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Building	Block	U201	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

USA	Orphan	Drug	Designation	(US-ODD)	

Referenc
es	

https://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/Howto
applyforOrphanProductDesignation/default.htm	
	
https://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/Howto
applyforOrphanProductDesignation/ucm598062.htm	

Descripti
on	

	The	 Orphan	 Drug	 Act	 (ODA)	 provides	 for	 granting	 special	 financial	 incentives	 	 to	 a	
sponsor	 developing	 a	 drug	 or	 biological	 product	 (“drug”)	 to	 treat	 a	 rare	 disease	 or	
condition	upon	request	of	that	sponsor.	This	status	is	referred	to	as	orphan	designation	
(or	sometimes	“orphan	status”).	A	rare	disease	or	condition	is	defined	as	any	disease	or	
condition	which:	

• Affects	less	than	200,000	persons	in	the	US,	or	
• Affects	more	than	200,000	in	the	US	and	for	which	there	is	no	reasonable	

expectation	that	the	cost	of	developing	and	making	available	in	the	US	a	drug	for	
such	condition	will	be	recovered	from	sales	in	the	US	of	such	drug.	

The	ODA	 is	 intended	to	provide	 incentives	 for	Orphan	Drug	development	and	to	defray	
the	 costs	 of	 qualified	 clinical	 testing	 expenses	 incurred	 in	 connection	 with	 the	
development	of	drugs	for	rare	diseases	and	conditions.	
	
The	procedure	typical	consists	of	a	review	cycle	of	approximately	90	days:	

• Will	either	receive:	 	
− Designation	Letter	OR	
− Deficiency	Letter	
• Once	 designated,	 sponsor	 is	 required	 to	 submit	 annual	 reports	 until	 drug	 is	

approved	
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Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	diseases.		

Scope	 of	
use	

ODD,	along	with	other	tools	of	the	FDA	Office	of	Orphan	Products	Development	(OOPD),	
allows	to	advance	the	evaluation	and	development	of	products	(drugs,	biologics,	devices,	
or	medical	 foods)	that	demonstrate	promise	for	the	diagnosis	and/or	treatment	of	rare	
diseases	or	conditions.	

A	 sponsor	may	 seek	 orphan	 designation	 for	 a	 specified	 rare	 disease	 or	 condition	 of	 a	
previously	unapproved	drug,	or	of	a	new	use	for	an	already	marketed	drug.	

Stakehol
ders	

• The	orphan	drug	developer	
• OOPD	
• CBER	
• CDER	

Enablers
/	
Require
ments	

The	 disease	 or	 condition	 for	 which	 the	 drug	 is	 intended	 affects	 fewer	 than	 200,000	
people	 in	 the	 United	 States	 or,	 if	 the	 drug	 is	 a	 vaccine,	 diagnostic	 drug,	 or	 preventive	
drug,	the	persons	to	whom	the	drug	will	be	administered	in	the	United	States	are	fewer	
than	200,000	per	year.	

For	a	drug	intended	for	diseases	or	conditions	affecting	200,000	or	more	people,	or	for	a	
vaccine,	 diagnostic	 drug,	 or	 preventive	 drug	 to	 be	 administered	 to	 200,000	 or	 more	
persons	per	 year	 in	 the	United	States,	 there	 is	no	 reasonable	expectation	 that	 costs	of	
research	and	development	of	the	drug	for	the	indication	can	be	recovered	by	sales	of	the	
drug	in	the	United	States.	

Output	 Orphan	Drug	Designation	

Best	
time	 to	
apply	
and	 time	
window	

A	developer	may	request	orphan	drug	designation	any	 time	after	obtaining	non-clinical	
proof-of-principle	 data,	 until	 before	 Biological	 Licence	 Application	 (BLA)	 submission.	 In	
most	 cases,	 the	 best	 time	 is	 when	 you	 enter	 clinical	 phase.	 ODD	 granted	 during	
development	is	re-evaluated	and	confirmed	at	the	time	of	the	BLA	submission.	
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Expert	
tips		

Guidance	on	Orphan	Drug	designation,	common	issues	in	rare	diseases	drug	
development,	requesting	meeting	with	FDA	,	and	other	topics	are	available	on	the	FDA’s	
Office	of	Orphan	Products	Development	website:	
https://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/default
.htm		

Interested	parties	may	also	request	meetings	with	OOPD	staff	–	either	via	phone	or	face-
to-face	for	advice	on	Orphan	products	related	programs	or	overcoming	issues	stated	in	a	
deficiency	letter.	

PROs:	

− Orphan	 designation	 provides	 for	 financial	 incentives	 and	 defraying	 of	 costs	 to	
drug	sponsors	for	development	and	marketing	of	the	orphan	drug.	In	details:	

o Market	 Exclusivity	 –	 The	 first	 sponsor	 of	 a	 designated	 orphan	 drug	 to	
obtain	 FDA	 marketing	 approval	 for	 the	 designated	 rare	 disease	 or	
condition	receives	seven	years	of	marketing	exclusivity.		

o Tax	 credit	 –	 A	 sponsor	 may	 claim	 as	 tax	 credits	 25%	 of	 the	 qualified	
clinical	research	costs	for	a	designated	orphan	product.		

o Waiver	of	Prescription	Drug	User	Fees	–	The	sponsor’s	fee	as	prescribed	
by	 the	 Prescription	 Drug	 User	 Fee	 Act	 (PDUFA	 Fees)	 at	 the	 time	 of	
submitting	 a	marketing	 application	 to	 FDA	 are	waived	 for	 a	 designated	
product.	

o Pediatric	 Research	 Equity	 Act	 (PREA)	Waiver:	 FDA	 grants	 full	 waiver	 of	
pediatric	studies	

CONs:	

− There	are	no	 risks.	There	are	no	costs	 to	 requesting	Orphan	designation,	and	a	
negative	 decision	 does	 not	 otherwise	 undermine	 the	 development	 of	 the	 drug	
for	its	intended	use.	
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Building	Block	U202	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Humanitarian	Device	Exemption	(HDE)	

Humanitarian	Use	Device	(HUD)	Program	

Referenc
es	

FDA	HDE:	
https://www.fda.gov/medicaldevices/deviceregulationandguidance/howtomarketyourde
vice/premarketsubmissions/humanitariandeviceexemption/default.htm		

FDA	Designating	HUD:	
https://www.fda.gov/forindustry/developingproductsforrarediseasesconditions/designat
inghumanitarianusedeviceshuds/default.htm		

FDA	Guidance:	

https://www.fda.gov/industry/designating-humanitarian-use-device-hud/education-and-
media-resources-hud-program		

Descripti
on	

In	1990,	 a	new	provision	was	 created	 in	 the	US	under	 the	Safe	Medical	Devices	Act	 to	
create	a	new	regulatory	pathway	for	device	products	intended	for	diseases	or	condition	
that	affect	small	(rare)	populations	that	defined	HDEs	and	HUDs.		

A	HUD	is	“medical	device	intended	to	benefit	patients	in	the	treatment	or	diagnosis	of	a	
disease	or	 condition	 that	affects	or	 is	manifested	 in	not	more	 than	8,000	 individuals	 in	
the	US	per	year.”	[21CFR	814.3(n)].	

An	HDE	 is	a	marketing	application	 for	a	HUD.	An	HDE	 is	exempt	 from	the	effectiveness	
requirements	of	the	Food,	Drug	and	Cosmetic	Act,	and	is	subject	to	certain	profit	and	use	
restrictions.	 An	 HDE	 is	 similar	 to	 a	 premarket	 approval	 application	 (PMA)	 in	 that	 the	
applicant	must	demonstrate	a	reasonable	assurance	of	safety;	however,	it	differs	from	a	
PMA	in	that	the	applicant	is	exempt	from	the	requirement	of	demonstrating	a	reasonable	
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assurance	 of	 effectiveness.	 For	 safety,	 a	 HUD	 designated	 device	 is	 eligible	 for	 HDE	
approval	if,	among	other	criteria,	“the	device	will	not	expose	patients	to	an	unreasonable	
or	significant	risk	of	 illness	or	 injury	and	the	probable	benefit	to	health	from	use	of	the	
device	 outweighs	 the	 risk	 of	 injury	 or	 illness	 from	 its	 use,	 taking	 into	 account	 the	
probable	 risks	 and	 benefits	 of	 currently	 available	 devices	 or	 alternative	 forms	 of	
treatment.”	[21CFR	814.104(b)(2)].		

HUD	 designation	 is	 the	 first	 step	 in	 seeking	 marketing	 approval	 of	 an	 HDE	 and	 is	 a	
prerequisite	for	submitting	an	HDE	marketing	application	to	FDA	CDRH	or	CBER.		In	order	
to	 obtain	 HUD	 designation,	 an	 applicant	must	 provide	 documentation	 to	 demonstrate	
that	the	device	meets	the	population	use	definition	and	a	description	of	the	rare	disease	
or	condition	 that	 the	device	 treats	or	diagnoses.	The	required	contents	of	 the	HUD	are	
set	forth	in	21CFR	814.102	and	described	in	detail	in	the	FDA	HUD	Designation	Guidance:	
https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM336515.pdf	

HDEs	may	be	subject	to	some	conditions	of	approval,	including:	

• Labeling	

• Post-approval	record-keeping	requirements	

• Names	and	addresses	to	which	the	HUD	was	shipped,	IRB	records	

• Mandatory	reporting	

• Periodic,	 post-approval	 study	 reports,	 supplements,	 annual	 Medical	 Device	
Reports	 (MDRs),	 annual	 incidence	 reassessment	 to	ensure	use	 continues	 to	 fall	
below	8,000	patients	per	year	

• Post-approval	studies	may	be	required	

• IRB	approval	at	the	site,	before	the	HDE-approved	device	is	used	at	that	site	(but	
not	for	each	patient	at	that	site).	A	HUD-designated	device	may	only	be	used	in	
facilities	with	functioning	IRBs.	

• May	not	be	sold	for	profit	except	in	certain	circumstances.	

• For	Pediatric	devices,	Pediatric	Advisory	Committee	annual	review	is	performed,	
which	is	coordinated	through	FDA’s	Office	of	Orphan	Products	

The	humanitarian	use	device	program	was	established	to	“encourage	the	discovery	and	
use	of	devices	intended	to	benefit	patients	in	the	treatment	and	diagnosis	of	diseases	or	
conditions	 that	 affect	 not	 more	 than	 8,000	 individuals	 in	 the	 US	 per	 year.”	
[21CFR814.100(a).	

HUD	designation	request	applications	are	reviewed	with	a	45-day	goal	timeline.	
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The	HDE	review	goal	date	timeline	is	180	days,	which	is	the	same	as	for	a	PMA.		(There	
are	no	fast	track	or	priority	review	designations	for	devices).			

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	devices	intended	for	the	treatment	or	diagnosis	of	a	rare	disease.		

Scope	 of	
use	

The	 goal	 of	 this	 building	 block,	 along	 with	 other	 tools	 of	 the	 FDA	 Office	 of	 Orphan	
Products	 Development	 (OOPD)	 is	 to	 advance	 the	 evaluation	 and	 development	 of	
products	 (drugs,	biologics,	devices,	or	medical	 foods)	 that	demonstrate	promise	 for	 the	
diagnosis	and/or	treatment	of	rare	diseases	or	conditions.		

Device	 manufacturers	 may	 wish	 to	 consider	 HUD	 designation	 for	 their	 qualifying	
products.	

Stakehol
ders	

• Device	manufacturer	

• FDA	Office	of	Orphan	Products	Development	(OOPD)	

• FDA	review	center,	CDRH	or	CBER	

Enablers
/	
Require
ments	

HUD	 designation	 is	 the	 first	 step	 in	 seeking	 marketing	 approval	 of	 an	 HDE	 and	 is	 a	
prerequisite	for	submitting	an	HDE	marketing	application	to	FDA	CDRH	or	CBER.		For	HUD	
designation,	an	applicant	must	provide	justification	that	the	medical	device	is	intended	to	
benefit	patients	in	the	treatment	or	diagnosis	of	a	disease	or	condition	that	affects	or	is	
manifested	in	not	more	than	8,000	individuals	in	the	US	per	year.		Devices	are	eligible	for	
HDE	 if	 they	 are	 HUD-designated	 and	 there	 is	 no	 legally	marketed	 device	 for	 the	 same	
disease	or	condition	granted	under	premarket	notification	(501(k)	or	PMA.	

Output	 The	final	product	is	an	HDE	marketing	authorization	under	the	Humanitarian	Use	Device	
pathway.	

Best	
time	 to	
apply	
and	 time	

HUD	designation	must	be	obtained	prior	to	submitting	an	HDE	in	the	premarket	period.		
Early	consultation	with	OOPD	is	recommended.	
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window	

Expert	
tips		

Extensive	information,	guidance	and	advice	on	the	Humanitarian	Use	Device	pathway	is	
available	 on	 FDA	 OOPD’s	 website:	
https://www.fda.gov/ForIndustry/DevelopingProductsforRareDiseasesConditions/Design
atingHumanitarianUseDevicesHUDS/default.htm.	 Interested	 parties	 may	 also	 request	
assistance	from	OOPD	staff	at	(301)	796-8660	or	by	email	at:	orphan@fda.hhs.gov	

PROs:	

− The	 main	 incentive	 of	 the	 HDE	 is	 that	 it	 is	 exempt	 from	 the	 effectiveness	
requirements	 for	 a	 PMA.	 	Manufacturers	 of	HUD	devices	 are	 exempt	 from	 the	
usual	PMA	requirement	to	provide	reasonable	assurance	of	effectiveness	 in	the	
premarket	period	for	an	HDE	approval.			

− User	fees	for	marketing	applications	are	waived	for	HUD-designated	devices.	

CONs:	

− There	 are	 considerable	 regulatory	 burdens	 and	 restrictions	 on	 profits	 for	 HDE	
devices.	 	For	example,	prior	 IRB	approval	and	oversight	at	 the	site	at	which	the	
device	 is	 used	 is	 required,	 as	 well	 as	 significant	 reporting	 requirements.	 HDE	
authorization	may	also	be	withdrawn	by	FDA	should	population	use	restrictions	
be	 exceeded	 (<8,000	 patients	 per	 year	 in	 the	 US),	 or	 another	 device	 receives	
marketing	authorization	for	the	same	indication.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Expedited	Program	for	serious	conditions	-	Fast	Track	Designation	(FDA-FTD)	

Referenc
es	

https://www.fda.gov/ForPatients/Approvals/Fast/ucm405399.htm	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM358301.pdf	

Descripti
on	

Process	designed	to	facilitate	the	development	and	expedite	the	review	of	drugs	to	treat	
serious	conditions	and	fill	an	unmet	medical	need.	

FDA	recognizes	 that	certain	aspects	of	drug	development	 that	are	 feasible	 for	common	
diseases	may	not	be	feasible	for	rare	diseases	and	that	development	challenges	are	often	
greater	 with	 increasing	 rarity	 of	 the	 disease.	 Qualifying	 criteria	 (i.e.,	 intended	 to	 treat	
serious	 condition	AND	where	Non-clinical	 or	Clinical	 data	demonstrate	 the	potential	 to	
address	 the	 unmet	 medical	 need,	 OR	 qualified	 infectious	 disease	 product)	 does	 not	
necessarily	 require	 that	 the	 indication	 meet	 US	 definition	 of	 rare	 disease.	 	 Fast	 Track	
however	is	often	applied	to	drugs	developed	for	rare	disease.	

The	 designation	may	 be	 rescinded	 if	 it	 no	 longer	meets	 the	 qualifying	 criteria	 for	 fast	
track.	A	developer	may	also	withdraw	the	designation.	

Category	 Regulatory	Building	Block		

Geograp
hical	

United	States	of	America	
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scope		

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

The	 purpose	 is	 to	 facilitate	 and	 expedite	 development	 and	 review	 by	 the	 FDA	 of	 new	
drugs	that	potentially	address	unmet	medical	need.	

A	drug	that	receives	Fast	Track	designation	is	eligible	for	some	or	all	of	the	following:	

• More	frequent	interactions	with	FDA	to	discuss	the	drug's	development	plan	and	
ensure	collection	of	appropriate	data	needed	to	support	drug	approval	

• More	frequent	written	communication	from	FDA	about	such	things	as	the	design	
of	the	proposed	clinical	trials	and	use	of	biomarkers	

• Eligibility	 for	 Accelerated	 Approval	 and	 Priority	 Review,	 if	 relevant	 criteria	 are	
met	

• Rolling	 Review	 (RR),	 which	means	 that	 a	 drug	 company	 can	 submit	 completed	
sections	of	 its	Biologic	License	Application	(BLA)	or	New	Drug	Application	(NDA)	
for	 review	 by	 FDA,	 rather	 than	 waiting	 until	 every	 section	 of	 the	 NDA	 is	
completed	 before	 the	 entire	 application	 can	 be	 reviewed.	 BLA	 or	 NDA	 review	
usually	 does	 not	 begin	 until	 the	 drug	 company	 has	 submitted	 the	 entire	
application	 to	 the	 FDA,	 however	 the	 RR	 gives	 the	 applicant	 the	 possibility	 to	
check	for	dossier/data	completeness	and	potential	weakness.	

Stakehol
ders	

• IND	Sponsor	
• FDA	

Enablers
/	
Require
ments	

Any	 drug	 being	 developed	 to	 treat	 or	 prevent	 a	 serious	 condition	with	 no	 satisfactory	
alternative	 therapies.	 When	 available	 therapy	 exists,	 a	 new	 drug	 must	 show	 some	
advantage	over	available	therapy,	such	as:	

• Having	an	effect	on	a	 serious	outcome	of	 the	 condition	 influenced	by	available	
therapy	 or	 in	 patients	 unable	 to	 tolerate	 or	 respond	 to	 the	 available	 therapy	
Having	 an	 improved	 effect	 on	 a	 serious	 outcome(s)	 of	 the	 condition	 compared	
with	available	therapy	

• Avoiding	serious	side	effects	of	an	available	therapy,	having	comparable	efficacy	

• Improving	the	diagnosis	of	a	serious	condition	where	early	diagnosis	results	in	an	
improved	outcome	
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• Avoiding	 significant	 toxicity	 or	 less	 serious	 toxicity	 of	 an	 available	 therapy	 that	
causes	discontinuation	of	treatment	or	reducing	harmful	drug	interactions	

• Ability	to	address	emerging	or	anticipated	public	health	need	

• The	 only	 available	 therapy	 was	 approved	 under	 Accelerated	 Approval	
Program	with	a	clinical	benefit	not	verified	in	a	post	approval	confirmatory	
trial	

Output	 Designation	

Best	
time	 to	
apply	
and	 time	
window	

Fast	Track	designation	must	be	requested	by	the	Sponsor	of	the	IND.	The	request	can	be	
early	 in	 development	 but	 an	 IND	must	 be	 filed	 with	 the	 Agency	 to	 apply.	 Ideally,	 the	
request	should	be	submitted	with	the	IND	or	after	and	no	later	than	the	pre-BLA	or	pre-
NDA	meeting.	FDA	will	review	the	request	and	make	a	decision	within	sixty	calendar	days	
of	receipt	of	the	request.	

Expert	
tips		

− Consider	submission	with	request	of	Initial	IND	

− Can	serve	as	a	fall-back	position	if	Breakthrough	Therapy	request	is	denied	

− Expedited	Programs	Guidance	Appendix	 	 1	 Section	A.3.	may	 serve	 as	 a	 general	
template	for	request	format	

− Submit	eCTD	Module	Heading	1.7.1	

PROs:	

• Early	 and	 frequent	 communication	 between	 the	 FDA	 and	 a	 drug	 company	 is	
encouraged	 throughout	 the	 entire	 drug	 development	 and	 review	 process.	 The	
frequency	 of	 communication	 assures	 that	 questions	 and	 issues	 are	 resolved	
quickly,	often	leading	to	earlier	drug	approval	and	access	by	patients.	

• Theoretical	 rationale,	 mechanistic	 rationale	 (based	 on	 nonclinical	 data),	 or	
evidence	of	nonclinical	activity,	together	with	the	other	qualifying	criteria,	can	be	
used	 to	demonstrate	 the	potential	of	a	new	drug	 to	address	an	unmet	medical	
need	

• Use	of	non-clinical	data	differentiates	Fast	Track	from	Breakthrough	and	thus	is	a	
designation	that	may	be	obtained	earlier	in	3development	

CONs:	

• Fast	 Track	 is	 much	 more	 common	 than	 Breakthrough	 Therapy	 and	 lacks	 the	
internal	 FDA	 structure	 and	 commitment	 to	 dedicated	 resources	 that	
Breakthrough	 Therapy	 does.	 The	 designation	 can	 be	 less	 effective,	 evidence	



	

	
	 ODDG		–		Building	Block	U203	–	Version	1	 4	

	

borne	 out	 in	 average	 development	 and	 review	 times,	 to	 truly	 expedite	
development.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Expedited	Program	for	serious	conditions	-	Breakthrough	Therapy	Designation	(FDA-
BTD)	

Referenc
es	

https://www.fda.gov/ForPatients/Approvals/Fast/ucm405397.htm	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM358301.pdf	

Descripti
on	

Process	 designed	 to	 facilitate	 the	 development	 and	 expedite	 the	 review	 of	 drugs	
intended	to	treat	a	serious	condition	AND	preliminary	clinical	evidence	indicates	that	the	
drug	 may	 demonstrate	 substantial	 improvement	 over	 available	 therapy	 on	 a	 clinically	
significant	endpoint(s).	

An	indication	need	not	be	a	rare	disease	to	qualify	for	BTD.	However,	FDA	recognizes	that	
certain	aspects	of	drug	development	that	are	feasible	for	common	diseases	may	not	be	
feasible	 for	 rare	 diseases	 and	 that	 development	 challenges	 are	 often	 greater	 with	
increasing	rarity	of	the	disease.	Regardless	the	qualifying	criteria	 increase	the	likelihood	
that	 a	 therapeutic	 developed	 for	 a	 rare	 disease	may	 qualify	 for	 BTD.	 BTD	will	 help	 to	
expedite	 drug	 development	 in	 cases	 where	 a	 substantial	 improvement	 over	 available	
therapy	can	be	supported	with	preliminary	clinical	evidence.	

A	sponsor	may	withdraw	BTD	if	the	designation		is	no	longer	supported	by	emerging	data	
or	the	drug	development	program	is	no	longer	being	pursued.	

Category	 Regulatory	Building	Block		

Geograp United	States	of	America	
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hical	
scope		

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Facilitate	and	expedite	development	and	review	by	the	FDA	of	new	drugs	for	serious	or	
life-threatening	conditions.	

To	expedite	the	development	and	review	of	drugs	 intended	to	treat	a	serious	condition	
with	preliminary	 clinical	 evidence	 that	may	demonstrate	 substantial	 improvement	over	
available	therapy	on	a	clinically	significant	endpoint.	

Stakehol
ders	

• IND	Sponsors		
• FDA	

Enablers
/	
Require
ments	

Breakthrough	Therapy	designation	 requires	preliminary	 clinical	 evidence	 indicating	 that	
the	drug	may	demonstrate	substantial	 improvement	over	existing	therapies	based	on	a	
clinically	significant	endpoint	that	generally	refers	to	an	endpoint	that	measures	an	effect	
on	 irreversible	 morbidity	 or	 mortality	 (IMM)	 or	 on	 symptoms	 that	 represent	 serious	
consequences	 of	 the	 disease.	 A	 clinically	 significant	 endpoint	 can	 also	 refer	 to	 findings	
that	suggest	an	effect	on	IMM	or	serious	symptoms,	including:	

• An	effect	on	an	established	surrogate	endpoint	

• An	effect	on	a	 surrogate	endpoint	or	 intermediate	 clinical	 endpoint	 considered	
reasonably	 likely	 to	 predict	 a	 clinical	 benefit	 (i.e.,	 the	 accelerated	 approval	
standard)	

• An	effect	on	a	pharmacodynamic	biomarker(s)	that	does	not	meet	criteria	for	an	
acceptable	surrogate	endpoint,	but	strongly	suggests	the	potential	for	a	clinically	
meaningful	effect	on	the	underlying	disease	

• A	 significantly	 improved	 safety	profile	 compared	 to	 available	 therapy	 (e.g.,	 less	
dose-limiting	toxicity	for	an	oncology	agent),	with	evidence	of	similar	efficacy	

Ideally,	 preliminary	 clinical	 evidence	would	be	derived	 from	a	 study	 that	 compares	 the	
investigational	drug	to	an	available	therapy	in	a	clinical	testing	(from	phase	1	or	2	trials).	

Output	 Designation.	

A	drug	that	receives	Breakthrough	Therapy	designation	is	eligible	for	the	following:	
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• All	Fast	Track	designation	features	

• Intensive	guidance	on	an	efficient	drug	development	program,	beginning	as	early	
as	Phase	1	

• Organizational	 commitment	 involving	 senior	 managers.	 A	 cross-disciplinary	
project	can	be	also	assigned	to	facilitate	the	coordination	of	internal	interaction	
and	communication	with	a	sponsor	

Best	
time	 to	
apply	
and	 time	
window	

As	 early	 as	 possible,	 given	 that	 the	 Sponsor	 feels	 the	 required	 clinical	 data	 can	 be	
supported.		FDA	suggests	that	ideally,	a	BTD	request	should	be	received	by	FDA	no	later	
than	 the	 end-of-phase-2	 meetings	 if	 any	 of	 the	 features	 of	 the	 designation	 are	 to	 be	
obtained.	 FDA	will	 respond	 to	 Breakthrough	 Therapy	 designation	 requests	 within	 sixty	
calendar	days	of	receipt	of	the	request.	

Expert	
tips		

FDA	has	a	streamlined	2-3	pages	preliminary	BTD	request	process	to	determine	potential	
for	 eligibility.	 	 Sponsors	 may	 consider	 discussing	 this	 submission	 with	 the	 Regulatory	
Project	Manager	at	FDA	as	an	initial	step.	

For	global	drug	developers,	the	PRIME	(PRIority	MEdicines)	Scheme	launched	by	the	EMA	
in	 2016	 (Building	 Block	 E106)	 should	 also	 be	 consider	 since	 the	 qualifying	 criteria	 are	
similar	between	the	two	procedures.	

PROs:	

• More	 than	 FTD,	 BTD	 has	 established	 that	 the	 designation	 correlates	 with	 an	
overall	abbreviated	development	program	

• Intensive	guidance	allows	for	discussions	to	 incorporate	cutting	edge	regulatory	
science	in	development	(adaptive	programs,	Bayesian	statistics,	etc)	

CONs:	

• FDA	 expects	 a	 very	 high	 level	 of	 engagement	 and	 commitment	 from	 an	 IND	
sponsor	 if	 BTD	 is	 granted.	 	 The	organization	 should	 be	prepared	 to	 devote	 the	
resources	 expected	 from	FDA	before	 the	designation	 is	 requested	 to	 avoid	 the	
risk	of	withdrawal	and	damage	to	reputation	to	the	Agency	

• For	public	companies	in	particular,	FDA	has	shown	a	willingness	to	withdrawal	a	
BTD	designation.		While	withdrawal	is	possible	for	FTD	as	well,	BTD	withdrawal	is	
a	higher	risk	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Expedited	Program	for	serious	conditions	–	Accelerated	Approval	(FDA-AA)	

Referenc
es	

https://www.fda.gov/ForPatients/Approvals/Fast/ucm405447.htm	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM358301.pdf	

Descripti
on	

FDA-AA	 is	 designed	 to	 support	 the	 development	 of	 drugs	 that	 treats	 serious	 or	 life-
threatening	conditions	AND	generally	provides	a	meaningful	advantage	over	available	

therapies	AND	demonstrates	an	effect	on	a	surrogate	endpoint	that	 is	reasonably	 likely	
to	 predict	 clinical	 benefit	 or	 on	 a	 clinical	 endpoint	 that	 can	 be	measured	 earlier	 than	
irreversible	morbidity	or	mortality	(IMM)	that	is	reasonably	likely	to	predict	an	effect	on	
IMM	or	other	clinical	benefit	(i.e.,	an	intermediate	clinical	endpoint)	

FDA-AA	 enables	 the	marketing	 authorization	 of	medicines	 for	which	 there	 is	 sufficient	
evidence	 to	 suggest	 efficacy	 through	 the	 use	 of	 surrogate	 or	 intermediate	 clinical	
endpoint.	It	is	intended	for	patients	with	an	unmet	medical	need.	

The	 application	 for	 the	 provision	 does	 not	 envisage	 a	 dedicated	process	 and	 therefore	
does	not	have	a	time	duration.	

Category	 Regulatory	Building	Block		

Geograp
hical	

United	States	of	America	
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scope		

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Facilitate	and	expedite	development	and	review	by	the	FDA	of	new	drugs	for	serious	or	
life-threatening	conditions.	

The	 accelerated	 approval	 pathway	 has	 been	 used	 primarily	 in	 settings	 in	 which	 the	
disease	course	is	long	and	an	extended	period	of	time	would	be	required	to	measure	the	
intended	clinical	benefit	of	a	drug.	

For	 drugs	 granted	 accelerated	 approval,	 post	 marketing	 confirmatory	 trials	 have	 been	
required	 to	 verify	 and	 describe	 the	 anticipated	 effect	 on	 irreversible	 morbidity	 or	
mortality	(IMM)	or	other	clinical	benefit.	

FDA	 encourages	 sponsors	 to	 communicate	 with	 the	 Agency	 early	 in	 development	
concerning	the	potential	eligibility	of	a	drug	for	accelerated	approval,	proposed	surrogate	
endpoints	 or	 intermediate	 clinical	 endpoints,	 clinical	 trial	 designs,	 and	 planning	 and	
conduct	of	confirmatory	trials.	FDA	will	not	grant	accelerated	approval	to	products	that	
meet	standards	for	traditional	approval.	

Stakehol
ders	

• IND	Sponsors		
• FDA	

Enablers
/	
Require
ments	

• Serious	 condition	 (a	 disease	 or	 condition	 associated	 with	 morbidity	 that	 has	
substantial	impact	on	day-to-day	functioning).	

• Meaningful	advantage	over	available	therapy	

• Demonstrate	an	effect	on	an	endpoint	that	is	reasonably	likely	to	predict	clinical	
benefit*.	The	two	types	of	endpoints	that	can	be	used	as	a	basis	for	accelerated	
approval	are:	

(1) a	 “surrogate	 endpoint”	 that	 is	 a	 marker	 (e.g.	 laboratory	
measurements),	or	other	measure	that	is	thought	to	predict	clinical	
benefit	but	is	not	itself	a	measure	o	clinical	benefit.	

(2) 	an	 intermediate	 clinical	 endpoint	 that	 is	 a	 measurement	 of	 a	
therapeutic	 effect	 that	 can	 be	measured	 earlier	 than	 an	 effect	 on	
IMM	and	is	considered	reasonably	likely	to	predict	the	drug’s	effect	
on	 IMM	 or	 other	 clinical	 benefit.	 A	 clinical	 endpoint	 is	 a	
characteristic	or	variable	that	directly	measures	a	therapeutic	effect	
of	a	drug––an	effect	on	how	a	patient	 feels	 (e.g.,	 symptom	relief),	
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functions	(e.g.,	improved	mobility),	or	survives.		

*A	 clinical	 benefit	 is	 a	 positive	 therapeutic	 effect	 that	 is	 clinically	 meaningful	 in	 the	
context	 of	 a	 given	 disease.	 The	 clinical	 benefit	must	 be	weighed	 against	 a	 treatment’s	
risks	to	determine	whether	there	is	an	overall	benefit	for	patients	(i.e.,	a	positive	benefit-
risk	profile).	

Output	 Approval	 pathway	 aimed	 to	 early	 patients’	 access	 to	 treatments	 for	 serious	 conditions	
based	on	an	effect	on	a	surrogate	endpoint	or	an	intermediate	clinical	

endpoint	that	is	reasonably	likely	to	predict	a	drug’s	clinical	benefit.	

Best	
time	 to	
apply	
and	 time	
window	

Although	the	formal	request	to	the	Authority	to	apply	the	provision	occurs	at	the	time	of	
NDA/	BLA,	the	best	time	to	start	thinking	about	this	possibility	is	at	the	very	beginning	of	
development	(as	this	strategic	and	technical	decision	has	a	significant	influence	over	the	
development	of	the	drug)	and	to	start	ordinarily	discuss	with	the	review	division	during	
the	development		supporting,	for	example,	the	use	of	the	planned	endpoint	as	a	basis	

for	 approval	 and	 discussing	 the	 confirmatory	 trials,	 which	 should	 usually	 be	 already	
underway	at	the	time	of	approval.	

Expert	
tips		

• Consider	this	possibility	since	the	beginning	of	drug	development	defining	(1)	the	
justification	 for	 this	 development	 pathway,	 (2)	 the	 surrogate/	 intermediate	
endpoint	 to	be	 investigated	before	 approval	 (and	 its	 timing	of	 assessment),	 (3)	
the	 clinically	 relevant	 endpoint	 to	 be	 tested	 in	 and	 the	 duration	 of	 the	
confirmatory	 trial,	 and	 (4)	 the	 justification	 supporting	 that	 the	 intermediate	
endpoint	is	reasonably	likely	to	predict	the	final	clinical	outcome.		

• If	AA	is	potentially	applicable,	plan	to	include	a	specific	question	on	applicability	
as	early	as	possible	into	your	interactions	with	the	Agency	

• If	 AA	 is	 due	 to	 the	 rarity	 of	 the	 condition,	 consider	 application	 as	 Orphan	
Designation	as	one	of	the	first	regulatory	steps	

• Consider	 also	 the	 request	 for	 other	 expedite	 programs	 available	 at	 FDA	 for	
serious	medical	conditions.	

PROs:	

• It	enables	development	and	approval	of	drugs	otherwise	difficult	or	impossible	to	
develop	 and	made	 available	 to	 patients	 in	 a	 reasonable	 time	 frame.	 This	 is	 of	
particular	relevance	when	the	disease	is	ultra-rare,	when	pivotal	studies	require	
long	 duration	 (either	 because	 of	 enrollment	 difficulties	 or	 time	 to	 endpoint	
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assessment),	and	when	there	is	a	urgent	need	for	the	treatment	by	patients.	

• It	 enables	 for	 developers	 to	 conduct	 confirmatory	 studies	while	 the	 product	 is	
already	 on	 the	 market,	 thus	 providing	 financial	 support	 to	 the	 completion	 of	
development	 (the	pivotal	 trial	 is	expected	 to	be	already	ongoing	at	 the	 time	of	
NDA/	BLA).	

CONs:	

• It	 is	 a	 “temporary”	 authorization,	 therefore	 requires	 commitment	 to	 complete	
pivotal	 development	 with	 a	 risk	 of	 having	 the	 product	 withdrawn	 from	 the	
market	in	case	of	negative	outcome	of	confirmatory	study/-ies.	

• The	co-presence	of	product	available	in	clinical	practice	and	of	clinical	trial(s)	may	
generate	 issues	 or	 limitations	 in	 terms	 of	 possible	 designs	 of	 the	 confirmatory	
study/-ies	 (e.g.	 acceptability	 of	 placebo)	 and	 “competition”	 between	 the	 two	
settings	(e.g.	preference	of	patients	for	normal	clinical	use	rather	than	being	part	
of	a	cumbersome	trial).	

• It	 “certifies”	 the	 intrinsic	 limitations	of	 the	clinical	data	package	also	 in	 front	of	
stakeholders	other	than	the	FDA.	

• To	 be	 pursued,	 it	 requires	 appropriate	 due	 diligence	 of	 the	 disease,	 the	
identification	of	a	set	of	endpoints	suitable	for	the	AA	and	for	the	confirmatory	
study,	 and	 of	 the	 relationship	 (“reasonably	 likely	 to	 predict”)	 between	 the	
surrogate/	 intermediate	 endpoint	 and	 the	 ultimate	 clinical	 benefit	 in	 order	 to	
provide	a	solid	and	long-standing	justification	of	 its	applicability.	After	approval,	
it	requires	continuous	development	through	the	completion	of	the	confirmatory	
study.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Expedited	Program	for	serious	conditions	-	Priority	Review	Designation	(FDA-PR)	

Referenc
es	

https://www.fda.gov/ForPatients/Approvals/Fast/ucm405405.htm	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM358301.pdf	

Descripti
on	

A	Priority	Review	designation	results	in	an	abbreviated	PDUFA	mandated	goal	date	for	a	
Biologics	 License	 Application	 (BLA)	 or	 a	 New	 Drug	 Application	 (NDA),	 from	 10	months	
(under	standard	procedure)	to	6	months.	

Like	other	expedited	programs,	the	qualify	criteria	do	not	require	that	the	therapeutic	in	
development	target	a	rare	disease.	

Submitting	a	Request	for	Priority	Review	has	no	cost.	PDUFA	filing	fees,	however,	should	
be	assessed	contemporaneously.				

	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	
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Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

A	Priority	Review	designation	will	direct	overall	attention	and	resources	to	the	evaluation	
of	 applications	 for	 drugs	 that,	 if	 approved,	 would	 be	 significant	 improvements	 in	 the	
safety	 or	 effectiveness	 of	 the	 treatment,	 diagnosis,	 or	 prevention	of	 serious	 conditions	
when	compared	to	standard	applications.	

Stakehol
ders	

• IND	Sponsor		
• FDA	

Enablers
/	
Require
ments	

• Serious	condition	

• Demonstrating	 the	 potential	 to	 be	 a	 significant	 improvement	 in	 safety	 or	
effectiveness	as,	for	example:	

1. evidence	of	increased	effectiveness	in	treatment,	prevention,	or	diagnosis	of	
condition;	

2. elimination	or	substantial	reduction	of	a	treatment-limiting	drug	reaction;	

3. documented	enhancement	of	patient	compliance	that	is	expected	to	lead	to	
an	 improvement	 in	 serious	 outcomes;	 or	 evidence	 of	 safety	 and	
effectiveness	in	a	new	subpopulation.	

Output	 Designation	enabling	Marketing	application	review	process	within	6	months.	

Best	
time	 to	
apply	
and	 time	
window	

With	original	Biologics	License	Application	(BLA),	New	Drug	Application	(NDA),	or	efficacy	
supplement	(FDA	responds	within	60	calendar	days	of	receipt	of	these	applications).	

Expert	
tips		

When	 sponsors	 receive	 an	 expedited	 drug	 development	 designation,	 they	 should	 be	
prepared	to	propose	a	commercial	manufacturing	program	that	will	ensure	availability	of	
quality	product	at	the	time	of	approval.	The	proposal	should	consider	estimated	market	
demand	and	the	commercial	manufacturing	development	plan.	The	proposal	should	also	
consider	 manufacturing	 facilities	 and	 a	 lifecycle	 approach	 to	 process	 validation.	
Additionally,	 the	 proposal	 should	 include	 a	 timeline	 for	 development	 of	 the	
manufacturing	capabilities	with	goals	aligned	with	the	clinical	development	program.	



	

	
	 ODDG		–		Building	Block	E1	–	Version	1	 3	

	

Not	to	be	confused	with	US	FDA	Priority	Review	Voucher	(PRV)	programs.	

Sponsors	should	consider	that	the	resources	required	to	expedite	review	by	FDA	should	
be	 mirrored	 by	 the	 Sponsor.	 	 Net	 impact	 being	 that	 a	 sponsor	 will	 have	 less	 time	 to	
respond	 to	 Information	Requests,	prepare	 for	Advisory	Committee,	etc	 in	 the	case	of	a	
Priority	Review.	

PROs:	

− Shorter	clock	for	review	of	marketing	application	(6	months	compared	with	the	
10-month	standard	review)	

− FDA	decides	on	the	review	designation	for	every	application	

CONs:	

− The	 two	month	“validation”	period	 for	 some	NDA/BLA	submission	 is	applied	 to	
both	Standard	and	Priority	Review	

− Note	 that	 a	 Priority	 Review	 in	 no	 way	 lowers	 the	 standard	 of	 evidence	 and	
quality	 of	 data	 required	 by	 FDA.	 	 It	 is	 possible	 that	 a	 reduced	 timeframe	 to	
respond	to	FDA	reviewer	requests	can	lead	to	Sponsor	mediated	delays	or	even	a	
complete	response.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Special	Protocol	Assessment	(FDA-SPA)	

Referenc
es	

https://www.fda.gov/downloads/Drugs/Guidances/UCM498793.pdf	

	

Descripti
on	

FDA-SPA	is	a	process	in	which	sponsors	may	ask	to	meet	with	FDA	to	reach	agreement	on	
the	 design	 and	 size	 of	 certain	 clinical	 trials,	 clinical	 studies,	 or	 animal	 studies,	 to	
determine	if	they	adequately	address	scientific	and	regulatory	requirements	for	a	study	
that	could	support	marketing	approval.	

Specific	 to	 Pivotal	 Study	 agreement,	 FDA-SPA	 can	 be	 useful	 to	 navigate	 the	 inherent	
complexities	 of	 rare	 disease	 development,	 including	 assisting	 on	 the	 selection	 of	 the	
design	of	a	trial.	

The	procedure	takes	around	45	days	FDA	review	period.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili Applicants	developing	medicines	for	rare	and	non-rare	diseases.		
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ty	

Scope	 of	
use	

An	 FDA-SPA	 agreement	 indicates	 concurrence	 by	 FDA	 with	 the	 adequacy	 and	
acceptability	 of	 specific	 critical	 elements	 of	 overall	 protocol	 design	 (e.g.,	 entry	 criteria,	
dose	selection,	endpoints,	and	planned	analyses)	for	a	study	intended	to	support	a	future	
marketing	 application.	 These	 elements	 are	 critical	 to	 ensuring	 that	 the	 trial	 conducted	
under	 the	 protocol	 can	 be	 considered	 an	 adequate	 and	well-controlled	 study	 that	 can	
support	marketing	approval.	 Feedback	on	 these	 issues	provides	 the	greatest	benefit	 to	
sponsors	in	planning	late-phase	development	strategy.	

Stakehol
ders	

• Drug	developers		
• FDA	

Enablers
/	
Require
ments	

A	request	should	be	submitted	to	a	sponsor’s	existing	IND	(Investigational	New	Drug)	for	
each	 protocol	 the	 sponsor	 wants	 reviewed	 under	 an	 FDA-SPA.	 A	 request	 should	 not	
include	more	than	one	protocol.	If	there	is	no	IND	for	the	product,	FDA	will	assign	a	pre-
IND	number	 so	 that	a	meeting	 to	 fully	 inform	FDA	of	 the	overall	development	plan	 for	
the	 product	 can	 be	 scheduled.	 The	 sponsor	 can	 subsequently	 open	 an	 IND	 after	 the	
meeting	and	then	submit	a	Request	to	the	IND.	

Output	 Agreement	 between	 the	 FDA	 and	 the	 sponsor	 on	 the	 adequacy	 and	 acceptability	 of	
specific	critical	elements	of	the	overall	protocol	design	for	a	study	intended	to	support	a	
future	marketing	application.	

Best	
time	 to	
apply	
and	 time	
window	

To	 allow	 sufficient	 time	 for	 FDA	 review	 and	 comment,	 as	 well	 as	 for	 resolution	 of	
outstanding	high-level	issues	before	the	initiation	of	the	proposed	trial.	

Expert	
tips		

An	FDA-SPA	submission	may	not	be	appropriate	for	such	assessment	if:	

• It	contains	a	request	to	evaluate	more	than	one	protocol.	In	such	a	case,	FDA	will	
ask	the	sponsor	to	submit	separate	requests	for	each	protocol.	This	process	may	
delay	the	initiation	of	the	SPA	reviews.	

• It	contains	a	protocol	for	an	ongoing	trial.	

• It	 contains	a	protocol	 for	which	evaluation	and	critical	 features	are	adequately	
described	by	existing	guidance	(e.g.,	conventional	stability	study).	

• It	 does	 not	 provide	 enough	 content	 and	 detail.	 Content	 of	 a	 Request	 and	
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Submission	Materials,	including:	

‒	A	detailed	protocol	

‒	Specific	questions	for	FDA	to	address	

‒	 Adequate	 background	 documents	 to	 support	 the	 critical	 elements	 of	
the	 trial	 design,	 or	 to	 determine	 whether	 it	 can	 adequately	 address	
scientific	and	regulatory	 requirements	 for	 the	purpose	 identified	by	 the	
sponsor	

• Prior	FDA	concurrence	has	not	been	obtained	for	the	animal	model	to	be	used	in	
the	proposed	animal	rule	efficacy	study.	

As	stated	in	the	PDUFA	and	BsUFA	goals,	the	sponsor	has	not	had	a	meeting	(e.g.,	end	of-
phase	2/pre-phase	3	meeting	(or	end-of-phase	1	meeting,	if	applicable)	or	a	BPD	Type	2	
or	Type	3	meeting)	with	the	review	division	at	which	the	regulatory	context	for	the	study	
or	trial	that	is	the	subject	of	the	SPA	was	discussed	(where	the	trial	is	intended	to	support	
efficacy	or	trials	to	prove	biosimilarity	and/or	interchangeability).	

PROs:	

− FDA	 will	 also	 provide	 advice	 on	 other	 important	 concerns	 identified	 during	
review,	even	in	the	absence	of	a	specific	question.	

CONs:	

− Recently	 updated	 FDA-SPA	 guidance	 further	 weakened	 the	 strength	 of	
agreements	with	the	Agency	on	a	SPA.			

− Agreements	made	on	an	FDA-SPA,	particularly	on	clinical	studies	are	not	binding	
by	FDA.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Rare	Pediatric	Disease	Designation	

Referenc
es	

https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM423325.pdf	

Descripti
on	

The	 FDA	 grants	 rare	 pediatric	 disease	 designation	 for	 diseases	 with	 serious	 or	 life-
threatening	conditions	that	affect	people	from	birth	to	18	years	of	age,	that	affect	fewer	
than	200,000	people	in	the	U.S.	

The	purpose	of	this	designation	is	to	enable	later	application	for	a	Rare	Pediatric	Disease	
Priority	 Voucher	 at	 the	 time	 of	 drug	 approval	 (NDA/BLA).	 	 Such	 a	 Voucher	 can	 be	
redeemed	to	grant	priority	review	of	a	subsequent	marketing	application	for	a	different	
product.	 	 Vouchers	 are	 thus	 transferred	 for	 use	 in	 some	 other	 program	 to	 achieve	
“priority	 review”	 status,	 thus	 expediting	 the	 regulatory	 review	 of	 this	 other	 drug	
program.	 	Such	vouchers	are	typically	sold	by	the	Sponsor	of	the	Rare	Pediatric	Disease	
drug	 program,	 to	 apply	 to	 some	 unrelated	 drug	 development	 program	 (typically	 by	 a	
different	Sponsor).	

https://www.fda.gov/forindustry/developingproductsforrarediseasesconditions/rarepedi
atricdiseasepriorityvoucherprogram/default.htm	

	

Category	 Regulatory	Building	Block		
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Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	Rare	Pediatric	Diseases.		

Scope	 of	
use	

The	Rare	Pediatric	Disease	Designation	is	based	on	voluntary	requests	and	is	not	required	
for	 submitting	 a	 Rare	 Pediatric	 Priority	 Review	 voucher.	While	 such	 designation	 is	 not	
required	to	receive	a	voucher,	requesting	this	in	advance	will	expedite	a	sponsor's	future	
request	for	a	priority	review	voucher.		On	the	other	hand,	if	sponsors	choose	to	request	a	
rare	 pediatric	 disease	 designation,	 they	 should	 also	 submit	 requests	 for	 Orphan	 Drug	
Designation	or	a	Fast	Track	Designation.	

To	expedite	future	applications	for	a	Rare	Pediatric	Disease	Priority	Voucher.	

Stakehol
ders	

• Developers	

• The	US	Food	and	Drug	Administration	(FDA)	

• The	Office	of	Orphan	Products	Development	((Building	Block	42)	

• The	Center	for	Drug	Evaluation	and	research	(CDER)	

• The	Center	for	Biologics	Evaluation	and	research	(CBER)		

Enablers
/	
Require
ments	

• The	drug	must	be	intended	for	a	rare	disease	or	condition	

• The	 drug	must	 be	 intended	 for	 a	 disease	 or	 a	 condition	 that	 “primarily	 affects	
individuals	from	0	to	18	years	of	age”	

• The	developed	drug	cannot	contain	any	active	ingredient	(including	any	ester	or	
salt	of	the	active	ingredient)	of	which	has	been	approved	in	any	other	application	

Output	 The	final	product	is	a	designation.	

Best	
time	 to	
apply	
and	 time	
window	

Before	 the	 FDA	 has	 filed	 for	 the	 New	 Drug	 Application	 (NDA)	 and	 Biologics	 License	
Application	(BLA)	for	the	drug.	
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Expert	
tips		

NB:	It	is	not	necessary	to	be	granted	a	“Rare	Pediatric	Disease”	designation	to	request	a	
rare	 pediatric	 priority	 review	 voucher	 (Building	 Block	U208).	 	 However,	 requesting	 this	
designation	 in	 advance	 will	 expedite	 a	 sponsor's	 future	 request	 for	 a	 priority	 review	
voucher.	

PROs:	

• Designation	 can	 expedite	 future	 granting	 of	 a	 Rare	 Pediatric	 Disease	 Priority	
Voucher	upon	marketing	authorization.	

• The	Voucher	can	then	be	sold	to	other	drug	programs,	providing	Priority	Review.	

• A	 relatively	 straightforward	 and	 simple	 process,	 that	 receives	 relatively	 rapid	
review.	

CONs:	

• The	Designation	does	not	guarantee	granting	of	a	future	Voucher.	

• The	Designation	is	not	necessary	for	granting	of	a	future	Voucher.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Rare	Pediatric	Priority	Review	Voucher	

Referenc
es	

https://www.fda.gov/forindustry/developingproductsforrarediseasesconditions/rarepedi
atricdiseasepriorityvoucherprogram/default.htm	

https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM423325.pdf	

Descripti
on	

This	 program	 grants	 a	 voucher	 for	 priority	 review	 from	 the	 US	 Food	 and	 Drug	
Administration	(FDA),	which	aim	to	render	a	decision	within	6	months	(in	contrast	to	10	
for	a	 standard	 review).	The	developed	drug	 for	which	 the	voucher	 is	 awarded	must	be	
intended	for	a	rare	disease	or	condition	and	that	primarily	affect	individuals	from	0	to	18	
years.		The	voucher	can	be	utilized	for	any	other	drug	development	program.	

The	FDA	has	to	render	a	decision	within	6	months	after	receipt	of	the	application	and	will	
establish	 the	 fee	amount	before	 the	beginning	of	each	 fiscal	 year.	Applications	may	be	
eligible	for	exemptions	from	some	fees	if	they	have	received	orphan-drug	designation.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	pediatric	diseases.		
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Scope	 of	
use	

The	Voucher	is	used	for	a	different	(generally	non-orphan)	drug	program.		The	granting	of	
the	Voucher	is	a	financial	 incentive	for	the	orphan	pediatric	drug	program	to	which	it	 is	
awarded.	

Stakehol
ders	

• 	Developers	

• The	US	Food	and	Drug	Administration	(FDA)	

• The	Office	of	Orphan	Products	Development	(OOPD)	

• The	Center	for	Drug	Evaluation	and	research	(CDER)	

• The	Center	for	Biologics	Evaluation	and	research	(CBER)	

Enablers
/	
Require
ments	

• The	drug	must	be	intended	for	a	rare	disease	or	condition	

• The	 drug	must	 be	 intended	 for	 a	 disease	 or	 a	 condition	 that	 “primarily	 affects	
individuals	from	0	to	18	years	of	age”	

• The	developed	drug	cannot	contain	any	active	ingredient	(including	any	ester	or	
salt	of	the	active	ingredient)	of	which	has	been	approved	in	any	other	application	

• FDA	 review	of	 the	 request	 for	 a	 Rare	 Pediatric	 Priority	 Review	Voucher	 can	be	
expedited	 if	 the	 pediatric	 orphan	 drug	 is	 pre-designated	 as	 a	 “Rare	 Pediatric	
Disease”	by	FDA		

Output	 The	 Voucher,	 when	 utilized	 for	 a	 different	 drug	 development	 program,	 expedites	 FDA	
review:	6	months,	compared	to	10	months	for	a	standard	application.	

Best	
time	 to	
apply	
and	 time	
window	

At	the	time	of	marketing	authorisation	submission.	

Expert	
tips		

NB:	It	is	not	necessary	to	be	granted	a	“Rare	Pediatric	Disease”	to	request	a	rare	pediatric	
priority	 review	 voucher,	 although	 previous	 application	 and	 granting	 of	 “Rare	 Pediatric	
Disease”	status	may	expedite	FDA	review	for	a	Voucher.	

PROs:	

• Provides	financial	incentives	for	developing	pediatric	orphan	drugs.	
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CONs:	

• The	 financial	 incentives	 to	 the	 orphan	 drug	 program	 are	 realized	 once	 the	
Voucher	is	sold	to	a	different	program.		As	the	Voucher	is	not	awarded	until	the	
marketing	approval	of	the	pediatric	orphan	drug,	the	incentive	appears	relatively	
late	in	the	drug	development	pathway	for	the	orphan	drug	to	which	it	is	granted.	

• There	have	been	examples	of	‘gaming	the	system’	where	a	drug	approved	in	EU	
for	 common	 disease,	 but	 not	 approved	 for	 any	 indication	 by	 FDA,	 was	 taken	
forward	 selectively	 in	 a	 rare	 pediatric	 indication	 in	 the	 US,	 in	 part,	 due	 to	
awarding	of	a	Voucher.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Neglected	and	Tropical	Diseases	Priority	Review	Voucher		

Referenc
es	

https://www.fda.gov/downloads/Drugs/Guidances/UCM080599.pdf	

Descripti
on	

This	 program	 grants	 a	 priority	 review	 voucher	 (PRV)	 from	 the	 US	 Food	 and	 Drug	
Administration	(FDA)	to	sponsors	of	certain	tropical	disease	product	applications	(see	list	
below).	 	The	PRV	can	be	used	 to	obtain	a	priority	 review	 (PR)	 for	a	 subsequent	human	
drug	application	after	the	date	of	approval	of	the	tropical	disease	drug	product.	FDA	aims	
to	 review	 and	 act	 upon	 a	 PR	 NDA	 or	 BLA	 submission	 within	 6	 months	 of	 submission,	
rather	than	within	10	months	for	a	standard	review.	A	PRV	can	be	used	to	obtain	a	PR	for	
a	subsequent	application	that	would	not	otherwise	qualify	for	a	PR.	

After	approval	to	the	tropical	disease	product,	the	sponsor	may	redeem	the	voucher	to	
obtain	a	PR	for	a	subsequent	human	drug	application	(NDA	or	BLA)	or	may	transfer	the	
PRV	to	another	party	(e.g.,	may	sell	the	voucher	to	another	party).	PRVs	have	monetary	
value	that	may	benefit	the	seller	of	the	PRV	to	encourage	neglected	and	tropical	disease	
product	development,	most	of	which	are	rare	diseases	in	the	US.	

There	is	no	cost	to	request	a	PRV.	The	NDA/BLA	application	fee	will	still	apply	when	using	
a	priority	voucher	and	requesting	a	PR,	which	ranges	from	$2-3	million.	In	case	of	Orphan	
drug	designation,	fees	waiver	according	to	section	736	of	the	FD&C	

For	 those	 sponsors	 who	 receive	 a	 PRV	 for	 a	 qualifying	 tropical	 disease,	 the	 FDA	
“anticipate	 that	 some	 tropical	 disease	 products	may	 qualify	 for	 designation	 as	 orphan	
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drugs	 because	 the	 tropical	 diseases	 for	 which	 these	 drugs	 are	 intended	 to	 prevent	 or	
treat	may	affect	fewer	than	200,000	persons	in	the	United	States	(see	section	526	of	the	
FD&C	 Act).	 If	 a	 human	 drug	 application	 for	 a	 prescription	 drug	 product	 has	 been	
designated	as	a	drug	product	for	a	rare	disease	or	condition,	the	application	is	not	subject	
to	an	application	user	fee,	unless	the	application	includes	an	indication	other	than	for	a	
rare	disease	or	condition.”	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	 for	a	 tropical	disease.	According	to	the	FDA,	a	 tropical	
disease	is	any	of	the	following:		

• Blinding	trachoma	
• Buruli	Ulcer	
• Chagas	
• Chikungunya	virus	disease	(added	August	2018)	
• Cholera	
• Cryptococcal	meningitis	(added	August	2018)	
• Cueva	virus	Diseases	
• Dengue/Dengue	haemorrhagic	fever	
• Dracunculiasis	(guinea-worm	disease)	
• Ebola	virus	Diseases	
• Fascioliasis	
• Filovirus	Diseases	
• Human	African	trypanosomiasis	
• Lassa	fever	(added	August	2018)	
• Leishmaniasis	
• Leprosy	
• Lymphatic	filariasis	
• Malaria	
• Marburg	virus	Diseases	
• Neurocysticircosis	
• Onchocerciasis	
• Rabies	(added	August	2018)	
• Schistosomiasis	
• Soil	transmitted	helminthiasis	
• Tuberculosis	
• Yaws	



	

	
	 ODDG		–		Building	Block	U210	–	Version	1	 3	

	

• Zika	Virus	Disease	
• Any	 other	 infectious	 disease	 for	 which	 there	 is	 no	 significant	 market	 in	

developed	 nations	 and	 that	 disproportionately	 affects	 poor	 and	 marginalized	
populations,	designated	by	order	of	the	Secretary	

	

Scope	 of	
use	

The	 PRV	may	 be	 redeemed	 for	 any	 NDA	 or	 BLA	 application	 submitted	 to	 the	 US	 FDA.	
PRVs	may	also	be	transferred	(sold)	to	another	party	for	future	redemption.	

For	an	application	to	qualify,	it	must	be	for	a	human	drug,	no	active	ingredient	(including	
any	 ester	 or	 salt	 of	 the	 active	 ingredient)	 of	 which	 has	 been	 approved	 in	 any	 other	
application.	

Stakehol
ders	

• 	Developers	

• The	US	Food	and	Drug	Administration	(FDA)	

• The	Center	for	Drug	Evaluation	and	Research	(CDER)	

• The	Center	for	Biologics	Evaluation	and	Research	(CBER)	

Enablers
/	
Require
ments	

• The	drug	must	be	 intended	 for	prevention	or	 treatment	of	a	 tropical	neglected	
disease.			

• The	drug	must	otherwise	be	eligible	for	a	priority	voucher	

• The	drug	must	not	contain	any	active	 ingredient	that	has	been	approved	 in	any	
other	application	

Output	 The	FDA	wards	priority	review	vouchers	to	sponsors	of	certain	tropical	disease	product		

Food,	Drug,	and	Cosmetic	Act	(the	FD&C	Act)	(21	U.S.C.	360n)	applications	that	meet	the	
criteria	specified	in	the	FDA	guidance.	

Best	
time	 to	
apply	
and	 time	
window	

No	application	is	required,	but	sponsors	can	request	consideration	for	a	PRV	at	the	time	
of	marketing	 application	 submission.	 	 FDA	will	 award	 PRVs	 at	 the	 time	of	 approval	 for	
qualifying	applications.	

Expert	 “It	 is	 possible	 that	 a	 drug	 product	meeting	 the	 requirements	 of	 a	 tropical	 disease	 also	
may	qualify	 for	designation	as	an	orphan	drug.	 If	designated	as	an	orphan	drug,	such	a	
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tips		 drug	 product	may	 be	 eligible	 for	 orphan	 drug	marketing	 exclusivity	 and	 tax	 credits	 for	
qualified	 clinical	 testing	 as	 well	 as	 fee	 exemptions.	 For	 information	 regarding	 these	
orphan	drug	incentives,	potential	sponsors	should	contact	the	Office	of	Orphan	Products	
Development	(OOPD).	For	information	regarding	user	fee	exemptions,	potential	sponsors	
should	 contact	 the	 User	 Fee	 staff	 in	 the	 Center	 for	 Drug	 Evaluation	 and	 Research’s	
(CDER’s)	Office	of	Management.”	

PROs:	

• A	 PRV	 is	 expected	 to	 result	 in	 monetary	 advantages	 for	 the	 recipient,	 either	
through	 a	 faster	 review	 and	 action	 upon	 a	 future	 application	 for	 the	 drug	
sponsor,	or	through	sale	of	the	voucher	to	another	party.	

• The	 PRV	 program	 is	 intended	 to	 provide	 an	 incentive	 to	 sponsors	 for	 the	
development	and	marketing	of	tropical	disease	products.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Regenerative	Medicine	Advanced	Therapy	(RMAT)	Designation	

Referenc
es	

https://www.fda.gov/downloads/biologicsbloodvaccines/guidancecomplianceregulatoryi
nformation/guidances/cellularandgenetherapy/ucm585414.pdf	

Descripti
on	

The	 RMAT	 Designation	 is	 analogous	 to	 the	 Breakthrough	 Designation	 designed	 for	
traditional	drug	candidates	but	applies	to	regenerative	medicine	treatments,	and	allows	
companies	to	 interact	with	the	FDA	more	frequently	during	the	clinical	development	of	
the	therapy.	An	RMAT-designated	therapy	 is	eligible	for	priority	review	and	accelerated	
approval.		

“Regenerative	medicine	is	a	rapidly	expanding	field	that	has	the	potential	to	treat	serious	
conditions,	 particularly	 in	 patients	with	 unmet	medical	 needs.	 The	 Center	 for	 Biologics	
Evaluation	 and	 Research	 (CBER)	 recognizes	 the	 importance	 of	 regenerative	 medicine	
therapies	and	is	committed	to	helping	ensure	they	are	licensed	and	available	to	patients	
with	serious	conditions	as	soon	as	it	can	be	determined	that	they	are	safe	and	effective.	
This	is	intended	to	facilitate	development	and	review	of	regenerative	medicine	therapies	
intended	to	address	unmet	medical	need	in	those	with	serious	conditions.”	

All	matters	 related	 to	 regenerative	medicines	 (FDA-CBER	 definition)	 intended	 to	 treat,	
modify,	 reverse	 or	 cure	 a	 serious	 condition	 especially	 at	 early	 stage	 of	 product	
development.	Many	candidate	therapies	in	development	for	orphan	diseases	also	qualify	
for	the	Regenerative	Medicine	Advanced	Therapy	designation.	

CBER	will	notify	the	sponsor	60	days	after	receipt	of	the	request.	In	case	of	Orphan	drug	
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designation	granted,	fees	waiver	according	to	section	736	of	the	FD&C.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	regenerative	medicine	therapies,	which	comprise:		

“Cell	therapies,	therapeutic	tissue	engineering	products,	human	cell	and	tissue	products,	
and	 combination	 products	 using	 any	 such	 therapies	 or	 products.	 	 Additionally,	 gene	
therapies,	including	genetically	modified	cells	that	lead	to	a	durable	modification	of	cells	
or	 tissues	may	meet	 the	 definition	 of	 a	 regenerative	medicine	 therapy.	 A	 combination	
product	(biologic-device,	biologic	drug,	or	biologic-device-drug)	can	be	eligible	for	RMAT	
designation	when	 the	biological	product	 component	provides	 the	greatest	 contribution	
to	the	overall	intended	therapeutic	effects	of	the	combination	product	(i.e.,	the	primary	
mode	 of	 action	 in	 the	 combination	 product	 is	 conveyed	 by	 the	 biological	 product	
component)”	

Scope	 of	
use	

Frequent	 interactions	with	 FDA	 for	 discussions	 e.g.	 study	 design,	 extent	 of	 safety	 data	
required	to	support	approval,	dose-response	concerns,	and	use	of	biomarkers.	

Stakehol
ders	

• 	Sponsors	

• The	Center	for	Biologics	Evaluation	and	Research		(CBER)	

Enablers
/	
Require
ments	

An	investigational	drug	is	eligible	for	RMAT	designation	if:	

•	It	meets	the	definition	of	regenerative	medicine	therapy		

•	It	is	intended	to	treat,	modify,	reverse,	or	cure	a	serious	condition;	and	

•	Preliminary	clinical	evidence	indicates	that	the	regenerative	medicine	therapy	has	the	
potential	to	address	unmet	medical	needs	for	such	condition.	

In	 order	 to	 apply	 for	 RMAT	 designation,	 a	 developer	 should	 submit	 a	 request	 to	 CBER	
either	with	a	new	 investigational	new	drug	application	 (IND)	or	 in	 an	 IND	amendment.	
CBER	 will	 not	 accept	 requests	 for	 RMAT	 designation	 for	 INDs	 that	 are	 inactive	 or	 on	
clinical	hold.	

− Products	intended	to	treat,	modify,	reverse,	or	cure	a	serious	condition.	
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− Preliminary	clinical	evidence	indicating	potential	to	address	unmet	medical	needs	
for	serious	diseases	or	conditions.	

− Unlike	BTD	 (Building	Block	U204),	RMAT	designation	does	not	 require	evidence	
indicating	substantial	improvement	over	available	therapies.	

Output	 The	 output	 is	 a	 designation	 which	 grants	 access	 for	 Priority	 Review	 Designation	 and	
Accelerated	Approval.	

Best	
time	 to	
apply	
and	 time	
window	

Either	with	the	IND	request	or	after,	once	there	is	clinical	evidence	of	the	drug	efficacy.	
No	later	than	end	of	phase	2.	

Expert	
tips		

RMAT,	 especially	 when	 the	 product	 is	 also	 eligible	 for	 Priority	 Review,	 may	 greatly	
expedite	 the	 timeframe	for	a	qualifying	product	 to	obtain	marketing	authorization.	The	
early	 and	 more	 frequent	 interactions	 with	 FDA	 also	 help	 de-risk	 the	 development	 of	
products	that	are	often	facing	novel	development	challenges	in	the	regenerative	space.	

PROs:	

	

- Guaranteed	 interactions	 with	 the	 FDA	 resulting	 in	 intensive	 FDA	 guidance	 on	
efficient	drug	development	

- Flexibility	 in	 the	number	of	 clinical	 sites	used	and	 the	possibility	 to	use	patient	
registry	 data	 and	 other	 sources	 of	 “real-world”	 evidence	 for	 post-approval	



	

	
	 ODDG		–		Building	Block	U211	–	Version	1	 4	

	

studies	(pending	FDA	approval)	

- Eligible	for	priority	review	

- Eligible	for	accelerated	approval	

CONs:	

- Restricted	to	regenerative	medicines	

- RMAT	 is	 not	 available	 for	 human	 cell	 and	 tissue	 products	 that	 are	 minimally	
manipulated	and	are	intended	for	homologous	use,	and	either:		

(1)	 have	 no	 systemic	 effect	 or	 do	 not	 depend	 on	metabolic	 activity	 of	
living	cells,	or	

(2)	are	 for	autologous,	allogenic	 (to	 first-	or	 second-degree	relatives)	or	
reproductive	use.	

- RMAT	 designation	 has	 significant	 overlap	 with	 BTD,	 so	 it	 is	 not	 easy	 to	
disaggregate	the	effect	of	each	one	individually	

	



	

	
	 ODDG		–		Building	Block	U212	–	Version	1	 1	

	

		

Orphan	Drug	Development	Guidebook		
	

Building	Block	U212	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Milestones	meetings	–	Type	B	

Referenc
es	

https://www.accessdata.fda.gov/cder/sb-navigate/topic3/topic3/da_01_03_0110.htm	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM590547.pdf	

	

Descripti
on	

Type	B	meetings	are	also	known	as	milestone	meetings.		

Per	the	Draft	Guidance	for	Formal	Meetings	Between	the	FDA	and	Sponsors	or	Applicants	
of	PDUFA	Products,	examples	of	type	B	meetings	include:	

1) Pre-investigational	new	drug	application	(pre-IND)	meetings.	

2) Pre-emergency	use	authorization	meetings	

3) Pre-new	 drug	 application	 (pre-NDA)/pre-biologics	 license	 application	 (pre-BLA)	
meetings	

4) Post-action	meetings	requested	3	or	more	months	after	an	FDA	regulatory	action	
other	than	an	approval	(such	as	issuance	of	a	complete	response	letter).	

5) Meetings	 regarding	 risk	 evaluation	 and	mitigation	 strategies	 or	 post-marketing	
requirements	 that	 occur	 outside	 the	 context	 of	 the	 review	 of	 a	 marketing	
application.	

6) Meetings	held	to	discuss	the	overall	development	program	for	products	granted	
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breakthrough	 therapy	 designation	 status.	 	 Subsequent	 meetings	 for	
breakthrough	 therapy	 designated	 products	will	 be	 considered	 either	 Type	 B	 or	
possibly	Type	A	meetings	 if	the	meeting	request	meets	the	criteria	for	a	Type	A	
meeting.	

The	default	drug	development	program	 includes	 three	milestones,	or	Type	B	meetings.	
The	earliest	 is	 the	Pre-IND	Meeting,	 the	 second	 is	 the	End	of	 Phase	2	 (EOP2)	Meeting,	
and	the	third	milestone	is	the	Pre-NDA	Meeting.	

Under	 the	 Prescription	 Drug	 User	 Fee	 Act	 (PDUFA),	 meeting	 management	 goals	 have	
been	established	to	assist	 requesters	who	seek	advice	relating	to	the	development	and	
review	 of	 investigational	 new	 drugs	 and	 biologics,	 and	 drug	 or	 biological	 product	
marketing	 applications.	 	 Type	 B	meetings	 apply	 to	 all	 drugs	 in	 development,	 including	
those	intending	to	treat	rare	diseases.	

After	 requesting	 the	meeting,	 FDA	will	 confirm	 the	 scheduling	within	 21	 days,	 and	 the	
meeting	will	take	place	no	later	than	60	days	later.	Official	minutes	of	the	meeting	will	be	
issued	by	FDA	within	30	days	of	the	meeting.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	 who	 can	 be	 based	 in	 a	 public,	 non-profit,	 university,	 or	 private	 company	
developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Helps	 address	 specific	 regulatory	 concerns	 between	 a	 sponsor	 and	 the	 FDA	 at	 key	
milestone	points	in	the	development	program.	The	Pre-IND	meeting	reviews	the	clinical	
development	plans,	the	EOP2	meeting	reviews	the	Phase	3	program	plans,	and	the	Pre-
NDA	meeting	determines	if	the	data	package	warrants	submission	of	an	NDA	or	BLA.	

Utilize	 a	 type	 B	 meeting	 to	 discuss	 the	 topics	 raised	 in	 description	 above	 at	 key	
milestones	during	development.				

Stakehol
ders	

• FDA		

• Drug	developers	

Enablers
/	

To	submit	a	meeting	request,	per	the	reference	above	you	must	 include	“The	proposed	
meeting	 format,	 […]	 The	 date	 the	 meeting	 background	 package	 will	 be	 sent	 by	 the	
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Require
ments	

requester.	[…]	A	brief	statement	of	the	purpose	of	the	meeting.	[…]	A	list	of	the	specific	
objectives	or	outcomes	the	requester	expects	from	the	meeting.	[…]	A	proposed	agenda,	
including	 estimated	 times	 needed	 for	 discussion	 of	 each	 agenda	 item.	 […]	 A	 list	 of	
planned	 attendees	 from	 the	 requester’s	 organization,	 including	 their	 names	 and	 titles.	
[…]	A	list	of	requested	FDA	attendees	and/or	discipline	representative(s).”	

Per	 the	 above	 reference,	 you	 should	 include	 “The	 application	 number	 (if	 previously	
assigned).	 […]	 The	 product	 name	 […]	 The	 chemical	 name,	 established	 name,	 and/or	
structure.	 […]	 The	 proposed	 regulatory	 pathway	 (e.g.;	 505(b)(1),	 505(b)(2).	 […]	 The	
proposed	 indication(s)	or	 context	of	product	development.	 […]	The	meeting	 type	being	
requested	 […]	Pediatric	 study	plans,	 if	applicable.	 […]	Combination	product	 information	
[…]	 Suggested	 dates	 and	 times	 (e.g.,	 morning	 or	 afternoon)	 for	 the	 meeting	 that	 are	
consistent	 with	 the	 appropriate	 scheduling	 time	 frame	 for	 the	 meeting	 type	 being	
requested	[…]	A	list	of	proposed	questions,	grouped	by	FDA	discipline.	

Output	 Clarity	about	FDA	 requirements	 in	order	 to	be	able	 to	proceed	successfully	 to	 the	next	
step	in	the	development	process.	Meeting	minutes	will	be	issued	to	the	requester	within	
30	calendar	days	after	the	meeting.	

Best	
time	 to	
apply	
and	 time	
window	

Varies,	based	on	issues	raised	/	stage	of	development	as	outlined	in	description	of	types	
of	Type	B	meetings	above.			

Expert	
tips		

Contact	FDA	and	seek	input	early.	

PROs:	

− Obtain	 clear	 input	 from	 the	 FDA	 on	 navigating	 the	 regulatory	 issues	 at	 various	
stages	of	therapeutic	development.			

CONs:	

− Communications	with	FDA	should	not	be	limited	to	milestone,	type	B,	meetings.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Type	C,	A	meetings	

Referenc
es	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/UCM590547.pdf	

	

Descripti
on	

Per	Reference	above:	

Type	A	Meeting:	

“Type	 A	 meetings	 are	 those	 that	 are	 necessary	 for	 an	 otherwise	 stalled	 product	
development	program	to	proceed	or	to	address	an	important	safety	issue.		Examples	of	a	
Type	A	meeting	include:	

-Dispute	 resolution	meetings	as	described	 in	21	CFR	10.75,	312.48	and	314.103	
and	 in	 the	 guidance	 for	 industry	 and	 review	 staff	 Formal	 Dispute	 Resolution:	
Sponsor	Appeals	Above	the	Division	Level.	

-Meetings	to	discuss	clinical	holds:	(1)	in	which	the	requester	seeks	input	on	how	
to	address	 the	hold	 issues;	or	 (2)	 in	which	a	 response	 to	hold	 issues	have	been	
submitted,	and	reviewed	by	the	FDA,	but	the	FDA	and	the	requester	agree	that	
the	development	is	stalled	and	a	new	path	forward	should	be	discussed.	

-Meetings	 that	 are	 requested	 after	 receipt	 of	 an	 FDA	 Nonagreement	 Special	
Protocol	Assessment	letter	in	response	to	protocols	submitted	under	the	special	
protocol	assessment	procedures	as	discussed	in	the	guidance	for	industry	Special	
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Protocol	Assessment.			

-Post-action	meetings	requested	within	3	months	after	an	FDA	regulatory	action	
other	than	an	approval	(i.e.,	issuance	of	a	complete	response	letter).	

-Meetings	requested	within	30	days	of	FDA	issuance	of	a	refuse-to-file	letter.		To	
file	an	application	over	protest,	applicants	must	avail	themselves	of	this	meeting	
(21	CFR	314.101(a)(3)).”	

Type	C	Meeting:	

“A	Type	C	meeting	is	any	meeting	other	than	a	Type	A,	Type	B,	or	Type	B	(EOP)	meeting	
regarding	the	development	and	review	of	a	product,	including	meetings	to	facilitate	early	
consultations	on	the	use	of	a	biomarker	as	a	new	surrogate	endpoint	that	has	never	been	
previously	 used	 as	 the	 primary	 basis	 for	 product	 approval	 in	 the	 proposed	 context	 of	
use”.	

Under	 the	 Prescription	 Drug	 User	 Fee	 Act	 (PDUFA),	 meeting	 management	 goals	 have	
been	established	to	assist	 requesters	who	seek	advice	relating	to	the	development	and	
review	 of	 investigational	 new	 drugs	 and	 biologics,	 and	 drug	 or	 biological	 product	
marketing	applications.					

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants,	 who	 can	 be	 based	 in	 a	 public,	 non-profit,	 university,	 or	 private	 company		
developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Utilize	a	type	A	or	type	C	meeting	to	discuss	the	topics	raised	as	outlined	in	description	
above.		It	helps	address	specific	regulatory	concerns	between	a	sponsor	and	the	FDA.	

Stakehol
ders	

• FDA		

• Drug	developers.	

Enablers
/	
Require
ments	

To	submit	a	meeting	request,	per	the	reference	above	you	must	 include	“The	proposed	
meeting	 format,	 […]	 The	 date	 the	 meeting	 background	 package	 will	 be	 sent	 by	 the	
requester.	[…]	A	brief	statement	of	the	purpose	of	the	meeting.	[…]	A	list	of	the	specific	
objectives	or	outcomes	the	requester	expects	from	the	meeting.	[…]	A	proposed	agenda,	
including	 estimated	 times	 needed	 for	 discussion	 of	 each	 agenda	 item.	 […]	 A	 list	 of	
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planned	 attendees	 from	 the	 requester’s	 organization,	 including	 their	 names	 and	 titles.	
[…]	A	list	of	requested	FDA	attendees	and/or	discipline	representative(s).”	

Per	 the	 above	 reference,	 you	 should	 include	 “The	 application	 number	 (if	 previously	
assigned).	 […]	 The	 product	 name	 […]	 The	 chemical	 name,	 established	 name,	 and/or	
structure.	 […]	 The	 proposed	 regulatory	 pathway	 (e.g.;	 505(b)(1),	 505(b)(2).	 […]	 The	
proposed	 indication(s)	or	 context	of	product	development.	 […]	The	meeting	 type	being	
requested	 […]	Pediatric	 study	plans,	 if	applicable.	 […]	Combination	product	 information	
[…]	 Suggested	 dates	 and	 times	 (e.g.,	 morning	 or	 afternoon)	 for	 the	 meeting	 that	 are	
consistent	 with	 the	 appropriate	 scheduling	 time	 frame	 for	 the	 meeting	 type	 being	
requested	[…]	A	list	of	proposed	questions,	grouped	by	FDA	discipline.	

Output	 Meeting	 minutes	 will	 be	 issued	 to	 the	 requester	 within	 30	 calendar	 days	 after	 the	
meeting.	

Best	
time	 to	
apply	
and	 time	
window	

Per	 reference	 “Before	 submitting	a	 Type	A	meeting	 request,	 requesters	 should	 contact	
the	review	division	or	office	to	discuss	the	appropriateness	of	the	request.”	

Expert	
tips		

Contact	FDA	and	seek	input	early.	

PROs:	

− Obtain	 clear	 input	 from	 the	 FDA	 on	 navigating	 the	 regulatory	 issues	 at	 various	
stages	of	therapeutic	development.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Pre-Investigational	New	Drug	(IND)	interactions	

Referenc
es	

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandA
pproved/ApprovalApplications/InvestigationalNewDrugINDApplication/ucm362746.htm	

https://www.fda.gov/downloads/Drugs/Guidances/UCM446695.pdf	

Descripti
on	

A	pre-IND	meeting	 is	an	FDA	milestone	meeting	also	known	as	Type	B	meeting	 (see	BB	
U212).	 In	 these	meetings	 the	drug	sponsor	seeks	FDA	 feedback	about	 the	quality,	non-
clinical	and	clinical	development	plan.	The	Pre-IND	meetings	are	not	mandatory.	

Current	 Federal	 law	 requires	 that	 a	 drug	 be	 the	 subject	 of	 an	 approved	 marketing	
application	before	 it	 is	 transported	or	distributed	across	 state	 lines.	Because	a	 sponsor	
will	probably	want	to	ship	the	investigational	drug	to	clinical	investigators	in	many	states,	
it	must	 seek	an	exemption	 from	 that	 legal	 requirement.	 The	 IND	 is	 the	means	 through	
which	 the	 sponsor	 technically	 obtains	 this	 exemption	 from	 the	 Food	 and	 Drug	
Administration	(FDA).	

A	pre-IND	meeting	may	be	 requested	 for	 issues	 related	 to	data	needed	 to	 support	 the	
rationale	 for	 testing	 a	 drug	 in	 humans;	 the	 design	 of	 nonclinical	 pharmacology	 and	
toxicology	 studies	 including	 design	 and	 potential	 uses	 of	 any	 proposed	 treatment	 in	
animal	models;	data	requirements	for	an	IND	application;	initial	drug	development	plans,	
regulatory	requirements	for	demonstrating	safety	and	efficacy	and	other	aspects	of	the	
development	program.		

In	terms	of	duration,	it	is	scheduled	within	60	days	of	written	request.	
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Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

The	 Pre-Investigational	 New	Drug	 Application	 (IND)	 Consultation	 Program	 fosters	 early	
communications	 between	 sponsors	 and	 the	 Center	 for	 Drug	 Evaluation	 and	 Research	
(CDER)	new	drug	review	divisions	to	provide	guidance	on	the	data	necessary	to	warrant	
IND	submission.	

All	 programs	 can	 be	 reviewed	 in	 a	 Pre-IND	meeting,	 including	 those	 intending	 to	 treat	
rare	diseases.	The	pre-IND	feedback	can	help	identify	studies	to	support	the	initiation	of	
clinical	 trials	 and	 can	provide	 insight	 as	 to	whether	development	 can	be	eligible	 for	 an	
orphan	drug	designation.	

Stakehol
ders	

	Any	sponsor-investigator	who	is	preparing	and/or	submitting	complete	IND	applications	
to	the	CDER	and	the	Center	for	Biologics	Evaluation	and	Research	(CBER)	at	the	FDA.	

(A	sponsor-investigator	is	an	individual	who	both	initiates	and	conducts	an	investigation,	
and	 under	 whose	 immediate	 direction	 the	 investigational	 drug	 is	 administered	 or	
dispensed.	 The	 term,	 as	 defined	 in	 FDA	 regulations,	 does	 not	 include	 any	 entity	 other	
than	an	individual.)	

Enablers
/	
Require
ments	

In	order	 to	benefit	 from	pre-IND	 interactions	with	 the	CDER,	 sponsors	must	 fill	 an	 IND	
application.	

Output	 Clarity	about	FDA	 requirements	 in	order	 to	be	able	 to	proceed	successfully	 to	 the	next	
step	in	the	development	process.	Meeting	minutes	will	be	issued	to	the	requester	within	
30	calendar	days	after	the	meeting.	

Best	
time	 to	
apply	
and	 time	
window	

The	 pre-IND	meeting	 has	 to	 be	 considered	 well	 ahead	 of	 the	 original	 IND	 submission	
date,	 so	 that	 there	 is	 enough	 time	 to	 generate	 and	 complete	 the	 original	 IND	 dossier	
requirements.	



	

	
	 ODDG		–		Building	Block	U214	–	Version	1	 3	

	

Expert	
tips		

• Pre-IND	meetings	are	not	mandatory;	however,	they	are	highly	recommended	to	
minimize	the	risk	of	hold	upon	IND	original	submission.			

• The	list	of	proposed	questions	is	the	most	important	element	in	the	agenda.	Each	
question	 should	 be	 precise.	 For	 each	 question,	 there	 should	 be	 a	 brief	
explanation	of	the	context	and	purpose	of	the	question.	

• You	can	ask	 to	meet	 face-to-face,	 to	have	the	meeting	via	 teleconference	or	 to	
receive	written	feedback.	

PROs:	

• Obtain	 clear	 input	 from	 the	 FDA	 on	 navigating	 the	 regulatory	 issues	 at	 various	
stages	 of	 therapeutic	 development.	 Particularly	 useful	 for	 small	 sponsors	 with	
limited	drug	development	experience.	

CONs:	

• You	can	only	have	one	Pre-IND	meeting	per	application.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Product	specific	–	pre-approval	advisory	committee	

Referenc
es	

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Gui
dances/ucm079765.pdf		

https://www.fda.gov/downloads/regulatoryinformation/guidances/ucm125650.pdf		

Descripti
on	

Advisory	committees	(AC)	provide	independent	advice	and	recommendations	the	US	FDA	
on	 scientific	 and	 technical	 matters	 related	 to	 the	 development	 and	 evaluation	 of	
products	 regulated	 by	 the	 FDA.	 Through	 the	 AC	 system,	 FDA	 is	 able	 to	 secure	
independent	 professional	 expertise	 in	 accomplishing	 its	 mission	 and	 maintaining	 the	
public	trust.	Although	the	AC	provides	recommendations	to	FDA,	final	decisions	are	made	
by	FDA.		

The	US	FDA	convenes	advisory	committee	meetings	 for	a	variety	of	different	purposes,	
some	of	which	 include	pre-approval	meetings	for	marketing	application	submissions	for	
NDAs,	BLAs,	and	supplication	supplements.	Meetings	will	differ	depending	on	the	issues	
relevant	to	the	application	under	review,	but	may	include	issues	related	to	the	product’s	
efficacy,	 safety,	manufacturing	 or	 characteristics,	 and	 labeling	 or	 intended	 use,	 among	
others.		

ACs	 are	 not	 specific	 to	 Rare	 Diseases,	 but	 are	 frequently	 convened	 for	 novel	 products	
(e.g.,	new	classes	of	drugs	or	innovative	therapies),	for	scientific	questions	(such	as	non-
traditional	 trial	 designs	 or	 small	 clinical	 development	 programs),	 or	 to	 provide	 expert	
advice	on	difficult	questions.	 	These	situations	are	not	uncommon	in	rare	diseases	drug	
development	and	thus,	ACs	are	likely	to	be	convened	for	many	rare	disease	products.	
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ACs	typically	occur	within	the	last	60-90	days	of	a	product	review	cycle.	ACs	typically	last	
0.5-2	days,	depending	on	scope	of	issues	to	be	discussed.	

	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Advisory	 committee	 meetings	 may	 occur	 for	 any	 product	 and	 or	 not	 specific	 to	 rare	
diseases;	however,	novel	classes	of	drugs,	novel	treatment	approaches	or	first-in-disease	
drugs	are	 frequently	 the	subject	advisory	committee	meetings,	which	have	applicability	
to	orphan	drug	development,	review	and	approval.	

Scope	 of	
use	

The	 goal	 of	 this	 building	 block	 is	 to	 assist	 product	 developers	 in	 anticipating	 and	
preparing	 for	an	FDA	advisory	committee,	should	one	be	convened.	 	ACs	also	generally	
have	an	Open	Public	Hearing	portion	at	which	any	member	of	 the	public	may	apply	 to	
speak,	 including	 patients,	 caregivers	 and	 other	 interested	 parties	 in	 the	 rare	 disease	
community.	 Written	 comments	 may	 also	 be	 submitted	 to	 the	 AC	 by	 members	 of	 the	
public.	

Stakehol
ders	

• Product	developers	

• FDA	CDER,	CBER		

• External	experts	who	comprise	the	independent	Advisory	Committee	

Enablers
/	
Require
ments	

Advisory	 Committee	 meetings	 are	 convened	 at	 the	 request	 of	 FDA,	 who	 may	 seek	
external	expert	input	into	issues	related	to	products	under-going	review	or	oversight.	

Output	 There	are	several	outputs	for	an	AC:	

• Public	posting	of	the	meeting	shall	occur	approximately	60	days	in	advance	of	an	
AC	

• Briefing	 documents	 prepared	 in	 advance	 of	 an	 AC	 are	 compiled	 by	 the	 drug	
sponsor	and	by	the	FDA	review	division	with	regulatory	oversight	for	the	product.	
Briefing	packages	are	generally	published	on	the	FDA’s	website	within	7	days	of	
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an	AC	meeting	

• For	an	open	meeting,	sponsor	and	FDA	presentations	will	be	made	during	the	AC	
as	 well	 as	 discussions	 and	 voting	 on	 individual	 questions	 on	 the	 application	
before	the	committee.	Closed	meetings	are	not	open	to	the	public,	and	written	
materials	related	to	a	close	meeting	will	not	be	made	publically	available.		

• A	meeting	transcript,	minutes,	and	all	meeting	materials	will	be	published	on	the	
FDA	website	generally	within	90	days	after	a	meeting.	

Best	
time	 to	
apply	
and	 time	
window	

FDA	staff	convene	a	meeting	and	there	is	no	application	process.	A	sponsor	may	request	
that	an	AC	be	held,	which	typically	would	occur	during	product	review	of	an	NDA,	BLA	or	
supplement;	 however,	 an	 AC	 may	 be	 convened	 at	 any	 time	 should	 issues	 requiring	
independent	advice	arise	(e.g.,	a	safety	concern	in	the	post-marketing	period).	

Expert	
tips		

Consult	the	FDA	AC	website	for	additional	information:	
https://www.fda.gov/AdvisoryCommittees/default.htm		

Developers	may	 also	 request	 assistance	 for	 preparing	 for	 a	meeting	 from	 FDA	 AC	 and	
review	division	staff.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Pediatrics	Advisory	Committee	

Referenc
es	

https://www.fda.gov/advisorycommittees/committeesmeetingmaterials/pediatricadviso
rycommittee/default.htm		

https://www.fda.gov/AdvisoryCommittees/CommitteesMeetingMaterials/PediatricAdvis
oryCommittee/ucm116525.htm		

https://www.fda.gov/scienceresearch/specialtopics/pediatrictherapeuticsresearch/ucm1
23229.htm	

Descripti
on	

The	Pediatric	Advisory	Committee	(PAC)	is	a	committee	of	authorities	knowledgeable	in	
pediatric	 research,	 pediatric	 subspecialties,	 statistics,	 and/or	 biomedical	 ethics	 who	
advise	and	make	recommendations	to	the	FDA	regarding:		

1)	pediatric	research	being	conducted,		

2)	 identification	 of	 research	 priorities	 related	 to	 pediatric	 therapeutics	 and	 the	
need	for	additional	treatments	of	specific	pediatric	diseases	or	conditions,	

3)	 The	 ethics,	 design,	 and	 analysis	 of	 clinical	 trials	 related	 to	 pediatric	
therapeutics,		

4)	 Pediatric	 labeling	 disputes	 per	 the	 Best	 Pharmaceuticals	 for	 Children	 Act	
(BPCA)	

5)	Pediatric	labeling	changes	per	BPCA,	
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6)	Post-marketing	adverse	event	reviews	for	drugs	granted-pediatric	exclusivity,		

7)	any	other	pediatric	issue	or	labeling	dispute,	

8)	research	involving	children	as	subjects,	

9)	 Any	 other	 matter	 involving	 pediatrics	 for	 which	 FDA	 has	 regulatory	
responsibility.	

Most	 serious	 disorders	 involving	 children	 are	 rare,	 thus	 some	 of	 the	 issues	 brought	
before	the	PAC	are	likely	to	involve	rare	disease	drug	development.	

PAC	meetings	last	1-2	days	and	happen	four	times	per	year.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

PAC	 meetings	 may	 occur	 for	 any	 product	 or	 issue	 relevant	 to	 pediatrics,	 and	 or	 not	
specific	to	rare	diseases;	however,	it	is	likely	a	number	of	issues	put	to	the	PAC	will	have	
applicability	to	orphan	drug	development,	review	and	approval.	

Scope	 of	
use	

ACs	are	 convened	by	 the	 FDA	 in	order	 to	 receive	 scientific	or	 technical	 advice	 from	an	
independent	 panel	 of	 experts	 relating	 to	 the	 review	 and	oversight	 of	 products	 for	 and	
research	conducted	in	pediatric	patients.		

The	 goal	 of	 this	 building	 block	 is	 to	 assist	 product	 developers	 in	 anticipating	 and	
preparing	for	an	FDA	advisory	committee,	should	one	be	convened,	and	to	be	aware	of	
issues	being	brought	before	the	committee.	Public	participation	via	requests	to	speak	or	
written	comments	may	be	submitted	to	the	PAC.	

Stakehol
ders	

• FDA	CDER,	CBER,	Office	of	the	Commission	Office	of	Pediatrics,	Office	of	Orphan	
Products	Development		

• External	experts	who	comprise	the	independent	Advisory	Committee	

• Members	of	the	public	

Enablers
/	
Require

The	PAC	is	a	standing	committee	that	is	convened	by	the	FDA	approximately	4	times	per	
year.	
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ments	

Output	 • Public	notice	for	the	meeting	shall	be	posted	on	FDA’s	website	approximately	60	
days	in	advance	of	a	PAC	

• Meeting	 materials	 including	 agendas,	 meeting	 rosters,	 briefing	 materials,	
presentations,	meeting	minutes	and	meeting	 transcript	 shall	be	posted	prior	 to	
and	within	about	90	days	after	the	meeting	has	occurred.	

Best	
time	 to	
apply	
and	 time	
window	

Typically	 occurs	 when	 matters	 of	 interest	 to	 pediatric	 drug	 review	 and	 oversight	 are	
needed.	

Expert	
tips		

Interested	parties	may	also	contact	FDA	staff	at:		

• the	Office	of	Pediatric	Therapeutics:	
https://www.fda.gov/aboutfda/centersoffices/officeofmedicalproductsandtobac
co/officeofscienceandhealthcoordination/ucm2018186.htm		

• The	CDER	Division	of	Pediatric	and	Maternal	Health:	
https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTob
acco/CDER/ucm621895.htm	

PROs:	

− Children	are	a	special	research	population	for	whom	additional	oversight	and	
independent	advice	are	appropriate	

CONs:	

− Public	airing	of	unsettled	or	controversial	issues	
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Building	Block	U217	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Stakeholder	interaction	–	Professional	affairs	and	Community	Engagement	

Referenc
es	

Example:	

https://www.researchgate.net/publication/303831422_Stakeholder_cooperation_to_ov
ercome_challenges_in_orphan_medicine_development_The_example_of_Duchenne_mu
scular_dystrophy	

The	 Express	 EURORDIS	 summer	 school	 (patients	 and	 academics	 are	 pupils	 and	 are	
educated	about	drug	development	and	the	regulatory	system).	

Descripti
on	

There	 are	 different	 stakeholders	 in	 drug	 development:	 patients,	 academics,	 industry,	
regulators	 and	 payers.	 For	 rare	 diseases	 with	 no	 available	 therapy	 often	 multi-lateral	
education	is	required:	regulators	and	payers	are	not	aware	of	the	current	state	of	the	art	
of	that	specific	disease	research,	or	of	the	impact	and	burden	of	the	disease	on	daily	life	
of	the	patients.	At	the	same	time	academics	and	patients	are	often	not	aware	of	the	way	
the	regulatory	system	works.	 Initiating	the	dialogue	between	these	stakeholders	 is	best	
done	not	for	a	specific	drug,	but	for	a	specific	disease	or	disease	groups.	

Interaction	 of	 the	 stakeholders	 and	 multilateral	 education	 at	 an	 early	 stage	 of	
development	 will	 facilitate	 drug	 development	 (e.g.	 ensuring	 outcome	 measures	 for	
clinical	 trials	 are	 developed	 that	 are	 meaningful	 for	 patients,	 are	 acceptable	 to	 the	
regulators,	and	are	acceptable	to	payers).	
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Category	 Regulatory	Building	Block	

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	diseases.		

Scope	 of	
use	

Early	 interaction	 between	 stakeholders	 will	 ensure	 outcome	 measures	 are	 developed	
that	measure	what	is	important	to	patients	and	are	acceptable	to	regulators	and	payers	

Stakehol
ders	

• Academics:	 develop	 relevant	 and	 regulatory	 compliant	 outcome	 measures,	
prepare	for	gaps	in	knowledge/tools	for	regulatory	approval	

• Regulators:	 learn	about	 the	 state	of	 the	art	of	a	 specific	 rare	disease	and	 learn	
about	the	patients’	need	

• Patients:	relevant	outcome	measures,	smoother	drug	development	process	

• Payers:	learn	about	the	patients’	needs	and	burden	(cost)	of	the	disease	

Enablers
/	
Require
ments	

Someone	needs	to	initiate	the	dialogue	(generally	patients	or	academics).	

Output	 More	aware	stakeholders	and	better	outcome	measures.	

Best	
time	 to	
apply	
and	 time	
window	

The	 regulators	will	 not	 have	 time	 to	 have	 a	 dialogue	 for	 each	 rare	 disease	 all	 at	 once.	
However,	when	preclinical	work	looks	promising	it	is	best	to	start	a	dialogue	to	avoid	the	
set-up	of	suboptimal	trials.	

Companies	 should	 get	 educated	 on	 the	 disease	 burden	 and	 patient	 experience	 before	
designing	clinical	trials.	

Expert	
tips		

DO:	

• Work	within	 the	 patient	 community	 to	 have	 an	 open	 dialogue	with	 companies	
and	regulators	about	disease	experience	and	disease	burden.	
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• Identify	 if	 clinical	 outcomes	 are	 suitable,	 and	 if	 these	 are	 not	 available	
collaborate	with	academics	and	industry	in	developing	clinical	outcome	measures	
before	clinical	trials	start.	

• Seek	advice	on	how	to	collaborate	with	the	industry	and	learn	to	see	them	as	a	
partner.	

DON’T:	

• Rely	only	on	academics	to	help	you	design	clinical	outcomes	and	other	important	
elements	 of	 drug	 development.	 These	 are	 specific	 science	 fields	 that	 require	
industry	and	regulators	feedback	and	often	collaboration.	
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Building	Block	U218	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Stakeholder	interactions	–	Patient	Affairs	Staff	(PAS)	

Referenc
es	

https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/uc
m589472.htm		

https://www.fda.gov/downloads/Drugs/NewsEvents/UCM604544.pdf	

Descripti
on	

At	the	FDA,	the	Patient	Affairs	Staff	(PAS)	is	devoted	to	supporting	cross-cutting	patient	
engagement	activities	across	 the	FDA.	 	 Its	mission	 is	 to	coordinate	and	support	patient	
engagement	activities	across	FDA	to	facilitate	awareness	and	collaboration	with	patients,	
their	advocates	and	the	FDA.		Objectives	include:	

1. Create	 and	 assist	 with	 public	 and	 private	 collaborations	 and	 partnerships	 to	
discuss	regulatory	topics	of	interest	

2. Lead	 cross-center	 programs	 and	 activities	 that	 can	 leverage	 best	 practices	 and	
enhance	patient	engagement	

Enhance	 the	 FDA’s	 external	 communication	 platforms	 to	 expand	public	 awareness	 and	
help	 patients,	 caregivers,	 and	 advocates	 navigate	 FDA	 engagement	 activities	 and	 the	
regulatory	process.	

While	PAS	can	be	contacted	for	any	disease-	or	drug-related	reason,	rare	diseases	drug	
development	 frequently	 relies	 upon,	 and	 may	 be	 led	 by,	 rare	 diseases	 patients	 and	
advocacy	groups.		It	is	likely	that	many	rare	diseases	groups	will	find	PAS	interactions	and	
programs	useful.	
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Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

The	 goal	 of	 this	 building	 block	 is	 to	 raise	 awareness	 in	 the	 patient	 and	 advocacy	
community	on	opportunities	for	engagement,	support,	communication	and	transparency	
with	 the	 FDA.	 PAS	 provides	 a	 venue	 for	 contacting	 FDA	 about	 any	 product	 of	 drug	
development	issue.	

Stakehol
ders	

• FDA	 PAS	 staff	 and	 other	 patient	 engagement	 groups	 throughout	 FDA	 review	
centers,	CBER,	CDER,	CDRH	

• Patients	and	advocates	

• Members	of	the	public	

Enablers
/	
Require
ments	

Membership	Criteria:	

• Patients	who	have	personal	disease	experience		
• Caregivers	who	 support	 patients,	 such	 as	 a	 parent,	 child,	 partner,	 other	 family	

member,	 or	 friend,	 and	 who	 have	 personal	 disease	 experience	 through	 this	
caregiver	role		

• Representatives	 from	 patient	 groups	 who,	 through	 their	 role	 in	 the	 patient	
group,	have	direct	or	indirect	disease	experience	

Output	 Output	will	vary	depending	on	the	questions	and	concerns	of	the	patients	and	advocates	
contacting	 PAS.	 FDA	will	 respond	 to	 questions	 or	 issues	 put	 before	 them,	 and	 provide	
materials	and	resources	currently	available	(e.g.,	guidance,	policy)	to	the	public.	

Best	
time	 to	
apply	
and	 time	

Anytime	 throughout	 the	 lifecycle	 of	 medical	 product	 development	 and	 regulatory	
decision-making	for	matters	under	FDA’s	purview.	
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window	

Expert	
tips		

PAS	 staff	may	 also	 be	 contacted	 by	 email:	 patientaffairs@fda.hhs.gov	 	 or	 by	 calling	 (in	
US):	301-796-8460	

PROs:	

− FDA	 staff	 devoted	 entirely	 to	 facilitating	 and	 enhancing	 patient	 and	 advocacy	
communication	with	FDA.	Can	be	contacted	at	any	 time	and	 for	any	disease	or	
product	related	area.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

FDA	Qualification	Programs	-	Drug	Development	Tools	(DDTs)	

	

Referenc
es	

https://www.fda.gov/drugs/development-approval-process-drugs/drug-development-
tool-qualification-programs		

Descripti
on	

The	FDA	Qualification	programs,	or	Drug	Development	Tool	(DDT)	qualification	programs	
provides	 a	 framework	 for	 interactions	 between	 FDA	 and	 DDT	 requestors	 to	 guide	 the	
collection	of	data	to	support	a	DDT’s	prospectively	specified	context	of	use.	The	guidance	
describes	the	process	 for	qualifying	drug	development	tools	 intended	for	potential	use,	
over	 time,	 in	 multiple	 drug	 development	 programs.	 DDTs	 are	 methods,	 materials,	 or	
measures	that	aid	drug	development.		

DDTs	include,	but	are	not	limited	to,		

• Biomarkers:	 qualification-programs:	 https://www.fda.gov/drugs/drug-
development-tool-qualification-programs/cder-biomarker-qualification-program		

• Clinical	 outcome	 assessments	 (COAs):	 https://www.fda.gov/drugs/drug-
development-tool-qualification-programs/clinical-outcome-assessment-coa-
qualification-program		

• Animal	 models	 for	 drug	 development	 under	 the	 Animal	 Rule:	
https://www.fda.gov/drugs/drug-development-tool-qualification-
programs/animal-model-qualification-program		

This	 guidance	 provides	 a	 framework	 for	 interactions	 between	 the	 Center	 for	 Drug	
Evaluation	and	Research	 (CDER)	and	the	entity	proposing	the	DDT	for	qualification	 (the	
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submitter).	 It	 also	 explains	 the	 kinds	 of	 data	 that	 should	 be	 submitted	 to	 support	
qualification	of	a	DDT	and	creates	a	mechanism	for	CDER’s	formal	review	of	the	data	to	
ultimately	qualify	the	DDT.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

• To	 qualify	 and	 make	 DDTs	 publicly	 available	 for	 a	 specific	 context	 of	 use	 to	
expedite	drug	development	and	review	of	regulatory	applications	

• To	provide	 a	 framework	 for	 early	 engagement	 and	 scientific	 collaboration	with	
FDA	to	facilitate	DDT	development	

• To	facilitate	integration	of	qualified	DDTs	in	regulatory	review	
• To	encourage	development	of	DDTs	for	contexts	of	use	with	unmet	needs	
• To	 encourage	 the	 formation	 of	 collaborative	 groups	 to	 undertake	 DDT	

development	 programs	 to	 increase	 the	 efficiency	 and	 lessen	 the	 individual	
resource	burden	incumbent	with	DDT	development	

• To	encourage	innovation	in	drug	development	
• To	 create	 a	 shared	 learning	 environment	 for	 exchanging	 information	 on	 DDT	

development	

Stakehol
ders	

A	 person,	 group,	 organization	 (including	 the	 federal	 government),	 or	 consortium	 that	
takes	 responsibility	 for	 and	 initiates	 a	 DDT	 qualification	 proposal.		
	

Enablers
/	
Require
ments	

The	 qualification	 process	 includes	 three	 submissions:	 the	 Letter	 of	 Intent	 (LOI),	 the	
Qualification	 Plan	 (QP),	 and	 the	 Full	 Qualification	 Package	 (FQP).	 Anyone	 interested	 in	
entering	 the	 qualification	 program	 should	 submit	 an	 LOI.		
	

Output	 The	qualification	 is	 a	 conclusion	 that	within	 the	 stated	 context	 of	 use,	 the	DDT	 can	be	
relied	 upon	 to	 have	 a	 specific	 interpretation	 and	 application	 in	 drug	 development	 and	
regulatory	review.	Once	qualified,	DDTs	will	be	publicly	available	to	be	used	in	any	drug	
development	program	for	 the	qualified	context	of	use.	Additionally,	 the	qualified	DDT	
can	be	included	in	IND,	NDA,	or	BLA	submissions	without	needing	FDA	to	reconsider	and	
reconfirm	its	suitability	as	long	as:	
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• There	are	no	serious	study	flaws	
• There	are	no	attempts	to	apply	the	DDT	outside	the	qualified	context	of	use	
• There	 are	 no	 new	 and	 conflicting	 scientific	 facts	 not	 known	 at	 the	 time	 the	

qualification	 was	 determined	
	

Best	
time	 to	
apply	
and	 time	
window	

As	soon	as	possible	during	the	early	drug	development	phase	when	you	are	considering	
using	not	validated	tools	to	investigate	primary	and	surrogate	endpoints.		

Expert	
tips		

• A	DDT	can	be	used	in	a	drug	development	program	without	it	going	through	the	
qualification	programs	and	is	therefore	not	mandatory.	The	use	of	non-qualified	
DDTs	will	be	reviewed	by	the	relevant	FDA	center(s),	division(s),	and	office(s)	as	
part	 of	 IND,	 NDA,	 or	 BLA	 reviews.	
	

PROs:	

• Having	 qualified	DDTs	 that	 can	 be	 used	 by	many	 sponsors	 helps	 optimize	 drug	
development	and	evaluation.		

• A	DDT	that	has	the	potential	to	be	used	in	multiple	drug	development	programs	
may	 be	 considered	 for	 qualification.	 Qualification	 may	 reduce	 duplication	 of	
efforts,	 allow	 resource	 and	 information	 sharing,	 and	 facilitate	 regulatory	
acceptance	of	the	DDT	for	future	applications	utilizing	the	same	context	of	use.	

• These	 qualification	 programs	 promote	 a	 collaborative	 setting	 where	 multiple	
interested	parties	may	pool	resources	and	data	to	decrease	cost,	expedite	drug	
development,	 and	 facilitate	 regulatory	 review.	 Increased	 public	 availability	 of	
qualified	 DDTs	 for	 specific	 contexts	 of	 use	 is	 anticipated	 to	 benefit	 the	 public	
health	 through	 (1)	 increased	 availability	 of	 effective	 drugs,	 (2)	 earlier	 access	 to	
medical	 therapies	 and	 (3)	 an	 enhanced	 knowledge	 of	 the	 drug	 under	
development.	
	

CONs:	

• DDT	 acceptance	 in	 the	 drug	 development	 and	 regulatory	 review	 process	 has	
previously	 been	 on	 a	 sponsor-by-sponsor,	 drug-by-drug	 basis.	 Drug	 sponsors	
seeking	 to	use	specific	DDTs	have	 typically	developed	enough	data	 to	 justify	 its	
use	only	in	that	one	setting.	Generalized	applicability	of	DDTs	across	varied	drug	
development	programs	is	often	left	undetermined	thereby	potentially	limiting	an	
expanded	use	of	the	tool.			

• The	 resources	 needed	 to	 develop	 a	 DDT	 for	 a	 more	 generalized	 use	 is	 often	
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beyond	the	capabilities	of	a	single	entity.	FDA	encourages	forming	collaborative	
groups,	such	as	a	public-private	partnership	(PPP).	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Right	to	Try	Act	(RtT)	

	

Referenc
es	

https://www.fda.gov/patients/learn-about-expanded-access-and-other-treatment-
options/right-try		

Descripti
on	

The	Right	 to	Try	Act	was	 signed	 into	 law	on	May	30,	2018.	This	 law	 is	another	way	 for	
patients	who	have	been	diagnosed	with	life-threatening	diseases	or	conditions	who	have	
tried	all	approved	treatment	options	and	who	are	unable	to	participate	in	a	clinical	trial	
to	access	certain	unapproved	treatments.	

The	law	defines	eligibility	criteria	for	the	patient	and	for	the	investigational	drug:	

(1) An	eligible	patient	has:	
- Life-threatening	disease	or	condition	
- Exhausted	approved	treatment	options	
- Unable	to	participate	in	a	clinical	trial	with	the	drug		

All	the	above	is	certified	by	a	physician	

(2) Investigational	drug	can	only	be	provided	if	it	
- Is	not	approved	or	licensed	for	any	use	
- Has	completed	a	phase	1	trial		
- Is	either:	

o The	subject	of	an	NDA	or	BLA	with	FDA,	or	
o Is	under	 investigation	 in	a	clinical	 trial	 that	“is	 intended	to	form	the	

primary	basis	of	a	claim	of	effectiveness”	
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- Is	actively	being	developed	and	not	on	clinical	hold	

FDA	does	not	review	or	approve	requests	for	Right	to	Try	Act	use.		FDA’s	role	is	limited	to	
receipt	and	posting	of	certain	information	submitted	under	the	Right	to	Try	Act.	
FDA	will	receive	annual	summaries	from	manufacturers	or	sponsors	on	use	of	an	eligible	
investigational	 drug	 under	 the	 Right	 to	 Try	 Act.	 FDA	 will	 post	 a	 consolidated	 annual	
summary	report	of	Right	to	Try	Act	use.	
Individual	 Right	 to	 Try	 Act	 requests	 do	 not	 require	 IRB	 review	 or	 approval;	 however,	
eligible	investigational	drugs	under	the	Right	to	Try	Act	must	meet	certain	criteria.	
	
The	 physician	 is	 responsible	 for	 getting	 written	 informed	 consent	 from	 the	 eligible	
patient	or	their	legally	authorized	representative	for	Right	to	Try	Act	use.	
	
The	Right	to	Try	Act	does	not	require	a	sponsor	to	provide	an	eligible	investigational	drug	
to	an	eligible	patient.	
Right-to-try	legislation	also		

1) spells	out	the	regulatory	exemptions,		
2) which	regulations	must	still	be	followed,		
3) and	adds	a	requirement	for	the	investigational	product	sponsor.		

The	 regulatory	 exemptions	 include:	 some	 labeling	 requirements,	 interstate	 commerce	
regulations,	record	keeping	to	ensure	GCP	compliance,	parts	of	the	IND	regulations,	and	
parts	of	the	IRB	regulations.	
There	 are	 some	 regulations	 that	must	 still	 be	 followed.	 These	 include:	 some	 labeling	
requirements,	prohibition	on	any	sort	of	preapproval	promotion,	and	limitations	on	cost	
to	the	patient.	
The	 limitations	 on	 cost	 to	 the	 patient	 are	 actually	 determined	 by	 the	 FDA	 expanded	
access	regulations,	and	limit	the	cost	to	recovery	to	the	manufacturing	costs.		
The	new	requirement	is	that	the	investigational	product	sponsor	must	provide	an	annual	
report	 to	 FDA	 that	 minimally	 includes	 the	 number	 of	 doses	 supplied,	 the	 number	 of	
patients	treated,	and	any	known	serious	adverse	events	(SAEs).	It	is	not	clear	at	this	point	
what	FDA	is	supposed	to	do	with	the	reports.	
	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Patients	who	have	been	diagnosed	with	life-threatening	diseases	or	conditions	who	have	
tried	all	approved	treatment	options	and	who	are	unable	to	participate	in	a	clinical	trial	
to	access	certain	unapproved	treatments.	
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Scope	 of	
use	

• Alleviating	 the	 administrative	 burden	 for	 seriously	 ill	 patients	 to	 gain	 access	 to	
investigational	products.	

• Reducing	the	risk	for	sponsor	companies	in	providing	patients	with	access.	(Many	
sponsors	 are	 concerned	 both	 about	 their	 liability	 resulting	 from	 a	 negative	
clinical	 outcome	 and	 the	 impact	 of	 a	 negative	 clinical	 outcome	 on	 continued	
development	of	the	product.)	

Stakehol
ders	

The	patient	suffering	from	a	seriously	life-threatening	disease	or	condition,	the	physician	
who	diagnose	and	validate	the	request	for	access	to	an	unapproved	investigational	drug	
under	 the	 right-to-try	 act,	 the	 sponsor/manufacturer	 who	 provides	 information	 about	
whether	 the	 drug	 or	 biological	 product	meets	 the	 criteria	 to	 be	 considered	 an	 eligible	
investigational	drug	for	use	under	the	Right	to	Try	Act.	(FDA	does	not	review	or	approve	
requests	for	Right	to	Try	Act	use.	 	FDA’s	role	 is	 limited	to	receipt	and	posting	of	certain	
information	submitted	under	the	Right	to	Try	Act).	

Enablers
/	
Require
ments	

The	 Physician	 validating	 the	 patient’s	 diagnosis	 consults	 with	 the	 sponsor	 of	 the	
investigational	drug	or	biological	product.			

The	 sponsor	 is	 in	 the	 best	 position	 to	 provide	 information	 about	whether	 the	 drug	 or	
biological	product	meets	the	criteria	to	be	considered	an	eligible	investigational	drug	for	
use	under	the	Right	to	Try	Act	(i.e.,	phase	1	data).	

Output	 This	 law	 is	 another	 way	 for	 patients	 who	 have	 been	 diagnosed	 with	 life-threatening	
diseases	 or	 conditions	 who	 have	 tried	 all	 approved	 treatment	 options	 and	 who	 are	
unable	to	participate	in	a	clinical	trial	to	access	certain	unapproved	treatments.		

Best	
time	 to	
apply	
and	 time	
window	

After	phase	I	clinical	data	are	available	and	before	the	product	is	registered.	

Expert	
tips		

• A	key	difference	between	Early	Access	Program	(EAP)	and	Right-to-Try	is	that	
with	EAP	there	is	still	oversight	by	FDA.	The	EAP	FDA	regulations	have	been	
developed	over	the	last	30	years	to	allow	early	access	while	reducing	risk	to	the	
patient	and	ensuring	systematic	implementation.		
	

PROs:	

• Alleviating	 the	 administrative	 burden	 for	 seriously	 ill	 patients	 to	 gain	 access	 to	
investigational	products	
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• Reducing	the	risk	for	sponsor	companies	in	providing	patient	with	access.	

	
	

CONs:	

• There	are	still	some	questions	that	remain	about	patient	eligibility:		
o It	is	not	clear	how	eligibility	and	informed	consent	will	be	documented		
o who	is	responsible	for	maintaining	that	documentation.	
o 	It	 is	 also	 unclear	 who	 would	 provide	 information	 about	 the	 risks	 and	

benefits	of	the	investigational	product	to	the	patient	which	is	needed	in	
order	for	the	patient	to	provide	informed	consent.		

o There	 are	 also	 questions	 about	 whether	 the	 product	 sponsor	 or	 the	
investigator/physician	 is	 responsible	 for	 administering	 these	 processes.	
	

• There	are	no	incentives	for	product	sponsors	to	participate.	
• No	costs	reimbursement	is	allowed	beyond	the	manufacturing	costs.	
• Many	of	these	products	are	manufactured	by	small	biotech	companies,	and	they	

simply	do	not	have	extra	product	to	give	to	patients	under	Right-to-Try.	
• The	legislation	offers	some	limitations	in	liability	for	product	sponsors,	however,	

these	assurances	do	not	 appear	 to	be	enough	 to	 convince	most	 investigational	
product	 sponsors	 to	provide	 their	product	under	Right-to-Try.	 (If	 this	 continues	
to	 develop,	 it	 may	 provide	 sponsors	 with	 more	 assurance.	 Clinical	 outcomes	
associated	with	the	use	of	an	investigational	product	will	not	be	used	to	delay	or	
adversely	affect	the	review	or	approval	of	the	product	unless	those	outcomes	are	
critical	to	determining	the	safety	of	the	product,	such	as	a	serious	adverse	event).	

• Granting	very	sick	patients	early	access	to	investigational	products	with	reduced	
regulatory	oversight	may	be	more	likely	to	harm	patients	than	help	them.	

• Providing	access	to	investigational	product	outside	of	controlled	clinical	trials	can	
delay	 the	generation	of	data	needed	 to	make	evidenced-based	decisions	about	
approval	and	use	of	new	drugs.		

• It	is	more	important	in	most	product	sponsors’	minds	to	get	their	therapeutics	to	
the	market	quickly	where	they	will	be	available	to	all	patients	that	need	it,	rather	
than	getting	the	product	to	a	few	patients	now.		

• Depending	on	the	State	of	residence,	patients	may	loose	hospice	coverage,	may	
be	denied	home	health	care	coverage,	may	 lose	health	 insurance,	 insurers	may	
deny	coverage	for	treatment	of	harm	caused	by	investigational	product.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Patient-focused	drug	development	program	

Referenc
es	

Patient-focused	drug	development:	
https://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm347317.htm		

Externally-led	patient-focused	drug	development:	
https://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm453856.htm	

Descripti
on	

The	Patient-focused	Drug	Development	(PFDD)	program	was	initiated	at	FDA	from	2012-
2017	under	Congressional	Mandate	(PDUFA	V)	to	more	systematically	obtain	the	patient	
perspective	 on	 specific	 diseases	 and	 their	 treatments.	 	 PFDD	 meetings	 provide	 key	
stakeholders	an	opportunity	to	hear	the	patient’s	voice.	

From	 2012-2017,	 24	 disease-area	 FDA-sponsored	 PFDD	 meetings	 were	 conducted	 for	
diverse	 disease	 areas,	 including	 common	 and	 rare	 diseases.	 	 In	 approx.	 2017,	 the	
program	 was	 expanded	 to	 include	 Externally	 Led	 (EL)-PFDD	 meetings,	 where	 patient	
organizations	 undertook	 identifying	 and	 organizing	 patient-focused	 collaborations	 to	
generate	public	input	on	additional	disease	areas,	using	the	process	established	through	
the	PFDD	model.		

EL-PFDD	meetings	are	similar	in	intent	to	PFDDs,	as	opportunities	for	key	stakeholders	to	
hear	 the	 patient’s	 voice,	 and	 should	 target	 disease	 areas	 where	 there	 is	 an	 identified	
need	 for	 patient	 input	 on	 topics	 related	 to	 drug	 development.	 Some	 considerations	 in	
planning	an	EL-PFDD	include:		

• An	 identified	 need	 to	 better	 understand	 the	 patient	 perspective	 for	 drug	
development	purposes	
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• Disease	areas	that	are	chronic,	symptomatic,	affect	functioning	and/or	activities	
of	daily	living	

• For	which	aspects	of	the	disease	are	not	formally	captured	in	clinical	trials	

• For	which	there	are	currently	no	or	very	few	therapies,	or	available	therapies	do	
not	directly	affect	how	a	patient	feels,	functions	or	survives	

• That	 have	 a	 severe	 impact	 on	 identifiable	 subpopulations	 (e.g.,	 children,	 the	
elderly)	

The	 patient	 perspective	 is	 critical	 in	 helping	 FDA	 understand	 the	 context	 in	 which	
regulatory	 decisions	 are	made	 for	 new	 drugs.	 	While	 applicable	 to	 all	 diseases,	 this	 is	
especially	relevant	to	rare	diseases	because	rare	diseases	tend	to	be	poorly	understood,	
have	 little	 to	 no	 clinical	 trials	 or	 outcome	 assessment	 precedent,	 and	 the	 clinical	
manifestations	of	the	rare	disease	are	often	highly	heterogeneous	and	capturing	the	full	
range	of	patient	experience	is	of	substantial	importance.	

Most	 meetings	 typically	 last	 1	 day,	 however	 the	 planning	 process	 could	 take	 about	 1	
year.	

Category	 Regulatory	Building	Block,	Development	Practices	

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

EL-PFDDs	may	occur	 for	any	disease	area,	common	or	 rare,	and	may	be	undertaken	by	
key	stakeholders.	EL-PFDDs	are	highly	relevant	to	rare	diseases	given	the	need	to	better	
understand	 the	patient	voice	 in	disease	progression,	 characteristics,	 and	aspects	of	 the	
disease	of	importance	to	patients.		

Scope	 of	
use	

The	goal	of	this	building	block	is	to	advance	evaluation	and	development	of	products	for	
rare	diseases,	especially	disease	natural	history,	potential	outcome	measures,	and	areas	
of	 clinical	 impact	 that	 are	 of	 particular	 importance	 to	 patients,	 through	 hearing	 the	
patient’s	voice	and	understanding	the	patient	perspective	in	disease-specific	areas.	

The	 Voice	 of	 the	 patient	 has	 tremendous	 value	 in	 rare	 diseases	 drug	 development	 in	
providing	patient	perspectives	on	aspects	of	 the	disease	 that	 important	 to	 the	patient.		
This	 information	 can	 contribute	 as	 a	 brief/partial	 cross-sectional	 natural	 history	 and	
provide	information	to	identify	outcome	measures	or	areas	for	endpoint	and	clinical	trial	
design	development,	as	well	as	engaging	the	patient	community	in	the	drug	development	
process	for	individual	rare	diseases.			
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Stakehol
ders	

• Patient	groups	

• FDA	policy	and	review	division	staff	

• SMEs,	disease	experts	

Enablers
/	
Require
ments	

EL-PFDD	 are	 convened	 and	 executed	 by	 patient	 groups	 in	 collaboration	with	 their	 key	
stakeholders.	 	 For	 FDA	 attendance	 at	 these	 meetings,	 FDA	 recommends	 submitting	 a	
Letter	of	 Intent	(LOI)	to	FDA	approximately	1	year	before	the	anticipated	meeting	date.	
The	 LOI	 should	 be	 no	 more	 than	 5	 pages	 and	 communicate	 the	 importance	 of	 the	
meeting	in	the	context	of	the	disease	area,	and	important	details	regarding	the	meeting	
plan.			

Guidelines	for	developing	a	letter	of	intent	are	available	here:	
https://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM4
53857.pdf	.		

The	first	of	4	planned	draft	guidances	on	conducting	PFDDs	available	are:	

• Guidance	1,	Collecting	comprehensive	and	representative	input:	
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformat
ion/Guidances/UCM610442.pdf		

• Guidance	2	&	3	are	currently	the	subject	of	public	workshops,	Methods	to	
identify	what	is	important	to	patients	&	select,	develop	or	modify	fit-for-purpose	
clinical	outcomes	assessments:	
https://www.fda.gov/downloads/Drugs/NewsEvents/UCM620707.pdf		

• Guidance	4	is	forthcoming	

Meeting	materials	from	a	public	workshop	on	development	PFDD	guidance	from	
December	2017	is	available	here:	
https://www.fda.gov/Drugs/NewsEvents/ucm574725.htm	

Output	 The	main	output	from	EL-PFDD	meetings	is	“the	Voice	of	the	Patient”	report,	that	
summarizes	the	results	of	the	meeting.		Additional	deliverables	could	include	Webcast	
recordings,	a	meeting	transcript,	and	meeting	materials	(agenda,	slides).		Links	to	
completed	EL-PFDDs	are	listed	on	FDA’s	website:	
https://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm368342.htm		

Meeting	information	from	the	original	24	FDA-sponsored	PFDDs	are	also	publically	
accessible	on	FDA’s	website	and	include	a	meeting	summary,	background	materials	and	
meeting	recordings:	
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https://www.fda.gov/forindustry/userfees/prescriptiondruguserfee/ucm347317.htm	

Best	
time	 to	
apply	
and	 time	
window	

For	FDA	participation	 in	an	EL-PFDD,	patient	groups	are	advised	 to	engage	with	FDA	at	
least	1	year	in	advance.	An	EL-PFDD	may	be	convened	at	any	time	in	the	disease	research	
process.	

Expert	
tips		

There	is	abundant	information	on	past	meetings	and	the	PFDD	model	that	are	accessible	
on	FDA’s	website,	including	summary	reports,	background	documents,	recordings	and	
other	information:		
https://www.fda.gov/forindustry/userfees/prescriptiondruguserfee/ucm347317.htm		

Patient	groups	may	also	contact	FDA	staff	in	the	Patient	Affairs	Staff	office	for	assistance	
in	meeting	planning:	
https://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/uc
m589472.htm	

PROs:	

− Per	use	section	above,	provides	a	unique	and	detailed	cross-section	of	the	
patients’	voice	for	clinical	manifestations,	diagnosis,	clinical	trial	design	and	
outcome	measure	assessment	and	development.	

CONs:	

− Resource	intensive	with	prolonged	planning	time	(~1	year).	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

INTERACT	Meetings		
(Initial	Targeted	Engagement	for	Regulatory	Advice	on	CBER	products)	

	

Referenc
es	

https://www.fda.gov/vaccines-blood-biologics/industry-biologics/interact-meetings-
initial-targeted-engagement-regulatory-advice-cber-products	

	

Descripti
on	

Development	of	innovative	investigational	products	can	introduce	unique	challenges	due	
to	 unknown	 safety	 profiles,	 complex	 manufacturing	 technologies	 and	 issues,	
incorporation	of	innovative	devices,	and	the	use	of	cutting-edge	testing	methodologies.	

Through	 a	 CBER	INitial	Targeted	Engagement	 for	Regulatory	Advice	 on	CBER	 producTs	
(INTERACT)	meeting,	 sponsors	can	obtain	 initial,	nonbinding	advice	 from	FDA	regarding	
chemistry,	manufacturing	and	controls,	pharmacology/toxicology,	and/or	clinical	aspects	
of	the	development	program.		This	informal	meeting	can:		

1)	 assist	 sponsors	 conducting	 early	 product	 characterization	 and	 preclinical	 proof-of-
concept	studies;		

2)	initiate	discussion	for	new	delivery	devices;		

3)	inform	sponsors	about	overall	early-phase	clinical	trial	design	elements;	and		

4)	 identify	 critical	 issues	 or	 deficiencies	 for	 sponsors	 to	 address	 in	 the	 development	 of	
innovative	products.			

A	CBER	INitial	Targeted	Engagement	for	Regulatory	Advice	on	CBER	producTs	(INTERACT)	



	

	
	 ODDG		–		Building	Block	U222	–	Version	1	 2	

	

meeting	enables	sponsors	to	obtain	preliminary	informal	consultation	with	the	Agency	at	
an	 early	 stage	 of	 development	 prior	 to	 a	 pre-IND	 meeting	 (see	 BB	 #214),	 subject	 to	
Agency	resource	constraints.	

To	 requests	 for	 INTERACT	 meetings	 should	 be	 forwarded	 to	INTERACT-
CBER@fda.hhs.gov.	 In	order	 to	assess	 the	 request,	please	provide:1)	 a	 summary	of	 the	
product	 and	 disease	 being	 treated,	 2)	 information	 about	 the	 product	 development	 to	
date	and	future	development	plans,	 if	appropriate	and	3)	questions	the	sponsor	wishes	
to	 have	 addressed.		 Sponsors	will	 receive	 a	 response	 regarding	 the	 scheduling	 of	 their	
requested	 meeting	 from	 the	 responsible	 office	 within	 21	 calendar	 days	 of	
receipt.		 Although	CBER	will	 do	 its	 best	 to	 hold	 INTERACT	meetings	within	 90	 calendar	
days	 of	 receiving	 requests,	 resource	 constraints	 may	 limit	 scheduling	 within	 this	
timeframe.	

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

An	 INTERACT	 meeting	 is	 not	 intended	 to	 take	 the	 place	 of	 a	 pre-IND	 meeting	 (see	
BB#214),	which	occurs	prior	to	the	submission	of	an	IND	to	discuss	the	scope	and	design	
of	 planned	 initial	 studies,	 design	 of	 animal	 studies	 needed	 to	 support	 human	 clinical	
testing,	and	the	format	for	the	IND.1	Conversely,	an	INTERACT	meeting	also	is	not	a	venue	
to	 provide	 advice	 to	 sponsors	 who	 have	 yet	 to	 initiate	 any	 product	 development	
activities.	

Products	 that	 are	 further	 along	 the	 development	 pathway	 should	 be	 discussed	 in	 the	
context	 of	 a	 pre-IND	 meeting.	 Pre-IND	 submissions	 typically	 include	 a	 description	 of	
product	 manufacturing	 and	 testing;	 summaries	 of	 completed	 and	 planned	 preclinical	
studies;	and	a	Phase	1	clinical	study	design	or	protocol.		Each	of	these	elements	may	be	
further	refined	after	the	pre-IND	meeting,	to	support	an	IND.		

The	 INTERACT	 program	 is	 also	 intended	 for	 such	 occasions	 when	 development	 of	
innovative	investigational	products	introduces	new	safety	concerns	due	to	the	unknown	
safety	profiles	resulting	from	the	use	of	complex	manufacturing	technologies,	innovative	
devices,	or	cutting-edge	testing	methodologies.	

Stakehol
	Any	 sponsor-investigator	 who	 is	 preparing	 and/or	 submitting	 complete	 pre-IND	
applications	to	the	Center	for	Biologics	Evaluation	and	Research	(CBER)	at	the	FDA.	
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ders	

Enablers
/	
Require
ments	

Prior	 to	 requesting	 an	 INTERACT	meeting,	 a	 sponsor	 needs	 to	 have	 selected	 a	 specific	
investigational	product	or	a	product-derivation	strategy	to	evaluate	in	a	clinical	study.	

Output	 The	 INTERACT	program	generally	 consists	 of	 one	 consultation	on	 issues	 that	 a	 sponsor	
needs	to	address,	often	this	is	prior	to	moving	forward	with	the	submission	of	a	pre-IND	
meeting	request.		

CBER	 advice	 given	 during	 INTERACT	meetings	 is	 informal	 and	 non-	 binding.	 Therefore,	
official	meeting	minutes	will	not	be	issued	to	the	sponsor.	

In	 accordance	 with	 21CFR10.65(f),	 the	 sponsor,	 or	 other	 meeting	 participant,	 may	
prepare	and	submit	to	CBER	a	memorandum	summarizing	their	understanding	of	 issues	
discussed	 at	 the	meeting.	 Since	 INTERACT	meetings	 are	 informal	 and	 non-binding,	 this	
memorandum,	 if	provided,	will	not	be	 reviewed	by	CBER	 in	any	manner,	no	evaluation	
will	be	performed	 to	see	 if	 the	memorandum	 is	accurate.	Sponsor	meeting	minutes	do	
not	alter	CBER’s	pre-	meeting	comments	provided	in	writing	or	by	verbal	communication	
and	they	are	not	the	official	minutes	of	the	meeting.		

Best	
time	 to	
apply	
and	 time	
window	

The	 INTERACT	program	generally	 consists	 of	 one	 consultation	on	 issues	 that	 a	 sponsor	
needs	to	address,	often	this	is	prior	to	moving	forward	with	the	submission	of	a	pre-IND	
meeting	request,	such	as	choice	of	appropriate	preclinical	models	or	necessary	toxicology	
studies.	

Expert	
tips		

• INTERACT	 meetings	 are	 not	 mandatory	 and	 they	 may	 be	 subject	 to	 Agency	
resource	constraints.			

PROs:	

• Purpose	and	process	for	INTERACT	meetings	much	clearer	now	vs.	prior	pre-pre	
IND	process		

• Useful	examples	provided	in	the	SOPP	for	types	of	questions	to	pose	
• Free	exchange	of	ideas	–	open	dialogue	
• Provision	 of	 written	 responses	 in	 advance	 of	 meeting	 very	 helpful;	 should	 be	

adopted	as	part	of	SOPP	
• Valuable	actionable	advice	provided	to	sponsors		

CONs:	
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• Need	to	have	the	actual	product	candidate	for	the	INTERACT	meeting	
o timing	an	issue	especially	for	several	small	companies	
o group	of	potential	product	 candidates,	pick	one	or	 solicit	 FDA	 feedback	

and	perspective	on	the	platform	
• Uncertainty	about	meeting	request	being	granted		

o Needed	 clear	 examples	 about	 the	 level	 of	 data	 that	 would	 support	 an	
INTERACT	meeting	and	 in	what	 instances	would	 the	meeting	be	denied	
or	a	pre-IND	meeting	would	be	deemed	more	appropriate	

o Checkbox	criteria	for	not	granting	an	INTERACT	meeting	
• Clarity	of	when	to	have	an	INTERACT	meeting	

o It	 is	 needed	 to	 specify	 in	 the	 SOPP	what	 is	meant	 by	 “premature”	 and	
“too	 advanced”	 so	 sponsors	 can	 determine	 timing	 of	 an	 INTERACT	
meeting	

o Provide	examples	
• Ability	to	send	briefing	materials	through	FDA	gateway	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

NCATS	Toolkit	for	Patient-Focused	Therapy	Development	

Referenc
es	

https://ncats.nih.gov/toolkit		

https://rarediseases.info.nih.gov/toolkit	

Descripti
on	

The	 NCATS	 Toolkit	 for	 Patient-Focused	 Therapy	 Development	 (Toolkit)	 was	 developed	
through	 a	 collaboration	 between	NCATS	 and	 rare	 diseases	 patient	 groups.	 The	 patient	
groups	had	expressed	an	interest	in	exchanging	knowledge	and	sharing	best	practices	in	
therapy	development.	The	Toolkit	provides	a	collection	of	online	resources	that	can	help	
patient	 groups	 advance	 through	 the	 process	 of	 therapy	 development	 and	 provide	 the	
tools	they	need	to	advance	medical	research.	As	a	living,	online	resource	containing	tools	
for	 and	 by	 patient	 groups,	 as	well	 as	 other	 reliable	 sources	 of	 information,	 the	 Toolkit	
includes	information	such	as	how	to:		

• Establish	a	patient	registry	and	natural	history	study	database;	
• 	Advance	patient-focused	discovery	and	pre-clinical	research	and	development;			
• Work	with	NIH	and	the	Food	and	Drug	Administration	(FDA);	and 	
• Assist	with	post-market	surveillance.		

A	Therapy	Development	Road	Map	
The	 Toolkit	 is	 organized	 into	 five	 areas	 to	 address	 where	 users	 may	 be	 in	 the	
development	process:		

• Getting	 Started	 —	 Describes	 how	 therapies	 are	 developed,	 how	 to	 prioritize	
activities,	why	patient	 involvement	 is	 important	 and	how	 to	build	 relationships	
with	other	stakeholders.		

• Discovery	 —	 Explains	 how	 potential	 therapies	 often	 are	 discovered,	 how	 to	
participate	 early	 in	 the	 discovery	 and	development	 process,	 and	how	 to	 “grow	
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your	 field”	 of	 research	 interest	 through	 collaborations,	 patient	 registries	 and	
natural	history	study	databases,	funding	sources	and	translational	tools.		

• Preparing	 for	 Clinical	 Trials	 —	 Describes	 the	 testing	 process	 and	 how	 patient	
groups	can	collaborate	with	 researchers	and	 industry	partners	on	study	design,	
preparation	and	participation.		

• Clinical	Trials	and	FDA	Review	—	Provides	tools	that	can	help	patients	connect	to	
clinical	trials	and	take	part	in	the	FDA	regulatory	review	process.		

After	FDA	Approval	—	Provides	help	with	integrating	new	treatments	into	clinical	care.	

Category	 Developmental	Resources	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Developed	 by	 the	 rare	 diseases	 community	 to	 facilitate	 therapeutics	 research	 and	
development,	 the	 Toolkit	 offers	 many	 tools	 that	 may	 be	 useful	 to	 patient	 advocacy	
groups	 for	 both	 rare	 and	 common	 diseases	 and	 conditions.	 The	 working	 group	
thoroughly	 evaluated	 the	 tools	 to	 make	 sure	 they	 met	 the	 team’s	 criteria	 of	 being	
useable,	 accessible	 and	 practical.	 The	 group	 also	 identified	 gaps	 in	 the	 types	 of	 tools	
available	 and	 discussed	 how	 those	 gaps	 could	 be	 addressed.	 Patients	 and	 patient	
advocates	helped	design	and	test	the	Toolkit	website	for	usability	and	functionality.	

NCATS	will	continue	to	partner	with	the	patient	community	to	add	new	tools;	ensure	that	
existing	content	is	accurate,	timely	and	relevant;	and	identify	gaps	so	that	new	tools	can	
be	developed.	

Stakehol
ders	

This	site	was	developed	by	the	NIH,	National	Center	for	Advancing	Translational	Sciences	
for	 patient	 groups	 in	 conjunction	 with	 academic,	 government,	 industry	 and	 advocacy	
partners.	

Enablers
/	
Require
ments	

Internet	access	to	a	wealth	of	recourses	organized	for	the	user.	

Output	 A	series	of	links	to	development-stage	associated	resources	and	tools.	
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Best	
time	 to	
apply	
and	 time	
window	

The	tool	has	its	use	immediately	and	should	be	revisit	at	progressing	levels	of	therapeutic	
development,	as	it	is	a	living	site	with	updated	tools	and	resources.			

Expert	
tips		

A	wonderful	free	resource	with	excellent	links	that	are	development-stage	specific.		It	is	a	
IRDiRC	Recognized	Resource.	

PROs:	

− A	wonderful	set	of	resource	links	that	facilitate	therapeutic	development.			

CONs:	

− None	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

US	Expanded	Access	Program	

Referenc
es	

https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf	

https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-
gen/documents/document/ucm351264.pdf	

Descripti
on	

This	 FDA	 program	 allows	 early	 access	 to	 drugs	 and	 medical	 devices	 before	 marketing	
approval,	 under	 regulatory	 oversight	 with	 collection	 of	 safety	 data,	 to	 patients	 with	
serious	 or	 immediately	 life-threatening	 diseases	 or	 conditions	 who	 lack	 therapeutic	
alternatives.	 The	 program	 is	 designed	 to	 protect	 patient	 safety	 and	 avoid	 interference	
with	 the	 development	 of	 the	 investigational	 drug	 for	 marketing	 under	 approved	
applications.	

The	 Program	 allows	 patients	 with	 serious	 rare	 diseases	 to	 have	 access	 to	 pre-market	
drugs	and	devices,	if	the	Sponsor	agrees	to	this	under	their	expanded	access	policy.		The	
purpose	 of	 a	 protocol	 under	 this	 program	 is	 to	 diagnose,	monitor	 or	 treat	 a	 patient’s	
disease	or	 condition	 rather	 than	obtain	 information	 about	 a	drug,	 as	 is	 derived	 from	a	
clinical	 trial.	 However,	 the	 protocol	 is	 conducted	 under	 IND	 and	 IRB	 oversight,	 with	
reporting	of	adverse	events.	

Category	 Regulatory	Building	Block		

Geograp
hical	

United	States	of	America	



	

	
	 ODDG		–		Building	Block	U224	–	Version	1	 2	

	

scope		

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.	More	specifically	to:	

− treating	licensed	physician	investigators	with	agreement	from	the	developer	
− developers	filing	a	new	IND,	or	amendment	to	existing	IND		
− appropriate	 patients	 and	 caregivers	 interested	 in	 access	 to	 pre-market	

drugs	

Scope	 of	
use	

• when	a	drug	has	been	withdrawn	 for	 safety	 reasons,	but	 there	exists	 a	patient	
population	 for	whom	the	benefits	of	 the	withdrawn	drug	continue	 to	outweigh	
the	risks;	

• use	 of	 a	 similar,	 but	 unapproved	 drug	 (e.g.,	 foreign-approved	 drug	 product)	 to	
provide	treatment	during	a	drug	shortage	of	the	approved	drug;		

• use	 of	 an	 approved	 drug	 where	 availability	 is	 limited	 by	 a	 risk	 evaluation	 and	
mitigation	strategy	(REMS)	for	diagnostic,	monitoring,	or	treatment	purposes,	by	
patients	who	cannot	obtain	the	drug	under	the	REMS;		

• to	provide	drug	between	end	of	the	trial	and	completion	of	FDA	review;	or		

• use	for	other	reasons.	

Stakehol
ders	

• Sponsors	

• Patients/guardians	

• Physicians	

• FDA	

Enablers
/	
Require
ments	

• Sponsor	must	agree	to	provide	drug	and	file	an	IND,	or	protocol	amendment	to	
existing	IND	

• IRB	 approval	 must	 be	 obtained	 in	 advance	 (except	 in	 case	 of	 emergency	
expanded	access	use	for	an	individual	patient,	see	Building	Block	U225)	

• Licensed	physician	investigator	must	agree	to	prescribe	the	drug	and	report	
adverse	events	per	protocol	

• Informed	consent	from	the	patient/guardian	must	be	obtained	
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Output	 Provision	of	care	under	approved	expanded	access	protocol	

Best	
time	 to	
apply	
and	 time	
window	

An	expanded	access	protocol	submission	for	expanded	access	should	be	used	only	if	the	
sponsor	seeking	expanded	access	has	an	existing	IND	in	effect	—	typically,	such	a	sponsor	
is	a	commercial	sponsor	with	an	existing	IND	under	which	the	sponsor	is	developing	the	
drug	for	marketing.	When	there	is	an	existing	IND	in	effect,	FDA	generally	encourages	the	
submission	 of	 an	 expanded	 access	 protocol,	 rather	 than	 a	 new	 expanded	 access	 IND,	
because	having	all	expanded	access	use	and	clinical	trial	use	consolidated	under	a	single	
IND	may	facilitate	identification	of	safety	concerns,	may	make	the	administrative	process	
less	burdensome	for	sponsors	and	FDA,	and	may	help	in	product	review.	

	

A	new	expanded	access	 IND	submission	for	expanded	access	generally	should	be	used	
when	(1)	there	is	no	existing	IND	in	effect	for	the	drug	or,	more	commonly,	(2)	there	is	an	
existing	 IND	 in	effect	 for	the	drug,	but	the	sponsor	of	the	existing	 IND10	declines	to	be	
the	sponsor	of	the	expanded	access	use	(e.g.,	for	an	individual	patient	use,	the	sponsor	of	
the	 existing	 IND	 may	 prefer	 that	 a	 patient’s	 physician	 take	 on	 the	 role	 of	 sponsor-
investigator	and	submit	a	separate	individual	patient	IND).	

Expert	
tips		

There	are	three	categories	of	expanded	access	INDs	and	IND	protocol	amendments:	

• A	 protocol	 may	 be	 filed	 by	 the	 Sponsor	 or	 an	 intermediate	 size	 patient	
population,	

• Or	for	more	widespread	use	as	a	treatment	IND/protocol.	

• Individual	(or	single)	patient	expanded	access	protocols	submitted	by	a	 licensed	
physician	(physician-investigator).	

PROs:	

− Provides	access	to	pre-market	drugs	

CONs:	

− Requires	safety	monitoring,	IRB	oversight	

− Cost	of	drug	and	study	borne	by	the	developer	or,	with	FDA	authorization,	may	
be	charged	to	a	patient	or	third-party	payor	
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Building	Block	U225	
	

	

This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Single	Patient	Expanded	Access	

Referenc
es	

https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf	

https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-
gen/documents/document/ucm351264.pdf	

Descripti
on	

This	 FDA	 program	 allows	 early	 access	 to	 drugs	 and	 medical	 devices	 before	 marketing	
approval,	under	regulatory	oversight	with	collection	of	safety	data,	to	individual	patients	
with	serious	or	immediately	life-threatening	diseases	or	conditions	who	lack	therapeutic	
alternatives.	This	includes	emergency	and	non-emergency	expanded	access.	

The	Program	allows	individual	patients	with	serious	rare	diseases	to	have	access	to	pre-
market	 drugs	 and	 devices,	 if	 the	 Sponsor	 agrees	 to	 this	 under	 their	 expanded	 access	
policy.			

Category	 Regulatory	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.	More	specifically	to:	

− treating	physicians	with	agreement	from	the	Sponsor	
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− patients	and	families	interested	in	access	to	pre-market	drugs	

Scope	 of	
use	

• when	a	drug	has	been	withdrawn	for	safety	reasons,	but	there	exists	a	patient	for	
whom	the	benefits	of	the	withdrawn	drug	continue	to	outweigh	the	risks	

• use	 of	 a	 similar,	 but	 unapproved	 drug	 (e.g.,	 foreign-approved	 drug	 product)	 to	
provide	treatment	during	a	drug	shortage	of	the	approved	drug		

• use	 of	 an	 approved	 drug	 where	 availability	 is	 limited	 by	 a	 risk	 evaluation	 and	
mitigation	strategy	(REMS)	for	diagnostic,	monitoring,	or	treatment	purposes,	by	
a	patient	who	cannot	obtain	the	drug	under	the	REMS;	or		

• use	for	other	reasons.	

Stakehol
ders	

• Sponsors	

• Patients/guardians	

• Physicians	

• FDA	

Enablers
/	
Require
ments	

• Sponsor	must	agree	to	provide	drug		

• Physician	must	file	an	IND	agree	to	prescribe	the	drug,	and	report	adverse	events	
per	protocol	(see	notes	on	emergency	use	below)	

• Informed	consent	from	the	patient/guardian	must	be	obtained	

Output	 Provision	of	care	under	approved	expanded	access	protocol.	

Best	
time	 to	
apply	
and	 time	
window	

When	a	physician	wants	to	submit	a	Single	Patient	Expanded	Access	request	to	obtain	an	
unapproved	investigational	drug	for	an	individual	patient,	he	or	she	must	first	ensure	that	
the	manufacturer	is	willing	to	provide	the	investigational	drug	for	expanded	access	use.	If	
the	manufacturer	agrees	to	provide	the	drug,	the	physician	should	follow	the	steps	below	
to	submit	an	Investigational	New	Drug	Application	(IND)	to	the	FDA.	

Expert	
tips		

• Physician	may	file	an	individual	patient	IND	

• Sponsor	may	submit	a	protocol	for	individual	patient	use	to	an	existing	IND	

• FDA	may	authorize	expanded	access	 for	an	 individual	patient	without	a	written	
submission	 if	 there	 is	 “an	 emergency	 that	 requires	 the	 patient	 to	 be	 treated	
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before	a	written	submission	can	be	made.”	In	this	case,	expanded	access	to	the	
drug	may	begin	upon	authorization	(usually	provided	by	telephone	or	other	rapid	
means	of	communication)	by	the	reviewing	FDA	official.	The	licensed	physician	or	
sponsor,	 however,	 must	 agree	 to	 submit	 an	 expanded	 access	 IND	 or	 protocol	
within	15	working	days	of	FDA’s	authorization	of	the	use.	

• In	the	case	of	an	emergency	expanded	access,	it	is	not	necessary	to	wait	for	IRB	
approval	 to	 begin	 treatment.	 However,	 the	 IRB	 must	 be	 notified	 of	 the	
emergency	expanded	access	use	within	5	working	days	of	emergency	use.	

PROs:	

− Provides	 access	 to	 pre-market	 drugs	 for	 patients	 without	 therapeutic	
alternatives.	

CONs:	

− Requires	safety	monitoring,	IRB	oversight.		

− Cost	 of	 drug	 and	 study	 borne	 by	 Sponsor	 or,	 with	 FDA	 authorization,	 may	 be	
charged	to	a	patient	or	third-party	payor.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

NIH	funded	programs	and	resources	

Referenc
es	

https://grants.nih.gov/grants/oer.htm	

	

Descripti
on	

NIH	is	the	largest	public	funder	of	biomedical	research	in	the	world,	investing	more	than	
$32	billion	a	year	to	enhance	life,	and	reduce	illness	and	disability.	

Category	 Development	Opportunity	Building	Block		

Geograp
hical	
scope		

United	States	of	America	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

To	provide	funds	for	different	phases	of	drug	development.	

Stakehol
ders	

• NIH,		
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• Developer	(public	or	SME)	

Enablers
/	
Require
ments	

Enablers	depends	on	each	specific	funding	application.	

Output	 A	 successful	 funding	 application	 both	 results	 in	 a	 research	 proposal	 and	 the	means	 to	
conduct	the	research.	

Best	
time	 to	
apply	
and	 time	
window	

The	tool	has	its	best	use	at	very	early	phases	of	drug	development	

Expert	
tips		

Start	applying	for	funding	well	in	advance,	and	also	consider	alternative	funding	options.	

PROs:	

− Allows	 a	 substantial	 amount	 of	 funding,	 when	 obtained,	 especially	 for	 early	
phases	of	drug	development.	

CONs:	

− High	 commitment	 is	 required	 from	 participants,	while	 only	 a	 part	 of	 proposals	
gets	granted.	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

The	NIH	Rare	Disease	Clinical	Research	Network	(CRN)	

Referenc
es	

https://ncats.nih.gov/rdcrn	

Descripti
on	

The	Office	of	Rare	Diseases	Research	 (ORDR)	within	 the	National	 Center	 for	Advancing	
Translational	Sciences	(NCATS)	along	with	National	Cancer	Institute	(NCI),	National	Heart,	
Lung,	 and	 Blood	 Institute	 (NHLBI),	 National	 Institute	 of	 Allergy	 and	 Infectious	 Diseases	
(NIAID),	 National	 Institute	 of	 Arthritis	 and	Musculoskeletal	 and	 Skin	 Diseases	 (NIAMS),	
Eunice	 Kennedy	 Shriver	 National	 Institute	 of	 Child	 Health	 and	 Human	 Development	
(NICHD),	 National	 Institute	 of	 Dental	 and	 Craniofacial	 Research	 (NIDCR),	 National	
Institute	 of	 Diabetes	 and	 Digestive	 and	 Kidney	 Diseases	 (NIDDK),	 and	 the	 National	
Institute	of	Neurological	Disorders	and	Stroke	(NINDS).		

The	RDCRN	is	made	up	of	multiple	individual,	Rare	Disease	Clinical	Research	Consortium	
(RDCRC)	 and	 a	 Data	 Management	 and	 Coordinating	 Center	 (DMCC).	 	 The	 RDCRCs	 are	
intended	to	advance	the	diagnosis,	management,	and	treatment	of	rare	diseases	with	a	
focus	 on	 clinical	 trial	 readiness.		 Each	 RDCRC	will	 promotes	 highly	 collaborative,	multi-
site,	 patient-centric,	 translational	 and	 clinical	 research	 with	 the	 intent	 of	 addressing	
unmet	clinical	trial	readiness	needs.			

To	date	this	program	has	successfully	supported	31	 individual	consortia	 that	conducted	
research	on	238	individual	disorders,	leading	to	a	greater	understanding	of	rare	diseases.	

Each	consortium	must	study	at	 least	three	different	rare	disease	and	must	have	patient	
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advocacy	 groups	 or	 patients	 must	 be	 engaged	 in	 a	 significant	 manner	 within	 the	
consortia.		

Each	consortium	aims	conducting	longitudinal/natural	history	studies	and	has	a	focus	on	
clinical	trial	readiness	(e.g.,	biomarkers,	outcome	measures).	

Category	 Developmental	Resources	Building	Block		

Geograp
hical	
scope		

United	States	of	America	and	International	

Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

Informational,	 potential	 research	 collaborators,	 potential	 clinical	 research	 studies	 for	
patients	

Stakehol
ders	

• Researchers,		

• Clinicians,		

• Patient	Advocacy	Groups,		

• Patients,	families,	caretakers	

Enablers
/	
Require
ments	

Web	access.	

Output	 Specific	research	studies	

Best	
time	 to	
apply	
and	 time	
window	

The	RDCRN	as	 a	 network	 is	 recompeted	once	 every	 five	 years	 (last	 competition	 2019).		
Applicants	 must	 be	 within	 the	 United	 States	 however;	 international	 collaborators	 are	
allowed.			

The	 consortia	 are	 open	 to	 collaborations	 with	 other	 rare	 disease	 researchers	 and	
communication	with	the	network	or	individual	consortia	are	encouraged.	
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Expert	
tips		

PROs:	

− Excellent	assembled	resource			

CONs:	

− None	
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This	document	defines	the	content	of	the	Building	Block	created	for	each	identified	tool,	incentives,	
initiative	 or	 practice	 introduced	 by	 public	 bodies	 or	 used	 by	 developers	 to	 expedite	 drug	
development	in	Rare	Diseases	(RDs).	

ITEM	 DESCRIPTION	

Building	
Block	
(BB)	Title	

Discovering	 New	 Therapeutics	 Uses	 for	 Existing	 Molecules	 (NTU)	 program,	 National	
Center	for	Advancing	Translational	Sciences	(NCATS)	

Referenc
es	

https://ncats.nih.gov/ntu	

Descripti
on	

The	 NTU	 program	 aims	 to	 improve	 the	 process	 of	 developing	 new	 treatments	 for	
diseases	by	finding	new	uses	for	existing	therapies	that	already	have	cleared	several	key	
steps	along	the	development	path.	Existing	or	partially	developed	therapeutic	candidates	
can	 be	 repurposed	 for	 use	 in	 new	 disease	 indications.	 	 The	 program	 aims	 to	 bring	
together	assets	from	pharmaceutical	companies	(pharma)	and	new	ideas	from	academic	
researchers	that	could	produce	new	treatments	more	quickly	than	starting	from	scratch.	

NTU	can	be	used	for	a	potential	new	use	of	an	existing	investigational	therapy	for	a	rare	
or	 common	 disease.	 	 NTU	 seeks	 to	 repurpose	 existing	 therapeutic	 candidates	 toward	
disease	 targets	 for	which	 they	may	 hold	 promise,	 thereby	 potentially	 reducing	 time	 to	
development	of	a	therapeutic	candidate	regardless	of	indication.			

Category	 Developmental	Resources	Building	Block		

Geograp
hical	
scope		

United	States	of	America	
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Availabili
ty	

Applicants	developing	medicines	for	rare	and	non-rare	diseases.		

Scope	 of	
use	

The	 goal	 of	 this	 building	 block	 is	 to	 advance	 the	 evaluation	 and	 development	 of	 drug	
products	 that	 are	 partially	 developed	 or	 developed	 for	 a	 different	 indication.	 	 The	
purpose	 is	 to	 produce	 new	 treatments	 more	 quickly	 than	 starting	 from	 a	 novel	
compound.	

The	NTU	program	brings	 together	assets	 from	participating	Pharma	companies	and	 the	
academic	 biomedical	 research	 community.	 Pharma	 partnerships	 (per	 the	 website:	
https://ncats.nih.gov/ntu/about)	 include:	 	 AstraZeneca,	 MedImmune,	 AbbVie,	 Bristol-
Myers	Squibb,	Eli	Lilly	&	Co,	GlaxoSmithKline,	Janssen	Pharma,	Meroe	BioPharma,	Pfizer	
and	 Sanofi.	 Participating	 Pharma	 companies	 must	 meet	 inclusion	 criteria	 per	 the	
published	notice:	https://grants.nih.gov/grants/guide/notice-files/NOT-TR-14-001.html	

Investigators	 may	 propose	 testing	 new	 therapeutics	 uses	 for	 experimental	 drugs	 or	
biologics	 across	 a	 broad	 range	 of	 human	 diseases	 in	 adult	 and	 pediatric	 populations.		
Strong	 applications	 will	 include	 scientific	 evidence	 that	 modulation	 of	 a	 drug	 for	
repurposing	will	have	a	positive	impact	on	the	disease/condition.	

Investigators	with	a	proposal	consisting	of	strong	scientific	evidence	that	modulation	of	a	
drug	for	repurposing	will	have	a	positive	 impact	on	the	disease/condition	may	consider	
applying.	 	 Please	 consult	 published	 FOAs	 for	 additional	 information	 regarding	 scope	 of	
the	specific	awards:	https://ncats.nih.gov/ntu/funding	

Stakehol
ders	

• NIH	NCATS	

• Participating	Pharma	companies	

• Academic	biomedical	researchers	

Enablers
/	
Require
ments	

Current	 open	 funding	 opportunity	 announcements	 (FOAs)	 are	 available	 here:	
https://ncats.nih.gov/ntu/funding.	 FOAs	 vary	 in	 scope	 and	 target	 applicants,	 and	
potential	applicants	are	urged	to	read	the	open	announcements	carefully.	

Output	 The	NTU	program	assists	with	supporting	Cooperative	Agreements	(e.g.,	U01s,	U34s)	to	
enable	NTU	of	 candidate	 therapeutics.	 	 Cooperative	agreements	 support	 testing	of	 the	
candidate	therapeutics	at	various	clinical	and	pre-clinical	phases	of	study.	

Best	
time	 to	

FOAs	 are	 open	 for	 varying	 lengths	 of	 time	 –	 please	 consult	 the	 website	 for	 specifics:	
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apply	
and	 time	
window	

https://ncats.nih.gov/ntu/funding	

Expert	
tips		

Please	 consult	 the	 NCATS	 NIH	 website	 for	 additional	 information,	 templates,	 FOAs,	
available	Pharma	assets	and	application	process:	https://ncats.nih.gov/ntu/about		

NCATS	staff	may	also	be	consulted	for	additional	assistance.				

PROs:	

− Available	funding	for	testing	of	candidate	therapeutics	for	repurposing	in	a	broad	
range	of	diseases/conditions.	

CONs:	

− Limited	 funding/opportunities	 available	 through	 peer-review	 process.	 Time	 lag	
and	 submission	 requirements	 for	 available	 FOAs	 are	 resource	 intensive	 and	
funding	is	not	guaranteed.	

	


