying	
transparency	rules	as	
follows:
• Phase	1	trials	are	clinical	
trials	using	IMP,	device	
&	IMP/device	
combinations,	
performed	in	healthy	
volunteers	and/or	
patients	without	
therapeutic	 (or	
prophylactic)	intent	
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EMA	consultation	on	transparency:	
EUFEMED	submission	Definition	of	“Phase	1”
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Draft	proposal	 limits	Phase	1	
trials	to	healthy	volunteers:	
“Information	to	be	made	public	
at	the	time	of	decision	on	 the	
trial	– possible	deferral	for	
Phase	I	trials	in	healthy	
volunteers”
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“Question	11:	“Please	comment	and	give	
a	brief	rationale	for	your	supportor	
disagreement	with	[the]	proposal	 that	the	
sponsor	will	have	the	possibility	 to	opt	to	
have	only	very	minimal	public	 information	
at	the	time	of	decision	on	 the	trial”,	i.e.

“a	subset	of	the	fields	of	the	WHO	ICTRP:
• in	particular	 the	EU	number	of	the	trial,
• the	sponsor
• the	investigator	site,	the	phase	of	the	

trial	 (i.e.	Phase	I)
• the	number	of	trial	 subjects	and	the
• population	under	study	[…]
• The	decision	on	the	trial	would	also	be	

made	public,	but	identifying	the	trial	
only	by	this	minimum	set	of	
information”

and	for	the	“remainder	to	be	made	public	
at	the	point	when	the	summary	of	trial	
results	is	published”.

©	 U	Lorch

EUFEMED	support	of	EMA	proposal	on
Public	access	to	Phase	1	clinical	trials	registration	information
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Supported	 by:	

Phase	1	stakeholder	submissions	Jun/Sep	2015	
Publication	of	Phase	1	summary	results
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The	outcome:
Final	appendix	on	Disclosure	Rules,	Oct	2015

Definition	of	Phase	1	(Category	1)	trials	
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The	publication	of	the	characteristics	(registration)	of	
Category	1	(non-paediatric)	clinical	trialsmay	be	done	in	
stages;	
upon	authorisation	a	very	limited	amount	of	non-
commercially	confidential	information	can	be	published,	the	
remaining	information’s	publication	can	be	deferred	until	the	
summary	reports	of	results are	published.

“The	fields	 to	be	made	public,	 even	in	the	case	of	a	deferral,	are:	
– EU	Clinical	 Trial	Number
– Sponsor	 name	and	address
– Investigator	name	and	site	address
– nature	of	clinical	trial	(e.g.	bioequivalence	 in	24	healthy	

volunteers)
– decision	on	the	trial
– date	of	decision	 on	the	trial
– date	of	start	of	the	trial
– dates	of	start	and	end	of	recruitment
– date	of	end	of	the	trial	in	the	Member	State(s)	in	the	EU

and	globally	(including	 early	termination	of	the	trial)
– summary	CVs
– statements	of	the	head	of	the	institution	 regarding	the	site
– statement	regarding	conditions	 such	as	economic	interests	

and	institutional	 affiliations	that	might	influence	 the	
impartiality	of	the	investigators”

The	outcome:
Publication	of	Registration	Information	
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• The	publication	of	summary	 reports	of	results	can	
be	deferred from	a	default	of	12	months	after	the	
end	of	a	Category	1	trial	to	up	to	30	months	after	
the	end	of	a	trial.		At	this	time	then	also	the	
remaining	 registration	information -see	above- will	
be	published.

• The	publication	of	urgent	 safety	measures	and	
unexpected	events	occurring	during	 Category	1	
clinical	trials	can	be	deferred	until	publication	of	
summary	results,	as	long	as	these	matters	are	
dealt	with	by	using	adaptive	study	design	or	via	
substantial	amendments,	 as	is	normal	practice	for	
exploratory	trials.

• The	publication	of	IMPD	sections	S	and	E,	IB,	
protocol	and	subject	information may	be	deferred	
to
– up	to	seven	years	after	the	end	of	a	Category	1	trial	and
– up	to	five	years	after	the	end	of	a	therapeutic	

exploratory	and	confirmatory	clinical	 trial,	to	protect	
commercial	 confidentiality.

– IMPD	section	Q	will	not	be	published.
• Deferrals	require	appropriate	 justifications.
• The	EMA	stated	that	the	processes	involved	will	be	

straight	forward.

The	outcome:	
Publication	of	Summary	Results
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What	are	the	next	steps?	
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Publication	of	information/data	via	publication	module	of	
EU	database	and	portal	will	be	mostly	automated

The	plan	is	to	have	the	system	available	for	an	
independent	audit	by	the	end	of	the	third	quarter	of	
2016

If	the	portal	and	database	get	a	green	light	from	the	
audit,	the	Regulation	will	come	into	application	by	the	
end	of	2017

From	that	point	onwards	the	portal	and	database	will	be	
operational	for	sponsors	and	Member	States	to	use	for	all	
new	clinical	trial	applications	in	the	EU,	and	the	
information	from	the	database	will	be	publicly	available

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2015/10/news_detail_002409.jsp&mid=WC0b01ac058004d5c1
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