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Introduction	

My	name	is	Dave	Schoneker	and	I’m	here	representing	the	International Pharmaceutical Excipients 
Council of the Americas	today.		IPEC-Americas is an industry association that develops, implements, and 
promotes global use of appropriate quality, safety, and functionality standards for	pharmaceutical 
excipients and delivery systems.	

Thank	you	for	the	opportunity	to	speak	regarding	a	very	important	issue	that	we	believe	needs	to	be	
addressed	to	enhance	innovation	in	the	pharmaceutical	industry.		This	issue	involves	the	need	for	an	
FDA	 novel	 excipient	 safety	 review	 and	 qualification	 process	 which	 could	 be	 performed	
independently	from	a	specific	new	drug	application. 

Background		

IPEC-Americas	and	FDA	define	a	novel	excipient	as	a	material	or	a	composition	that	has	not	been	
previously	 used	 in	 an	 approved	 drug	 product	 in	 the	 US.	 	 Typically,	 this	 is	 determined	 as	 an	
excipient	which	is	not	listed	in	FDA’s	Inactive	Ingredient	Database	(IID)	or	cannot	be	shown	to	be	
used	through	a	specific	reference	in	an	NDA	or	ANDA.	

The	 FDA’s	 own	 definition	 of	 new	 or	 novel	 excipients	 in	 their	 Guidance	 on	 Nonclinical	 Studies	 for	 the	
Safety	Evaluation	of	Pharmaceutical	Excipients	would	include	the	following	types	of	Novel	excipients:		

• New	Co-Processed	Excipients	made	 from	 two	or	more	previously	approved	excipients	 (usually	
manufactured	using	a	physical	process	such	as	spray	drying	or	melt	extrusion,	etc.)	

• New	uses	of	an	Existing	Excipient	–	examples	would	be:	
ü Higher	level	of	use	in	a	previously	used	route	of	administration	
ü Use	in	a	new	route	of	administration	

• New	Chemically	Modified	Grades	of	an	Existing	Excipient	
• New	Chemical	Entity	Excipients	(NCEs)	–	these	tend	to	be	what	people	think	of	when	discussing	

novel	 excipients.	 	 However	 the	 other	 types	 I	 mentioned	 are	 also	 considered	 to	 be	 novel	
excipients	from	a	regulatory	perspective.	

The	level	of	safety	assessment	needed	increases	as	you	go	down	this	 list	up	to	the	NCE	type	excipient	
that	 would	 require	 a	 full	 set	 of	 safety	 studies.	 	 The	 degree	 of	 newness	 for	 different	 types	 of	 novel	
excipients	will	influence	the	amount	of	safety	data	required	to	complete	an	appropriate	assessment.			

Novel excipients can enhance pharmaceutical safety and efficacy and may present opportunities for 
accelerating new therapeutic mechanisms (for	 example, by enabling	 low	 solubility	 candidates)	 to	
create	 valuable	 improved	 drug	 products	 for	 patients.	 	 Novel	 excipients	 can	 also	 assist	 in	 the	
development	and	use	of	advanced	manufacturing	 technologies,	 such	as	continuous	manufacturing,	
they	 can	 increase	 the	 robustness	 and	 efficiency	 of	 traditional	 processing	 and	 they	 can	 play an 
important role in	addressing patient needs by extending uses and presentations of existing medicines.  

Although	 novel	 excipients	 have	 many	 potential	 benefits,	 the	 regulatory	 review	 process	 for	
excipients	 is	viewed	as	posing	an	 impediment	 to	 their	use	 in	pharmaceuticals.	The	FDA’s	current	
approval	mechanisms	 do	 not	 include	 a	 process	 for	 evaluating	 the	 safety	 of	 novel	 excipients	 on	
their	own.	Rather,	excipients	are	evaluated	as	part	of	a	drug	product.	As	a	result,	pharmaceutical	
companies	 face	 uncertainty	 in	 the	 use	 of	 excipients	 in	 a	 drug	 product	 due,	 not	 to	 the	 safety	 or	
efficacy	of	the	drug,	but	to	the	acceptability	of	the	excipient	to	regulatory	authorities.	Additionally,	
the	flexibility	of	the	FDA	guidance	on	excipient	safety	evaluation	tends	to	create	uncertainty	about	
what	information	will	be	required	during	regulatory	review.		
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Without	 assurance	 that	 an	 excipient	 will	 be	 found	 acceptable	 by	 regulators	 and	 that	 they	 are	
providing	appropriate	safety	 information	 in	a	drug	application,	the	risk	of	using	a	novel	excipient	
typically	 deters	 pharmaceutical	 companies	 from	 incorporating	 them	 into	 their	 drug	 products,	
unless	they	have	no	alternatives,	thereby	limiting	innovation	and	benefits	to	patients.	 	This	 leads	
to	development	of	drug	products	and/or	manufacturing	processes	that	may	be	“good	enough”	but	
probably	not	“optimum.”		This	is	not	conducive	to	Quality	by	Design.	

Establishing	 a	 new	 regulatory	 review	 process	 for	 excipients	 that	 provides	 for	 stand-alone	
(independent)	 review	 and	 qualification	 of	 excipients	 by	 the	 FDA	 could	 alleviate	 uncertainty	
associated	with	novel	excipient	use.			

Adoption	of	a	new	review	process	by	FDA	would	 inspire	 innovation	within	the	excipient	 industry	
and	encourage	pharmaceutical	companies	to	use	novel	excipients	resulting	 in	 important	benefits	
for	patients.	

The	Need	for	Novel	Excipients	and	Pathways	for	Novel	Excipient	Development		

Novel	Excipients	have	become	 increasingly	 important	 to	drug	development	as	a	 result	of	patient	
needs	 and	 formulation	 challenges	 associated	with	many	new	drugs.	 	 It	 is	 not	 expected	 that	 any	
novel	excipient	would	be	“approved”	outside	of	 the	drug	approval	process	but	 rather	 that	 some	
type	of	preliminary	safety	assessment	or	qualification	of	the	excipient	itself	would	occur	based	on	
defined	intended	route(s)	of	administration	and	use	level(s).	

In	 addition	 to	 facilitating	 availability	 of	 new	 innovative	 drugs,	 development	 and	 application	 of	
novel	 excipients	 is	 important	 to	 improve	 drug	 delivery	 profiles	 for	 pediatric	 or	 geriatric	
populations	(for	which	excipient	choices	are	currently	limited)	and	allow	more	convenient	dosing,	
especially	 for	 new	 biological	 entities.	 	 Additionally,	 novel	 excipients	 can	 provide	 unique	 tablet	
and/or	capsule	properties	leading	to	improved	ease	of	swallowing	and	compliance.	

Substantial	 effort	 and	 investment	 is	 required	 to	 develop	 novel	 excipients	 targeted	 to	 facilitate	
future	 development	 of	 pharmaceutical	 products.	 Excipient	 manufacturers	 currently	 have	 little	
incentive	to	develop	anything	that	would	be	defined	as	a	novel	excipient	to	help	pharmaceutical	
companies	resolve	formulation	problems	or	move	towards	advanced	manufacturing	methods.		

Many	of	those	who	have	developed	novel	excipients	in	the	past	are	deciding	to	no	longer	support	
these	 investments	 since	 the	 time	 to	 acceptance	 in	 the	market	 is	 very	 long	 and	 uncertain.	 IPEC-
Americas	would	welcome	collaboration	with	the	FDA	to	help	build	a	program	targeted	to	sustain	
development	 and	 adoption	 of	 novel	 excipients	 with	 consequent	 benefits	 to	 patients,	 FDA	 and	
industry.	

Framework	for	Independent	Excipient	Review		

In	 a	 recent	meeting	with	 various	 FDA	 toxicologists	 (June	 4,	 2015)	 on	 the	 subject	 of	 novel	 excipient	
safety	 review,	 FDA	 referred	 IPEC-Americas	 to	 their	 Biomarker	 Qualification	 Program	 and	
recommended	that	IPEC-Americas	determine	if	a	modified	approach	could	be	developed	as	a	possible	
model	 for	novel	 excipients.	 	 IPEC-Americas	 initial	 thoughts,	 after	evaluating	 the	program,	were	 that	
the	program	already	contained	many	 important	concepts.	 	By	modifying	the	Biomarker	Qualification	
Program	approach	in	order	to	facilitate	development	and	use	of	novel	excipients,	the	program	could	
provide	a	foundation	for	how	IPEC-Americas	might	engage	with	FDA	on	modernizing	novel	excipient	
development.		
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Possible	Paths	Forward	for	Novel	Excipients	

Establishing	 a	 formal	 process	 for	 independent	 excipient	 review	 and	 qualification	 by	 the	 FDA	 would	
create	 a	 sustained	 mechanism	 to	 enhance	 development	 of	 new	 excipients	 and	 give	 drug	 producers	
greater	confidence	to	include	novel	excipients	in	drug	products.		

IPEC-Americas	would	like	to	work	with	FDA	to	develop	a	regulatory	process	for	improving	development	
and	 adoption	 of	 novel	 excipients.	 	 This	 would	 include	 an	 Independent	 Safety	 Assessment	 of	 novel	
excipients	outside	of	a	drug	application	where	the	sponsor	would	indicate	the	intended	types	of	use	&	
levels.	 	 IPEC-Americas	 is	 not	 looking	 for	 an	 approval	 of	 the	 excipient	 but	 rather	 a	way	 to	 have	 the	
safety	of	the	excipient	evaluated	and	qualified	for	potential	use	in	a	particular	route	of	administration	
and	exposure	level.	

A	 PDUFA	 type	 user	 fee	 system	 could	 provide	 resources	 to	 FDA	 to	 perform	 these	 independent	 safety	
assessments	 or	 qualifications.	 	 This	 qualification	 process	 could	 result	 in	 the	 publication	 of	 a	 list	 of	
excipients	that	could	be	considered	“qualified”	 for	specific	 intended	uses	and	 levels	 in	pharmaceutical	
products.		
	

IPEC-Americas	will	 be	 reviewing	 the	Biomarker	Qualification	 Process	 as	 a	model	 for	 a	 novel	 excipient	
review	process	and	will	be	identifying	the	key	areas	that	may	require	modification	to	meet	the	specific	
needs	for	novel	excipients.		IPEC-Americas	is	working	with	the	IQ	Consortium	(a	group	made	of	primarily	
of	major	innovator	drug	manufacturers)	to	determine	how	best	this	can	be	done.			

For	novel	excipient	“safety”	review,	IPEC-Americas	would	like	to	collaborate	with	the	FDA	to	define	what	
they	would	need	to	review	in	this	process.			

REQUEST	FOR	FURTHER	MEETINGS	

We	wanted	to	bring	up	this	request	 in	this	PDUFA	re-authorization	public	meeting	because	we	think	
that	 the	 development	 of	 such	 a	 process	 as	 I	 have	 outlined	 would	 enhance	 the	 development	 and	
regulatory	processes	for	innovator	drugs	under	PDUFA.		IPEC-Americas	recognizes	that	a	unique	type	
of	 user	 fee	 system	would	 need	 to	 be	 developed	 for	 the	 independent	 novel	 excipient	 safety	 review	
process	based	on	a	“fee	 for	service”	model	which	would	be	quite	different	 than	the	existing	PDUFA	
user	 fee	model.	 	 These	 fees	would	 typically	be	paid	by	 the	excipient	manufacturer	but	 there	would	
also	be	circumstances	where	the	fee	could	be	paid	by	the	pharmaceutical	company	who	may	have	a	
unique	need.		

IPEC-Americas	welcomes	the	FDA’s	 input	on	the	 industries’	perspectives	about	the	current	approach	
to	 novel	 excipients	 and	 the	 potential	 benefits	 of	 an	 independent	 novel	 excipient	 review	 process	
conducted	by	the	FDA.		If	our	concept	is	accepted,	the	details	on	how	the	user	fee	system	could	work	
can	be	negotiated	to	meet	the	needs	of	both	FDA	and	industry.		

We	would	like	the	opportunity	to	continue	discussions	pertaining	to	possible	approaches	to	create	an	
improved	 pathway	 for	 review	 and	 acceptance	 of	 novel	 excipients	 based	 on	 defined	 criteria	 and	
mechanisms	by	which	such	a	process	could	be	formally	recognized.			

IPEC-Americas	 will	 be	 submitting	 written	 comments	 to	 the	 docket	 before	 the	 August	 15th	 deadline	
which	will	include	more	details	of	our	proposal.	

Thank	 you	 for	 the	 opportunity	 to	 provide	 these	 comments	 today.	 	 Do	 you	 have	 any	 questions	
regarding	this	information?	

	


