
 
 

	
	
	
	
May	19,	2017	
	
Scott	Gottlieb,	MD	
Commissioner	
U.S.	Food	and	Drug	Administration	
10903	New	Hampshire	Avenue	
Silver	Spring,	MD	20993	
	
RE:	 Considerations	 in	 Demonstrating	 Interchangeability	 With	 a	 Reference	
Product;	Draft	Guidance	for	Industry;	Availability	(FDA‐2017‐D‐0154‐0007)		
	
Dear	Dr.	Gottlieb:	
	
We	write	today	on	behalf	of	the	American	Gastroenterological	Association	(AGA)	to	
provide	comments	on	the	Food	and	Drug	Administration’s	(FDA)	recently	released	
draft	 guidance	 document	 entitled	 “Considerations	 in	 Demonstrating	
Interchangeability	With	a	Reference	Product.”		
	
Founded	in	1897,	the	AGA	is	a	trusted	voice	of	the	gastroenterology	community	that	
has	grown	 to	 include	more	 than	16,000	members	 from	around	 the	globe	who	are	
involved	in	all	aspects	of	the	science,	practice	and	advancement	of	gastroenterology.	
Since	 its	 inception,	 the	 AGA	 has	 played	 a	 critical	 role	 in	 the	 development	 of	 new	
research	and	therapeutic	developments	for	a	wide	range	of	digestive	diseases,	such	
as	the	inflammatory	bowel	diseases	(IBD)	Crohn’s	disease	and	ulcerative	colitis.	
	
Biologic	products	have	primarily	been	used	by	gastroenterologists	 to	 treat	 IBD.	 In	
addition,	 Crohn’s	 disease	 and	 ulcerative	 colitis	 are	 the	 only	 gastrointestinal	
indications	for	which	FDA‐approved	biosimilar	products	have	been	licensed	to	date.	
Therefore,	our	comments	will	largely	be	framed	within	the	context	of	IBD	and	focus	
on	five	areas	related	to	the	approval	pathway	for	proposed	interchangeable	products.	
	

1. Extrapolation	of	data	should	not	be	allowed	for	any	indication	where	
the	pathophysiology	is	known	to	be	different	or	is	yet	to	be	elucidated.	

	
Biologics	 are	 important	 therapeutic	 agents	 used	 for	 the	 care	 and	management	 of	
patients	 with	 IBD,	 but	 can	 be	 a	 significant	 cost	 burden.	 AGA	 recognizes	 that	 the	
accelerated	 approval	 pathways	 for	 biosimilar	 and	 interchangeable	 products	 are	
intended	 to	 achieve	 cost	 savings	 by	 allowing	 sponsors	 to	 extrapolate	 data	 to	
indications	(such	as	Crohn’s	disease	and	ulcerative	colitis)	for	which	they	have	not	
conducted	relevant	pre‐approval	studies,	thereby	reducing	expenses	and	saving	time.	
However,	these	cost	savings	may	be	moot	if	these	products	cause	unexpected	adverse	
events	 in	 patient	 populations	 that	 were	 overlooked	 leading	 to	 potential	 loss	 of			
response	 to	 therapy,	 hospitalization,	 surgery,	 or	 other	 expensive	 healthcare	
interventions.



 

In	the	case	of	biosimilar	products	approved	by	the	FDA,	no	data	is	currently	available	on	the	safety	
and	efficacy	of	these	products	in	U.S.	patients	with	IBD,	though	some	studies	have	been	undertaken	
in	 Norway,	 South	 Korea,	 Hungary,	 and	 other	 countries.	 Short‐	 and	 long‐term	 safety	 is	 already	 a	
concern	for	U.S.	gastroenterologists	with	regard	to	biosimilars,	and	will	remain	a	significant	concern	
for	 interchangeable	 products	 unless	 the	 sponsors	 are	 given	 specific	 requirements	 to	 perform	
appropriate	studies	in	U.S.	populations.	
	
When	the	FDA	is	advising	sponsors	on	the	condition(s)	of	use	to	be	studied,	disease	pathophysiology	
must	be	a	key	consideration.	Pathophysiology	likely	influences	all	of	the	factors	under	consideration	
for	 indication	 extrapolation	 as	 outlined	 in	 the	 draft	 guidance,	 i.e.,	 mechanism(s)	 of	 action,	
pharmacokinetics	and	biodistribution,	immunogenicity,	and	expected	toxicities.	As	an	example,	anti‐
tumor	necrosis	 factor	 (anti‐TNF)	 agents	 have	 approved	biosimilar	 products	 across	 dermatologic,	
rheumatologic,	and	gastrointestinal	conditions.	We	know	that	the	pathophysiology	of	Crohn’s	disease	
and	ulcerative	 colitis	 are	different	 than	 that	 of	 psoriasis	or	 ankylosing	 spondylitis,	 yet	biosimilar	
sponsors	were	exempt	from	performing	clinical	studies	of	their	products	in	IBD	patients.	In	addition,	
it	is	well	recognized	that	specific	anti‐TNF	agents	such	as	etanercept	and	onercept	are	effective	in	
rheumatoid	 arthritis	 and	 psoriatic	 arthritis,	 respectively,	 but	 have	 no	 benefit	 over	 placebo	 for	
patients	with	Crohn’s	disease.	Further,	the	doses	required	to	achieve	clinical	efficacy	can	be	higher	
for	IBD	than	other	indications	for	the	same	product.	This	highlights	the	concept	that	testing	of	specific	
drugs	 in	 individual	 diseases	 is	 an	 important	 step	 in	 determining	 whether	 a	 drug	 works	 in	 that	
particular	 disease	 state.	 As	 a	 result,	 U.S.	 gastroenterologists	 will	 remain	 wary	 of	 the	
interchangeability	of	biosimilar	products	and	their	safety	until	they	have	postmarketing	evidence	to	
ensure	that	patient	safety	and	health	will	not	be	compromised.	These	concerns	may	persist	as	formal	
postmarketing	surveillance	programs	will	not	be	universally	required	for	interchangeable	products.	
(This	issue	is	revisited	later	on	in	our	comments.)	
 
Further,	the	FDA	requires	the	sponsor	to	provide	“sufficient	scientific	justification”	for	extrapolating	
clinical	data	to	support	a	determination	of	biosimilarity,	and	now	interchangeability.	Of	the	factors	
outlined	 in	 Section	 VI.B	 of	 the	 draft	 guidance,	 immunogenicity	 is	 a	 key	 concern	 for	
gastroenterologists.	 In	 the	context	of	 IBD,	patients	with	Crohn’s	disease	and	ulcerative	colitis	are	
thought	 to	 be	more	 immunogenic	 than	 patients	with	 psoriasis	 or	 ankylosing	 spondylitis.	 Yet	 for	
biosimilar	products	 to	date,	 sponsors	have	been	permitted	 to	extrapolate	 from	dermatologic	and	
rheumatologic	 indications	 to	 gastrointestinal	 indications	 without	 studies	 specifically	 addressing	
immunogenicity.1	 We	 urge	 the	 FDA	 to	 establish	 a	 higher	 burden	 of	 proof	 for	 interchangeable	
products	and	require	these	key	studies	to	be	completed	pre‐approval.	
	
Finally,	 we	 note	 an	 ancillary	 issue	 that	 is	 currently	 not	 mentioned	 in	 the	 draft	 guidance.	While	
manufacturers	 are	 encouraged	 to	 seek	 licensure	 for	 all	 of	 the	 same	 indications	 as	 the	 reference	
product,	 they	 are	 not	 required	 to	 do	 so.2	 The	 draft	 guidance	 does	 not	 explore	 this	 scenario	 any	
further,	though	it	could	have	significant	implications	on	labeling	and	the	“real	world”	implementation	
of	interchangeable	products.	For	example,	to	ensure	and	protect	patient	safety,	the	patient	and	the	
prescribing	physician	must	be	 given	knowledge	 of	whether	 the	dispensed	product	 is	 a	 reference	
product,	an	interchangeable	product,	or	a	biosimilar	product,	and	which	specific	interchangeable	or	

                                                       
1	For	infliximab‐dyyb,	data	from	active	rheumatoid	arthritis	and	ankylosing	spondylitis	was	extrapolated	to	
approval	for	moderately	to	severely	active	Crohn’s	disease	in	adults	and	children	(ages	six	years	and	older)	as	
well	as	moderately	to	severely	active	ulcerative	colitis	in	adults.	For	adalimumab‐atto,	data	from	active	
rheumatoid	arthritis	and	severe	plaque	psoriasis	was	extrapolated	to	approval	for	moderately	to	severely	
active	Crohn’s	disease	and	ulcerative	colitis	in	adults.	
2	As	outlined	in	the	draft	guidance,	Section	III,	lines	116‐119.	



 

biosimilar	product.	This	transparency	of	information	is	critical	for	appropriate	tracking	of	safety	and	
adverse	events,	should	any	issues	be	identified	with	interchangeable	or	biosimilar	products	in	the	
future.	
	

2. The	agency	should	use	caution	when	allowing	extrapolation	for	pediatric	indications.	
	
Pediatric	 patients	 are	 recognized	 as	 a	 vulnerable	 population	 for	which	 clinical	 trial	 data	may	 be	
limited	or	lacking,	and	for	which	the	disease	may	differ	from	those	of	adult	patients.	For	example,	
pediatric	Crohn’s	disease	and	ulcerative	colitis	have	more	severe	presentation,	and	therefore	should	
not	 be	 considered	 as	 identical	 to	 adult‐onset	 IBD.	 There	 is	 no	 known	 pharmacokinetic	 data	 on	
biosimilars	in	children	and	adolescents	with	IBD;	thus,	it	may	be	inappropriate	to	extrapolate	adult	
efficacy	data	to	pediatric	populations.	We	also	know	that	safety	data	cannot	be	extrapolated	from	
adult	to	pediatric	populations;	for	example,	there	is	concern	about	the	association	between	incidence	
of	hepatosplenic	T‐cell	 lymphoma	and	exposure	 to	 immunomodulators	 and/or	biologic	 agents	 in	
children	with	IBD.	Altogether,	we	urge	FDA	to	consider	whether	there	is	sufficient	to	data	to	ensure	
safety	and	efficacy	in	children	before	approving	interchangeable	or	biosimilar	products	for	pediatric	
indications.	In	the	absence	of	such	data,	the	agency	may	want	to	consider	an	exemption	of	pediatric	
patients	(particularly	those	with	IBD)	from	current	FDA	positions	and	guidance	documents.	
	

3. Sponsors	should	exclusively	use	U.S.‐licensed	reference	products	in	switching	studies.	
	
AGA	agrees	with	the	recommendation	to	sponsors	to	use	only	U.S.‐licensed	reference	products	 in	
switching	studies.	However,	the	draft	guidance	also	encourages	sponsors	to	discuss	with	FDA	“any	
proposal	to	provide	adequate	scientific	 justification	to	support	the	use	of	data	generated…using	a	
non‐U.S.‐licensed	comparator	product”.	This	is	concerning,	as	it	signals	that	FDA	may	be	willing	to	
entertain	use	of	 a	non‐U.S.‐licensed	product	 in	 some	cases.	 If	 a	 sponsor	 is	 seeking	approval	 for	a	
proposed	interchangeable	product	in	accordance	with	the	Public	Health	Service	Act	definition3,	and	
yet	 is	 using	 a	 non‐U.S.‐licensed	 product	 as	 a	 comparator	 in	 switching	 studies,	 is	 it	 truly	 an	
“interchangeable”	 product?	We	 suggest	 that	 the	 draft	 guidance	 be	 amended	 to	 include	 scenarios	
where	 this	may	be	acceptable.	 If	no	scenarios	are	apparent,	we	suggest	 that	 the	FDA	remove	 the	
clause	referenced	above.	
	
Further,	AGA	supports	the	FDA’s	recommendation	that	sponsors	use	patients	in	switching	studies	
whenever	possible.	We	recognize	that	some	conditions	are	less	prevalent	and	therefore	may	be	more	
difficult	 to	 enroll	 sufficient	 numbers	 of	 patients.	 However,	 given	 the	 other	 scientific	 and	 clinical	
considerations	in	demonstrating	interchangeability,	we	believe	that	including	patients	in	switching	
studies	is	key	to	ensuring	patient	safety,	which	is	the	foremost	concern	for	health	care	providers.	
	

4. “Real	 world”	 data	 on	 biosimilar	 and	 interchangeable	 products	must	 be	 collected	
through	formal	postmarketing	observational	studies	to	ensure	the	longitudinal	safety	
and	efficacy	for	all	patient	populations	being	treated	with	these	products.	

	
As	stated	in	the	draft	guidance,	“Rare	but	potentially	serious	safety	risks	may	not	be	detected	during	
preapproval	clinical	testing…”	(line	879).	This	is	particularly	relevant	if	data	is	extrapolated	across	
indications	for	an	interchangeable	product.	To	protect	patient	safety,	we	urge	the	FDA	to	consider	a	
formal	requirement	for	postmarketing	surveillance	of	all	interchangeable	products.	There	are	several	
reasons	to	support	doing	so.	
	

                                                       
3	As	defined	in	the	draft	guidance,	Section	II,	lines	44‐53.		



 

First,	postmarketing	studies	are	particularly	critical	for	interchangeable	products	where	the	sponsor	
was	permitted	to	extrapolate	data	from	one	indication	to	another.	As	noted	above	and	in	the	draft	
guidance,	 rare	 adverse	 events	 are	 often	 detected	 when	 the	 use	 of	 new	 therapeutic	 products	 is	
monitored	 in	 the	 “real	 world.”	 Should	 postmarketing	 studies	 not	 be	 feasible	 for	 all	 approved	
indications,	at	minimum	they	should	be	conducted	for	those	indications	that	were	not	studied	pre‐
approval.	This	will	ensure	that	data	on	unexpected	adverse	events	are	being	systematically	collected	
for	patient	populations	in	whom	the	safety	and	efficacy	of	the	interchangeable	product	is	unknown	
prior	to	approval.	
	
Second,	 patients	 in	 randomized	 clinical	 trials	 may	 not	 be	 representative	 of	 “real	 world”	 patient	
populations.	In	the	case	of	IBD,	because	there	is	inherent	heterogeneity	within	patient	populations,	
clinical	IBD	studies	use	rigorous	inclusion	criteria	in	an	effort	to	reduce	variability	in	experimental	
groups.	In	turn,	products	that	were	successful	in	meeting	clinical	trial	endpoints	are	not	as	successful	
when	used	to	treat	patients	in	everyday	community	practices.	Therefore,	we	believe	there	should	be	
a	mechanism	to	capture	the	safety	and	efficacy	of	interchangeable	products	if	and	when	they	become	
available	to	patients	and	their	health	care	providers.	
	
Finally,	 it	 is	possible	that	patients	will	be	switched	(e.g.,	 for	nonmedical	reasons)	among	multiple	
biosimilar	and	interchangeable	products	over	time,	as	more	of	them	become	available.	These	multi‐
product	switches	will	not	be	addressed	by	sponsors	in	pre‐approval	studies	as	outlined	in	the	draft	
guidance4,	 which	 focuses	 only	 on	 alternating	 exposures	 between	 the	 proposed	 interchangeable	
product	and	to	the	reference	product.	Therefore,	an	alternate	mechanism	must	be	in	place	to	study	
the	outcomes	in	patients	who	are	switched	among	multiple	products.	
	
A	central	observational	registry	may	be	one	mechanism	by	which	to	address	the	concerns	we	have	
outlined	 above.	 Sponsor‐	 and	 product‐specific	 registries	 cannot	 address	 these	 concerns;	 rather,	
disease‐specific	 registries	 or	 a	 single	 registry	 dedicated	 to	 monitoring	 all	 biosimilar	 and	
interchangeable	products	may	offer	a	more	effective	and	holistic	approach	to	collecting	key	safety	
data.	AGA’s	Fecal	Microbiome	Transplant	(FMT)	National	Registry5	is	one	example	of	a	public‐private	
partnership	to	monitor	the	safety,	efficacy,	and	utilization	of	a	procedure	that	is	not	owned	by	a	single	
sponsor.			
	

5. Gastroenterologists	with	appropriate	disease	expertise	should	be	engaged	by	the	FDA	
when	interchangeable	products	are	reviewed	for	approval.	

	
To	 date,	 for	 proposed	biosimilar	 products	with	 gastrointestinal	 conditions,	 the	 FDA	has	 engaged	
gastroenterologists	as	temporary	members	of	the	Arthritis	Advisory	Committee.	As	the	pathway	for	
interchangeable	 products	 is	 finalized	 and	 implemented,	 we	 urge	 FDA	 to	 continue	 engaging	
gastroenterologists	with	appropriate	disease‐specific	expertise	as	part	of	 its	advisory	committees	
when	a	proposed	product	 is	 seeking	a	 gastrointestinal	 indication.	AGA	 is	 a	member	of	 the	FDA’s	
Network	of	Experts	and	has	previously	referred	appropriate	experts	to	the	FDA	at	its	request.	We	
hope	 that	 this	 successful	 relationship	 will	 continue	 and	 be	 proactively	 utilized	 in	 all	 relevant	
discussions	at	the	FDA	impacting	U.S.	gastroenterologists	and	their	patients.	
	

                                                       
4	As	outlined	in	the	draft	guidance,	Section	VI.A.	
5	Kelly	CR,	Kim	AM,	Laine	L,	Wu	GD.	The	AGA’s	fecal	microbiota	transplantation	national	registry:	an	
important	step	toward	understanding	risks	and	benefits	of	microbiota	therapeutics.	Gastroenterology.	2017	
Mar;152(4):681‐684.	



 

6. Prescribing	physicians	must	be	empowered	with	the	ability	to	prevent	non‐medical	
switching	from	a	reference	product	to	an	interchangeable	product.	

	
Section	 351(i)	 of	 the	 Public	 Health	 Service	 Act	 states	 that	 an	 interchangeable	 product	 “may	 be	
substituted	 for	 the	 reference	 product	 without	 the	 intervention	 of	 the	 health	 care	 provider	 who	
prescribed	the	reference	product.”	While	we	acknowledge	that	is	statutory	language,	we	are	highly	
concerned	 that	 this	 practice	will	 have	 a	 detrimental	 impact	 on	 patient	 safety.	 It	 should	 be	 a	 key	
concern	for	the	FDA,	whose	mission	is	to	ensure	the	safety	and	efficacy	of	human	drugs,	biological	
products,	and	medical	devices.	Health	care	providers	must	be	empowered	to	be	aware	of	and	prevent	
non‐medical	switching	if	they	believe	that	the	patient’s	safety	and	health	is	at	risk.	Therefore,	AGA	
supports	the	action	of	those	states	that	have	enacted	legislation	on	biosimilar	substitution	such	that	
the	prescriber	must	be	notified	of	any	switching	and	would	be	able	to	prevent	substitution	by	stating	
“dispense	as	written”	or	“brand	medically	necessary”.	We	urge	such	language	to	be	adopted	by	all	
states	in	the	absence	of	any	federal	action	protecting	the	ability	of	health	care	providers	to	remain	
the	primary	 influence	on	a	patient’s	disease	management.	While	state	 legislation	 is	outside	FDA’s	
purview,	 the	 agency	 may	 wish	 to	 consider	 making	 a	 statement	 encouraging	 states	 to	 protect	
physician	discretion	as	it	applies	to	interchangeable	biosimilars.		
	
The	AGA	appreciates	the	opportunity	to	provide	feedback	on	the	draft	guidance	before	it	takes	effect.	
We	 look	 forward	 to	 future	opportunities	 for	 comment	 relating	 to	biosimilar	 and	 interchangeable	
products	on	behalf	of	the	gastroenterology	community.	Should	you	have	any	questions	relating	to	
this	 letter,	 please	 contact	 Michael	 Roberts,	 AGA’s	 vice	 president	 of	 public	 policy,	 at	
mroberts@gastro.org.		
	
	
Sincerely,	
	

	
	
Sheila	E.	Crowe,	MD,	AGAF	
President,	AGA	Institute	
	
On	behalf	of	AGA’s	physician	expert	writing	group	
Rajeev	Jain,	MD,	AGAF,	Clinical	Practice	Councillor,	AGA	Institute	Governing	Board	
Lawrence	S.	Kim,	MD,	AGAF,	Secretary/Treasurer‐Elect,	AGA	Institute	Governing	Board	
Gary	R.	Lichtenstein,	MD,	AGAF,	Chair,	AGA	Institute	Biosimilars	Advisory	Panel	
Sarah	E.	Streett,	MD,	AGAF,	Chair,	AGA	Institute	Practice	Management	and	Economics	Committee	
 


