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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	

Japanese	 Orphan	 Drugs/Medical	 Devices/Regenerative	 Medical	 Products	
Designation	

References	 ! MHLW’s	 website:	 Overview	 of	 Orphan	 Drug/Medical	 Device	 Designation	
System	

- https://www.mhlw.go.jp/english/policy/health-
medical/pharmaceuticals/orphan_drug.html	

Description	 In	 Japan,	 drugs,	 medical	 devices,	 and	 regenerative	 medical	 products	 can	 be	
designated	 as	 orphan	 drugs,	medical	 devices,	 or	 regenerative	medical	 products	
based	 on	 the	Article	 77-2	 of	 the	Act	 on	 Securing	Quality,	 Efficacy	 and	 Safety	 of	
Pharmaceuticals,	 Medical	 Devices,	 Regenerative	 and	 Cellular	 Therapy	 Products,	
Gene	 Therapy	 Products,	 and	 Cosmetics	 if	 they	 are	 intended	 for	 use	 in	 basically	
less	 than	 50	 000	 patients	 in	 Japan	 and	 for	which	 there	 is	 a	 high	medical	 need.	
They	are	designated	by	the	Minister	of	Health,	Labour	and	Welfare	(MHLW)	based	
on	the	opinion	of	the	Pharmaceutical	Affairs	and	Food	Sanitation	Council	(PAFSC).	

Designation	of	orphan	drugs/medical	devices/regenerative	medical	products	does	
not	automatically	lead	to	marketing	approval.	

For	 designated	 orphan	 drugs/medical	 devices/regenerative	 medical	 products,	
measures	to	support	the	research	and	development	activities	are	taken.	

The	costs	of	procedure	is	free	of	charge.		

Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	
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Availability	
Applicants	 developing	 drugs/	 medical	 devices/	 regenerative	 medicinal	 products	
for	rare	diseases.		

Scope	of	use	 All	 matters	 related	 to	 orphan	 drugs/medical	 devices/regenerative	 medical	
products	designation	and	regulations	for	pharmaceutical	companies		

Stakeholders	 • Drugs/Medical	Devices/Regenerative	Medical	Products	developers	

• MHLW	

• Pharmaceuticals	and	Medical	Devices	Agency	(PMDA)	(preliminary	review	
on	the	eligibility	and	reports	back	to	the	MHLW)	

• Pharmaceutical	 Affairs	 and	 Food	 Sanitation	 Council	 (PAFSC)	 (approval	
delivered	by	the	MHLW	is	based	on	discussions	with	the	PAFSC)	

• National	 Institute	 of	 Biomedical	 Innovation,	 Health	 and	 Nutrition	
(NIBIOHN)	(providing	funds	for	R&D	to	the	applicant)	

Enablers/	
Requirements	

MHLW	 may	 designate	 orphan	 drugs/medical	 devices/regenerative	 medical	
products	if	the	following	criteria	are	fulfilled:	

• The	number	of	patients	must	be	less	than	50,000	in	Japan,	or	the	disease	
has	to	be	designated	as	Nan-byo.	

• The	drug/medical	device/regenerative	medical	product	is	considered	high	
priority	in	healthcare	needs	

• The	drug/medical	device/regenerative	medical	product	has	a	possibility	of	
development	

Output	 Significant	 help	 for	 orphan	 drug	 development	 and	 marketing	 exclusivity	 after	
registration	within	Japan	

• Priority	consultation	on	clinical	trials	and	priority	review	

• Discount	 on	 consultation	 and	 review	 fees	 (only	 for	 designated	 orphan	
drugs)	

• Extension	of	re-examination	period	(marketing	exclusivity)	

• Grant	for	R&D	
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• Tax	incentives	

Best	 time	 to	
apply	 and	 time	
window	

Anytime	 during	 the	 drug	 development	 before	 MAA	 (Marketing	 Authorization	
Application)	submission.	Possibility	of	development	needs	to	be	explained.	

1 Phase	of	Designation	Consultation	in	MHLW	(a	few	months)	

1.1 Submission	of	the	application	for	designation	consultation	

1.2 Arrangement	for	the	consultation	date	

1.3 Designation	consultation	

2 Phase	of	Evaluation	for	Designation	in	MHLW/PMDA	(several	months)	

2.1 Submission	of	the	application	for	designation	in	MHLW	

2.2 Review	of	 eligibility	 for	 an	orphan	drugs/medical	 device/regenerative	
medical	products	designation	in	MHLW	

2.2.1 Preliminary	evaluation	of	eligibility	in	PMDA	

2.3 Committees	of	PAFSC	in	MHLW	

2.4 Designation	in	MHLW	

Expert	tips	 Application	documents	need	to	be	created	in	Japanese.	

PROs:		

• Priority	consultation	on	clinical	trials	and	priority	review	

• Discount	on	consultation	and	review	fees	(only	for	designated	orphan	drugs)	

• Extension	of	re-examination	period	(marketing	exclusivity)	

• Grant	for	R&D	

• Tax	incentives	

CONs:	N/A	
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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	

SAKIGAKE	Designation	System	

References	 • MHLW	Website:	Strategy	of	SAKIGAKE	

- https://www.mhlw.go.jp/english/policy/health-
medical/pharmaceuticals/140729-01.html	

Description	 SAKIGAKE	was	 introduced	based	on	key	measures	 set	 forth	 in	 the	 "Strategy	of	
SAKIGAKE",	announced	by	the	Minister	of	Health,	Labour	and	Welfare	 (MHLW)	
in	June	2014,	and	the	"Japan	Revitalization	Strategy"	(revised	in	2014).	

SAKIGAKE	 aims	 at	 shortening	 premarket	 review	 period	 for	 innovative	 new	
medical	 products	 that	 satisfy	 certain	 criteria,	 such	 as	 severity	 of	 intended	
indication,	by	designating	such	products	during	the	early	stages	of	development,	
and	 providing	 prioritized	 consultation	 services	 and	 premarket	 pharmaceutical	
affairs	review.	

By	 taking	 advantage	 of	 the	 benefits	 offered	 by	 SAKIGAKE,	 the	 target	 review	
period	for	the	designated	products	will	be	reduced	to	as	short	as	6	months,	half	
the	 standard	 review	 period	 of	 12	 months	 for	 typical	 new	 pharmaceutical	
products.	
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The	procedure	is	as	follows:		

1. Trial	operation	beginning	and	public	advertisement	

• The	notification	is	made	by	MHLW	

2. Hearing	and	preliminary	selection	on	candidate	products	

• The	Phamaceutical	Evaluation	Division	or	Medical	Device	Evaluation	Division	
in	MHLW	conducts	hearing	

3. Evaluation	and	prioritization	

• The	New	Drug	Review	Division	of	PMDA	evaluates	the	applied	products	

4. Specification	and	report	to	subcommittee	meeting	

• Designation	 results	 are	 reported	 to	 the	 Pharmaceutical	 Affaires	 and	 Food	
Sanitation	Council	in	MHLW	

Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	

Availability	
Drugs/medical	 devices/regenerative	medical	 products	 developers	 within	 Japan	
that	 specifically	 target	 unmet	 medical	 needs.	 There	 are	 four	 criteria	 for	
designation.	One	of	them	includes	serious	or	 life-threatening	medical	condition	
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that	is	often	seen	in	rare	diseases.	

Scope	of	use	 Producing	innovative	pharmaceutical	products	ahead	of	other	countries	with	the	
shortest	possible	development	and	review	process	should	be	aimed	through	the	
designation	system	in	which	the	following	measures	shall	be	used:	1)	consistent	
prioritized	 consultation	 by	 the	 Pharmaceuticals	 and	 Medical	 Devices	 Agency	
(PMDA),	2)	pre-application	consultation	in	which	de	facto	review	is	started	with	
data	 that	 can	 be	 submitted	 before	 the	 application	 for	 approval,	 3)	 prioritized	
review	aiming	 for	a	 further	 reduction	 in	 the	 total	 review	period,	4)	Assigning	a	
manager	as	a	 concierge	 to	 take	on	overall	management	 for	 the	whole	process	
toward	 approval	 including	 conformity	 assurance,	 quality	 management,	 safety	
measures,	 and	 review,	 5)	 strengthening	 post-marketing	 safety	 measures	
including	the	extension	of	the	reexamination	period.	

Stakeholders	 • Drug/Medical	Devices/Regenerative	Medical	Products	developers	

• MHLW	

• PMDA	

Enablers/	
Requirements	

MHLW	may	designate	SAKIGAKE	if	the	following	criteria	are	fulfilled:	

1. Innovativeness	 of	 the	 product:	 In	 principle,	 the	 product	 should	 have	 a	
novel	 mechanism	 of	 action	 that	 is	 different	 from	 those	 of	 approved	
drug.	

2. Treatment	for	which	the	earliest	commercialization	is	required	for	target	
diseases:	The	target	medical	condition	should	be	one	of	the	following:	i)	
Serious	 or	 life-threatening	 medical	 condition;	 or	 2)	 Medical	 condition	
with	persistent	 symptoms	 (conditions	 interfering	with	normal	 activities	
of	daily	living)	for	which	there	is	no	other	curative	treatment	

3. Highly	effective	treatment	against	the	target	medical	condition	

4. Develop	the	product	rapidly	and	file	an	application	for	approval	in	Japan,	
ahead	of	other	countries	

		

Output	 • Prioritized	Consultation	

• Substantial	Pre-application	Consultation	
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• Priority	Review	

• Review	Partner	

• Substantial	Post-Marketing	Safety	Measures	

Best	 time	 to	
apply	 and	 time	
window	

Consultation	in	non-clinical	or	clinical	research	stage.	

Application	for	designation	in	early	stages	of	clinical	development	

Expert	tips		 As	of	2018,	 four	 rounds	of	public	 recruiting	have	been	conducted	 (FY	2015,	FY	
2016,	FY	2017,	and	FY	2018).	

PROs:		

• Prioritized	Consultation	

• Substantial	Pre-application	Consultation	

• Priority	Review	

• Review	Partner	

• Substantial	Post-Marketing	Safety	Measures	

• Premium	at	drug	pricing	

	

CONS:	N/A	
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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	

PMDA	consultations	

References	 • PMDA	Profile	of	Services	2018-2019	

- https://www.pmda.go.jp/files/000221139.pdf	

• PMDA	Website:	Consultations	

- https://www.pmda.go.jp/english/review-
services/consultations/0002.html	

• PMDA	Website:	User	Fees	

- https://www.pmda.go.jp/review-services/drug-reviews/user-
fees/0001.html	(Information	of	consultation	fees,	Japanese)	

Description	 PMDA	offers	consultations	to	give	guidance	and	advice	on	clinical	trials	of	drugs,	
medical	 devices,	 and	 regenerative	 medical	 products	 as	 well	 as	 on	 data	 for	
regulatory	 submissions.	 For	 designated	 orphan	 drugs,	 PMDA	 offers	 Priority	
consultation.	

Fees	 of	 some	 main	 consultations	 for	 development	 of	 drugs	 are	 shown	 below.	
Consultations	 for	 medical	 devices	 and	 regenerative	 medical	 products	 have	
different	fee	tables.	

	

Category	 Regulatory	Building	Block		
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Geographical	
scope	

Japan	

Availability	
Developers	 within	 Japan	 regardless	 of	 the	 applicant’s	 nature	 (i.e.,	 public/no-
profit/academia,	SME,	etc).	Priority	consultation	 is	offered	to	designated	orphan	
drugs.	

Scope	of	use	 In	clinical	trial	consultations	for	drugs,	medical	devices,	and	regenerative	medical	
products,	 PMDA	 checks	 whether	 a	 proposed	 clinical	 trial	 complies	 with	 the	
requirements	for	regulatory	submission,	taking	into	consideration	the	ethical	and	
scientific	 aspects	 and	 reliability	 of	 the	 clinical	 trial	 as	 well	 as	 the	 safety	 of	 trial	
subjects,	and	also	gives	advice	that	leads	to	an	improvement	in	the	quality	of	the	
clinical	trial.	

Stakeholders	 • Drug/Medical	device/Regenerative	Medical	Product	developers	

• PMDA	

Enablers/	
Requirements	

N/A	

Output	 Scientific	advice	with	meeting	minutes	from	PMDA	

Best	 time	 to	
apply	 and	 time	
window	

Anytime	during	medical	product	development.	Various	types	of	consultations	are	
available.	

Summary	 of	 applicant’s	 procedure	 (It	 takes	 approximately	 three	 months	 from	
application	to	receiving	minutes)	

1. Application	of	consulation	

2. Submission	of	consulation	materials	

3. Receiving	inquiry	from	PMDA	and	submission	of	response	

4. Receiving	preliminary	opinion	from	PMDA	and	submission	of	response	

5. Face-to-Face	meeting	with	PMDA	

6. Receiving	the	minutes	of	consulation	from	PMDA	
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Expert	tips	 PROs:	 Provision	 from	 PMDA	 for	 appropriate	 CMC,	 preclinical	 and	 clinical	
development	 (i.e.,	 tests	 and	 studies)	 required	 in	 the	 development	 of	 a	
drug/medical	device/regenerative	medical	product	 is	obtained.	If	the	advices	are	
followed	 or	 justified,	 this	 should	 minimize	 objections	 at	 the	 time	 of	 MAA	
evaluation	which	could	delay	or	compromise	the	registration.	

CONs:	N/A	
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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	

Regulatory	 Science	 General	 Consultation	 and	 Regulatory	 Science	 Strategy	
Consultation	(R&D)	

References	 • PMDA	Profile	of	Services	2017-2018	

- https://www.pmda.go.jp/files/000221139.pdf	

• PMDA	 Website:	 Regulatory	 Science	 General	 Consultation	 and	 Regulatory	
Science	Strategy	Consultation	(R&D)	(Japanese)	

- https://www.pmda.go.jp/review-services/f2f-pre/strategies/0003.html	

• PMDA	Website:	Instruction	and	user	fees	of	Regulatory	Science	General	
Consultation	and	Regulatory	Science	Strategy	Consultation	(R&D)	

- https://www.pmda.go.jp/files/000223469.pdf	

Description	 In	 order	 to	 achieve	 realization	 of	 innovative	 drugs,	 medical	 devices,	 and	
regenerative	 medical	 products	 originating	 from	 Japan,	 PMDA	 launched	 the	
Pharmaceutical	 Affairs	 Consultation	 on	 R&D	 Strategy	 in	 July	 2011,	 mainly	 for	
universities,	research	institutions,	and	venture	companies	that	possess	promising	
“seed-stage”	 research	 or	 technologies.	 In	 such	 consultations,	 advice	 will	 be	
provided	 on	 the	 tests	 needed	 in	 the	 early	 product	 development	 stage	 and	 the	
necessary	clinical	trials.	The	Pharmaceutical	Affairs	Consultation	on	R&D	Strategy	
was	turned	into	Regulatory	Science	General	Consultation	and	Regulatory	Science	
Strategy	Consultation	(R&D)	in	2017.	
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The	costs	of	the	procedure	are:		

• Regulatory	Science	General	Consultation	

o free	of	charge	

• Regulatory	Science	Strategy	Consultation	(R&D)	

Categories	of	Consultations	 User	Fees	(yen)	 User	 Fees	 for	 specified	
applicants*	(yen)	

Consultation	 on	 R&D	 strategy	 for	
drugs	 1,541,600	 154,100	

Consultation	 on	 R&D	 strategy	 for	
medical	devices	 874,000	 87,400	

Consultation	 on	 R&D	 strategy	 for	
regenerative	medical	products	 874,000	 87,400	

Consultation	on	quality	and	safety	
for	regenerative	medical	products	 1,541,600	 154,100	

Consultation	 on	 R&D	 strategy	 for	
pharmaceutical	 development	
plans	

73,600	 	

*	Universities,	Research	 Institutes,	Venture	Companies	 fulfilling	specified	criteria	
regarding	the	amount	of	funding	or	size	of	enterpise	

Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	

Availability	 Applicants	developing	medicines	for	rare	and	non-rare	diseases		

Scope	of	use	 ! Regulatory	Science	General	Consultation	

Instruction	of	how	to	use	the	Regulatory	Science	Strategy	Consultation	(R&D)	for	
developers	that	are	not	familiar	with	medical	product	development.	

! Regulatory	Science	Strategy	Consultation	(R&D)	

1. Consultation	 on	 R&D	 strategy	 for	 drugs/medical	 devices/regenerative	
medical	products	

PMDA	 provides	 scientific	 advice	 in	 early	 stage	 of	 medical	 product	
development	(the	stage	of	proof-of-concept	study)	
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2. Consultation	on	quality	and	safety	for	regenerative	medical	products	

PMDA	 provides	 advice	 for	 CMC	 and	 safety	 to	 prepare	 application	 of	
clinical	trial	

3. Consultation	on	R&D	strategy	for	pharmaceutical	development	plans	

PMDA	provides	advice	for	general	consideration	of	clinical	trial	planning	
and	development	plan	

Stakeholders	 • Drug/Medical	device/Regenerative	Medical	Product	developers	

• PMDA	

• Venture	companies	

• Research	institutes	

• Universities	

Enablers/	
Requirements	

N/A	

Output	 	Scientific	advice	with	meeting	minutes	from	PMDA	

Best	 time	 to	
apply	 and	 time	
window	

• From	early	stage	of	medical	product	development	to	the	stage	of	proof-
of-concept	 study	 for	 consultation	 on	 R&D	 strategy	 for	 drugs/medical	
devices/regenerative	medical	products	

• Before	a	clinical	trial	notification	for	consultation	on	quality	and	safety	for	
regenerative	medical	products	

Expert	tips	 Main	target	of	this	service	is	proof-of-concept	study	or	before		

PROs:	 Provision	 from	 PMDA	 for	 appropriate	 CMC,	 preclinical	 and	 clinical	
development	 (i.e.,	 tests	 and	 studies)	 required	 in	 the	 development	 of	 a	
drug/medical	device/regenerative	medical	product	 is	obtained.	If	the	advices	are	
followed	 or	 justified,	 this	 should	 minimize	 objections	 at	 the	 time	 of	 MAA	
evaluation,	which	could	delay,	or	compromise	the	registration.	

CONs:	N/A	
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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	

Consultations	on	Pharmacogenomics	/	Biomarkers	(As	part	of	PMDA	consultations)	

References	 • PMDA	Website:	Record	of	Consultations	on	Pharmacogenomics	/	Biomarkers	

- https://www.pmda.go.jp/english/review-services/consultations/0001.html	

• PMDA	Website:	 Record	 of	 Consultations	 on	 Pharmacogenomics	 /	 Biomarkers	
(Japanese)	

- https://www.pmda.go.jp/review-services/f2f-pre/consultations/0033.html	

• PMDA	Website:	User	Fees	

- https://www.pmda.go.jp/review-services/drug-reviews/user-
fees/0001.html	(Information	of	consultation	fees,	Japanese)	

Description	 Consultations	 on	 Pharmacogenomics	 /	 Biomarkers	 is	 one	 of	 the	 PMDA	
consultations.	The	purpose	of	this	consultation	is	to	provide	general	scientific	advice	
for	utilization	of	pharmacogenomics	or	biomarkers	that	are	not	specified	in	a	certain	
product.	

The	table	of	consultation	fees	is	shown	below.	

Categories	of	Consultations	 User	Fees	(yen)	

Elibibility	Evaluation	 3,270,600	

Key	points	of	study/trial	protocols	 1,199,900	
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Additional	consultation	for	Elibibility	Evaluation	 995,700	

Additional	 consultation	 for	 Key	 points	 of	
study/trial	protocols	plan	 435,300	

	

Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	

Availability	
Similar	as	for	the	PMDA	consultations	BB,	this	BB	is	available	for	developers	within	
Japan	 for	 rare	 and	 non-rare	 diseases	 regardless	 of	 the	 applicant’s	 nature	 (i.e.,	
public/no-profit/academia,	SME,	etc)	

Scope	of	use	 The	purpose	of	this	consultation	is	to	provide	general	scientific	advice	for	utilization	
of	pharmacogenomics	or	biomarkers	that	is	not	specified	in	a	certain	product.	

Stakeholders	 • Drug/Medical	device/Regenerative	Medical	Product	developers	

• PMDA	

Enablers/	
Requirements	

N/A	

Output	 Scientific	advice	with	meeting	minutes	from	PMDA	

Best	 time	 to	
apply	 and	
time	window	

Anytime	 during	 medical	 product	 development.	 It	 takes	 approximately	 24	 weeks	
from	application	to	receiving	minutes.		

Expert	tips	 PROs:	 Provision	 from	 PMDA	 for	 appropriate	 pharmacogenomics	 or	 biomarkers	
utilization	 in	 the	 development	 of	 a	 drug/medical	 device/regenerative	 medical	
product	is	obtained.	

CONs:	N/A	
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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	

Conditional	Early	Approval	System	for	Drugs	

References	 • Regulatory	 Update	 from	 MHLW/PMDA	 (5th	 Joint	 Conference	 of	 Taiwan	 and	
Japan	on	Medical	Products	Regulation)	

- https://www.pmda.go.jp/files/000221880.pdf	

• PMDA	website:	User	Fees	

- https://www.pmda.go.jp/review-services/drug-reviews/user-
fees/0001.html	

Description	 Conditional	 Early	 Approval	 System	 is	 a	 system	 to	 put	 highly	 useful	 and	 effective	
drugs	for	treating	serious	diseases	into	practical	use	as	early	as	possible.	

[Candidate	product]	

-Drugs	that	treat	serious	diseases	for	which	there	are	limited	treatment	options	and,	

-Drugs	that	it	is	difficult	to	conduct	clinical	trials	or	it	takes	long	period	because	the	
number	of	patients	is	small	

[Requirement]	

MHLW/PMDA	needs	to	

-	 Confirm	 a	 certain	 degree	 of	 efficacy	 and	 safety	 through	 clinical	 trials	 other	 than	
confirmatory	clinical	trials	at	the	time	of	submission	

-	 Clarify	 management	 of	 conditions	 for	 approval	 such	 as	 imposing	 to	 conduct	
research	which	is	necessary	for	reconfirmation	of	post-marketing	efficacy	and	safety	
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Category	 Regulatory	Building	Block		

Geographical	
scope	

Japan	

Availability	 Drug	 developers	 for	 both	 rare	 and	non-rare	 diseases	 that	 have	marketing	 licenses	
within	Japan	

Scope	of	use	 To	provide	patients	with	early	access	of	drugs	for	unmet	medical	needs.		

Stakeholders	 • Ministry	for	Health,	Labor	and	Welfare	

• Pharmaceuticals	and	Medical	Devices	Agency	

• Drug	developers	

Enablers/	
Requirements	

Drugs	 eligible	 for	 the	 system	 should	meet	 the	 all	 requirements	 from	 1	 to	 4	 listed	
below.	

1. Seriousness	of	indications	

(i)	 Diseases	 which	 have	 significant	 impact	 on	 lives	 (life-threatening	 diseases),	 (ii)	
Progress	of	disease	 is	 irreversible	and	 the	disease	has	a	 significant	 impact	on	daily	
lives,	or	(iii)	Others	
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2. Medical	usefulness	

(i)	 No	 existing	 remedies,	 preventive	 therapies	 or	 diagnostics,	 or	 (ii)	 medical	
usefulness	 is	 better	 than	 that	 of	 existing	 remedies,	 preventive	 therapies	 or	
diagnostics	in	terms	of	efficacy,	safety,	and	patient’s	physical	and	mental	burden	

3. Being	 difficult	 to	 conduct	 confirmatory	 clinical	 trials	 or	 considered	 to	 take	
considerable	time	to	complete	trials	because	of	a	limited	number	of	patients	

4. Considered	to	have	of	a	certain	degree	of	efficacy	and	safety	through	clinical	
trials	other	than	confirmatory	clinical	trials	

Output	 The	Conditional	Early	Approval	System	for	Drugs	allow	a	shorter	overall	review	time	
for	drugs,	for	the	early	access	of	medicines	to	patients	in	need.	

Best	 time	 to	
apply	 and	
time	window	

When	 a	 certain	 degree	 of	 efficacy	 and	 safety	 are	 confirmed	 through	 clinical	 trials	
other	than	confirmatory	clinical	trials	

Expert	tips	 Recommend	to	use	PMDA	consultation	or	Regulatory	Science	General	Consultation	
and	Regulatory	Science	Strategy	Consultation	(R&D)	

PROs:	 The	 Conditional	 Early	 Approval	 System	 for	 Drugs	 allow	 a	 shorter	 overall	
review	time	for	drugs,	for	the	early	access	of	medicines	to	patients	in	need	

CONs:	N/A	
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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	

Conditional	Early	Approval	for	Medical	Devices	

References	 • New	 Regulatory	 Framework	 for	 Medical	 Devices	 in	 Japan:	 Current	 Regulatory	
Considerations	Regarding	Clinical	Studies	

- https://www.ncbi.nlm.nih.gov/pubmed/25842974	

• Regulatory	 Update	 from	 MHLW/PMDA	 (5th	 Joint	 Conference	 of	 Taiwan	 and	
Japan	on	Medical	Products	Regulation)	

- https://www.pmda.go.jp/files/000221880.pdf	

• PMDA	website:	User	Fees	

- https://www.pmda.go.jp/review-services/drug-reviews/user-
fees/0001.html	

Description	 Conditional	 Early	 Approval	 System	 is	 a	 system	 to	 put	 highly	 useful	 and	 effective	
medical	devices	for	treating	serious	diseases	into	practical	use	as	early	as	possible.		
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Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	

Availability	
Medical	 devices	 developers	 for	 rare	 and	 non-rare	 diseases	 that	 have	 marketing	
licenses	within	Japan	

Scope	of	use	 To	provide	patients	with	early	access	of	medical	devices	for	unmet	medical	needs		

Stakeholders	 • Pharmaceuticals	and	Medical	Devices	Agency	

• Minister	of	Health,	Labor	and	Welfare	

• Relevant	academic	medical	societies	

Medical	devices	developers	

Enablers/	
Requirements	

Clinical	evidence	not	confined	to	rigorous	prospective	randomized	controlled	trials,	
but	including	other	adequate	clinical	data	reasonably	likely	to	predict	clinical	benefit	
and	 safety	 (case	 studies,	 registries,	 and/or	 clinical	 researches)	 based	 on	 a	 limited	
patient	population	in	certain	clinical	settings.	

Requirement	

(i) There	 are	 no	 appropriate	 alternative	 treatment	 or	 there	 is	 a	 reasonable	
likelihood	of	greater	efficacy	and	safety	compared	with	existing	products	

(ii) The	 target	 patient	 population	 is	 affected	 by	 life-threatening	 disease	 or	
irreversible	disease	with	serous	disability	in	daily	life	

(iii) A	certain	extent	of	supporting	clinical	evidence	is	available	

(iv) There	 is	a	post	marketing	commitment	to	an	appropriate	risk-management	
plan	in	collaboration	with	relevant	academic	medical	societies	and	rigorous	
real-world	evidence	collection	and	evaluation	

(v) There	is	justification	of	difficulty	in	conducting	a	new	prospective	clinical	trial	
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Output	 • A	shortened	time	for	approval	of	the	medical	device	and	an	early	access	to	
patients		

Best	 time	 to	
apply	 and	
time	window	

After	exploratory	clinical	trials	

Expert	tips	 Recommend	to	use	PMDA	consultation	or	Regulatory	Science	General	Consultation	
and	Regulatory	Science	Strategy	Consultation	(R&D)	

PROs:	 The	 Conditional	 Early	 Approval	 for	 Medical	 Devices	 provides	 patients	 with	
early	access	of	medical	devices	in	need.	

CONs:	N/A	
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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	

Conditional	and	Time-limited	Authorization	of	Regenerative	Medical	Products	

References	 • International	 Regulatory	 Forum	 of	 Human	 Cell	 Therapy	 and	 Gene	 Therapy	
Products	

- https://www.pmda.go.jp/review-services/symposia/0050.html	

• New	Japanese	initiatives	on	stem	cell	therapies.	

- https://www.ncbi.nlm.nih.gov/pubmed/25842974	

• Regulatory	 Update	 from	 MHLW/PMDA	 (5th	 Joint	 Conference	 of	 Taiwan	 and	
Japan	on	Medical	Products	Regulation)	

- https://www.pmda.go.jp/files/000221880.pdf	

• PMDA	website:	User	Fees	

- https://www.pmda.go.jp/review-services/drug-reviews/user-
fees/0001.html	

Description	 A	regulatory	framework	for	the	approval	of	regenerative	medical	products	to	benefit	
the	patients	with	unmet	medical	needs	under	The	Law	on	Securing	Quality,	Efficacy	
and	Safety	of	Products	Including	Pharmaceuticals	and	Medical	Devices	(PMD	Act)		
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Category	 Regulatory	Building	Block	

Geographical	
scope	

Japan	

Availability	 Regenerative	 medicine	 products	 developers	 that	 have	 marketing	 licenses	 within	
Japan	

Scope	of	use	 To	 provide	 patients	with	 early	 access	 of	 regenerative	medical	 products	 for	 unmet	
medical	needs		

Stakeholders	 • Ministry	for	Health,	Labor	and	Welfare	

• Pharmaceuticals	and	Medical	Devices	Agency	

• Regenerative	medical	product	developers	

Enablers/	
Requirements	

To	predict	reasonable	likelihood	of	clinical	benefit		

Output	 Conditional	and	Time-limited	Authorization	



	

	 	 ODDG	–		Building	Block	J308	–	Version	1	
	

	 	 3	

ITEM	 DESCRIPTION	

Best	 time	 to	
apply	 and	
time	window	

After	exploratory	clinical	trials	

Expert	tips	 Recommend	to	use	PMDA	consultation	or	Regulatory	Science	General	Consultation	
and	Regulatory	Science	Strategy	Consultation	(R&D)	

	

PROs:	 The	 Conditional	 and	 Time-limited	 Authorization	 of	 Regenerative	 Medical	
Products	 provides	 patients	 with	 early	 access	 of	 regenerative	 medical	 products	 in	
need.		

CONs:	N/A	
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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	 Designated	Intractable/Rare	Diseases	(Designated	Nan-byo)	

References	 • Annual	Health,	Labour	and	Welfare	Report	2017	(MHLW)	

- https://www.mhlw.go.jp/english/wp/wp-hw11/dl/02e.pdf	
(Page	78-80)	linked	from	
https://www.mhlw.go.jp/english/wp/index.html	

• The	measures	for	intractable/rare	diseases	

- http://www.nanbyou.or.jp/entry/3756	(Japanese)	

Additional	Information	

• National	 Registry	 of	 Designated	 Intractable	 Diseases	 in	 Japan:	
Present	Status	and	Future	Prospects	

- https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5243159/	

Description	 The	 system	 of	 designated	 intractable/rare	 diseases	 (Designated	 Nan-
byo)	 is	 a	 unique	 system	 in	 Japan.	 Definition	 of	 designated	 Nan-byo	 is	
provided	 in	 the	 law	 named	 "Act	 on	 Medical	 Care	 for	 Patients	 with	
Intractable/Rare	 Diseases".	 Patients	 with	 designated	 Nan-byo	 can	
receive	financial	support	for	medical	treatment.	As	of	Sept.	2018,	a	total	
of	 331	 diseases	 are	 designated	 as	 designated	 Nan-byo.	 Diseases	
designated	as	designated	Nan-byo	are	rare	diseases,	and	its	numbers	of	
patients	are	regularly	counted	under	this	registration	system.		

Category	 Regulatory	Building	Block	

Geographical	scope	 Japan	
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Availability	 Applicants	developing	medicines	for	rare	diseases.		

Scope	of	use	 Designated	 Nan-byo	 is	 used	 as	 a	 requirement	 to	 fulfill	 the	 criterion	 of	
"Number	 of	 Patients"	 in	 Orphan	 drugs/medical	 devices/regenerative	
medical	products	designation	in	Japan.	

Stakeholders	 • Patients	

• MHLW	

Enablers/	Requirements	 Following	criteria	need	to	be	fulfilled	

1. The	cause	of	the	disease	is	not	clear	

2. The	treatment	method	is	not	established	

3. A	rare	disease	

4. A	long-term	cure	is	needed	

5. Patient’s	ratio	does	not	reach	0.1%	of	the	whole	population	

6. Subjective	 diagnostic	 criteria	 (or	 equivalent	 with	 diagnostic	
criteria)	for	a	given	disease	is	established	

Output	 ! Promotion	of	survey/research	

! Establishment	of	medical	institutions	

! Reduction	of	co-payment	of	medical	fees	

! Improved/enhanced	 cooperation	 in	 community-based	
health/medical	care	and	welfare	

! Promotion	of	welfare	measures	aimed	at	improving	QOL	

Best	 time	 to	 apply	 and	
time	window	

N/A	

Expert	tips	 Detailed	information	of	each	designated	Nan-byo	is	available	in	Japanese	
at	 http://www.nanbyou.or.jp/PROs:	 Designated	 Nan-byo	 is	 used	 as	 a	
requirement	 to	 fulfill	 the	 criterion	 of	 "Number	 of	 Patients"	 in	 Orphan	



	

	 	 ODDG	–	Building	Block	J309	–	Version	1	 3	

ITEM	 DESCRIPTION	

drugs/medical	 devices/regenerative	 medical	 products	 designation	 in	
Japan.	

CONs:	N/A	
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Building	Block	J310	
	

	
	

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	 Study	Group	on	Unapproved	and	Off-label	Drugs	of	High	Medical	Need		

References	 • MHLW’s	 website:	 Study	 Group	 on	 Unapproved	 and	 Off-label	
Drugs	of	High	Medical	Need	(Japanese)	

o https://www.mhlw.go.jp/stf/shingi/other-
iyaku_128701.html			

Description	 The	 objective	 of	 the	 Study	 Group	 is	 to	 evaluate	 medical	 need,	
investigate	 necessary	 studies	 for	 market	 approval,	 and	 request	
company	 to	 develop	 medicinal	 products	 to	 solve	 the	 problem	 of	
unapproved	 drug	 and	 off-label	 use	 with	 medical	 need.	 Public	
consultations	are	conducted	to	gather	requests	from	public.	

	

	

Process	Flow	
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Category	 Regulatory	Building	Block	

Geographical	scope	 Japan	

Availability	 Applicants	developing	medicines	for	rare	and	non-rare	diseases	

Scope	of	use	 The	 scope	 of	 this	 initiative	 is	 to	 evaluate	 medical	 need,	 investigate	
necessary	 studies,	 and	 promote	 drug	 developments	 for	 market	
approval	 to	 solve	 the	 problem	 of	 unapproved	 drug	 and	 off-label	 use	
with	medical	need.		

Stakeholders	 • Patient	Group	

• Academia	(Academic	Societies)	

• Individuals	

• Drugs	developers	

• Study	 Group	 (Physicians,	 Pharmacists,	 and	 other	 medical	
professions)	

Enablers/	Requirements	 Applicable	criteria	

• Unapproved	drugs	in	Japan	

o Approved	 in	 either	 of	 6	 countries	 (US,	 UK,	 Germany,	
France,	Canada,	and	Australia	(but	not	Japan))	

• Off-label	 use	 drugs	 in	 Japan	 (Approved	 for	 other	 indication	 in	
Japan)	

o Approved	in	either	of	above	6	countries,	or	
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o widely	 used	 in	 either	 of	 above	 6	 countries	 with	 a	
specific	dosage,	based	on	a	certain	evidence	

• Accelerating	scheme	for	practical	use	

o Unapproved	 in	 all	 6	 countries	 but	 satisfies	 a	 certain	
criterion	 such	 as	 the	 existence	 of	 ongoing/completed	
investigator-initiated	phase	III	trial	in	Japan	or	adequate	
evidence	from	clinical	study.	

Output	 Request	of	drug	development	and	various	support	to	company	

Best	 time	 to	 apply	 and	
time	window	

At	the	time	of	public	consultation	conducted	

Expert	tips	 For	more	information,	please	refer	to	information	in	Japanese.		

PROs:		

Possible	Incentives	currently	applicable	to	development	on	Unapproved	
Drugs	or	Off-label	Drugs	

• Priority	Review	

• Orphan	Drug	Designation	

• Conditional	Early	Approval	System	for	Drugs	
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	Galaxy	Guide	for	drug	development	
Building	Block	FACT	SHEET	FORM	content	

	
	
	

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

ITEM	 DESCRIPTION	

Building	 Block	 (BB)	
Title	

Japan	Compassionate	Use	Programs		

References	 • PMDA	Website:	Jindo-Teki	Kenchi	Kara	Jisshi	Sareru	Chiken	

• https://www.pmda.go.jp/review-services/trials/0016.html	(Japanese)	

Description	 A	 system	 for	 patients	 with	 life-threatening	 conditions	 without	 effective	 a	
treatment	to	gain	access	to	unapproved	investigational	medical	products.		

For	 investigational	 medical	 products	 that	 are	 undergoing	 clinical	 trials	 that	
meet	 certain	 criteria,	 such	 as	 those	 that	 targets	 are	 serious	 diseases	 but	 do	
not	have	alternative	treatment	methods,	incorporate	them	within	acceptable	
limits	 for	patients	who	do	not	 satisfy	 inclusion/exclusion	criteria	and	ask	 the	
pharmaceutical	 company	 to	 conduct	 clinical	 trials	 that	 relax	 standards	 in	
parallel.		

Summary	 of	 conducting	 a	 clinical	 trial	 based	 on	 Japan	 compassionate	 use	
programs	

1. A	 Developer	 receives	 a	 request	 of	 a	 clinical	 trial	 based	 on	 Japan	
compassionate	use	programs	from	physicians	

2. The	developer	considers	and	make	a	decision	of	a	clinical	 trial	based	on	
Japan	compassionate	use	programs	by	the	developer	

3. The	 developer	 submits	 a	 clinical	 trial	 notification	 from	medical	 product	
developers	to	MHLW/PMDA	

4. The	 developer	 start	 a	 clinical	 trial	 based	 on	 Japan	 compassionate	 use	
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programs	

Related	 to	 costs,	 basically,	 medical	 product	 developers	 bear	 the	 cost	 of	 a	
clinical	 trial	 based	 on	 Japan	 compassionate	 use	 program.	 However,	 it	 is	
possible	to	ask	patients	enrolled	in	a	trial	for	paying	some	expense	related	to	
investigational	products.	

Category	 Early	Access	Building	Block	

Geographical	
scope	

Japan	

Availability	 For	patients	with	life-threatening	conditions	for	which	no	effective	treatment	
is	available	and	who	cannot	fulfill	the	eligibility	criteria	of	a	clinical	trial	

Scope	of	use	 Providing	patients	with	access	to	unapproved	investigational	medical	products	
with	balancing	its	risk	and	benefit.	

Actors	 and	
Stakeholders	

• Medical	product	developer	of	drugs,	medical	devices	and	regenerative	
medicinal	products	

• MHLW/PMDA	

• Patients	

Enablers/	
Requirements	

Clinical	 trial	 notification	 needs	 to	 be	 submitted	 to	MHLW/PMDA	 same	 as	 a	
standard	clinical	trial		

Output	 Providing	patients	with	access	to	unapproved	investigational	medical	products	

Best	time	to	apply	 • During	or	after	clinical	trial(s)	in	the	final	stage	of	development	(After	
completion	of	subject	enrollment)	

Expert	tips	 Refer	to	Information	in	Japanese	
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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	 AMED	funded	programs	and	resources	

References	 https://www.amed.go.jp/en/index.html	

Description	 Japan	Agency	 for	Medical	 Research	 and	Development	 (AMED)	was	
founded	in	2015	to	provide	seamless	funding	from	basic	research	to	
practical	 application	 and	 adequate	 implementation	 of	 clinical	
studies/trials,	 in	 order	 to	 promote	 drug	 development	 in	 Japan.	
Several	programs	are	open	and	available	 for	 funding	opportunities,	
that	will	help	research	at	various	stages	of	development.	

Category	 Development	Resources	Building	Block			

Geographical	scope	
Mostly	 Japan.	 Limited	 projects	 offer	 support	 in	 collaboration	 with	
Japanese	 researchers,	 globally,	 including	 programs	 with	 specific	
emphasis	in	Asia.	

Availability	
Various	 programs	 are	 available.	 Some	 specifically	 call	 for	 rare	
diseases	or	orphan	drug	development.	

Scope	of	use	 Obtaining	 funding	 for	 basic	 research	 to	 practical	 application	
including	clinical	trials	and	studies	associated	with	R&D	of	a	product.	

Stakeholders	 • Researchers	and	pharmaceutical	companies	where	applicable	

• Funding	Agency	(AMED)	

Enablers/	Requirements	 Typical	 funding	 process	 will	 open	 in	 November	 through	 February.	
Most	 programs	 will	 require	 the	 researcher	 to	 be	 affiliated	 with	 a	
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Japanese	 research	 institute.	 Some	 funding	 are	 available	 to	
pharmaceutical	 companies,	 or	 in	 collaboration	 of	 academia	 and	
pharma.	

Output	 Funding	

Best	 time	 to	 apply	 and	 time	
window	

At	 any	 time	 during	 product	 development.	 Duration	 of	 funding	
depends	 on	 the	 program,	 but	 usually	 varies	 between	 1	 to	 3	
academic	 years.	 Call	 for	 funding	 may	 be	 available	 throughout	 the	
year,	but	a	typical	funding	schedule	will	start	from	November	to	be	
eligible	for	funding	starting	from	next	April.	

Expert	tips	 There	 are	multiple	 programs	 available,	 and	 finding	 the	 best	match	
for	your	product	will	be	important.	

PROs:	One	of	the	largest	scale	funding	available	from	basic	research	
to	 practical	 application.	 Some	 programs	 may	 be	 applied	 through	
joint	 application	 from	 a	 pharma	 company.	 Different	 types	 of	
application	 are	 available	 throughout	 the	 year,	 especially	 focused	
between	November	and	February.	

CONS:	 Mostly	 limited	 to	 funding	 within	 Japan,	 however,	 few	
programs	provide	collaborative	research	across	the	border.	
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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	

Japan	Agency	for	Medical	Research	and	Development	(AMED)	–	Initiative	on	Rare	
and	Undiagnosed	Diseases	

References	 https://www.amed.go.jp/en/program/IRUD/	

https://www.nature.com/articles/ejhg2017106.pdf	

Description	 Japan	Agency	for	Medical	Research	and	Development	(AMED)	leads	the	Initiative	
on	 Rare	 and	 Undiagnosed	 Diseases	 (IRUD)	 program.	 The	 program	 provides	
patients	 across	 Japan	 suffering	 from	 undiagnosed	 diseases	 with	 a	 diagnostic	
strategy	 that	 involves	 genetic	 analysis.	 It	 also	 promotes	 international	
collaboration	through	proactive	data	sharing	to	enhance	research	and	diagnosis	
of	patients	with	rare	and	undiagnosed	diseases.	The	program	is	constructed	of	a	
network	 of	 more	 than	 400	 local	 hospitals	 including	 34	 IRUD	 Clinical	 Centers,	
where	 complex	 cases	 can	 be	 reviews	 by	 multi-disciplinary	 IRUD	 Diagnosis	
Committees	made	 up	 of	medical	 specialists	 and	 clinical	 geneticists	 working	 for	
both	adult	and	pediatric	patients.		

The	 initiative	has	now	expanded	 from	a	diagnostic	and	data	sharing	model	 to	a	
phase	named	IRUD	Beyond,	to	further	advance	its	research	activities:	

Beyond	diagnosis:	Translational	research	of	treatment	

Beyond	genotyping:	Progressive	improvement	on	the	success	rate	of	diagnosis	

Beyond	borders:	International	collaboration	via	data-sharing	and	beyond	

	

The	procedure	of	IRUD	is	as	follows:		
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1. Patients	 will	 be	 referred	 to	 an	 IRUD	 Clinical	 Center	 from	 their	 treating	
physicians	

2. Patients	will	visit	IRUD	Clinical	Centers	and	IRUD	enter	the	IRUD	system	

3. IRUD	Diagnosis	Committee	will	discuss	the	cases	prior	to	analysis	

4. IRUD	Analysis	Centers	will	perform	the	analysis	and	its	annotation	

5. IRUD	 Diagnosis	 Committee	 will	 make	 the	 diagnosis	 and	 feedback	 the	
result	to	the	community	for	further	follow-up	

Category	 Development	Practices	Building	Blocks	

Geographical	
scope	

Japan	

Availability	 Applicants	developing	medicines	for	rare	and	undiagnosed	diseases.		

Scope	of	use	 The	 program	 aims	 to	 provide	 and	 establish	 the	 following	 systems	 for	 patients	
with	rare	and	undiagnosed	disease:	

・	A	medical	system	that	will	enhance	the	diagnosis	in	a	systematic	manner	

・	Accumulation	 of	 relevant	 patient	 information	 that	 will	 be	 openly	 shared	
among	 researchers/physicians/public	 to	 gather	 patients	 with	 similar	
phenotypes	and	promote	their	diagnosis	

Stakeholders	 • Patients	

• Physicians	

• Researchers	

• Funding	Agencies	(eg.	AMED)	and	other	regulatory	agencies	including	the	
Ministry	of	Welfare	Labor	and	Health	(MHLW)	
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Enablers/	
Requirements	

Patients	 for	meet	 either	 of	 the	 following	 two	 criteria	 that	 persists	 for	 over	 six	
months	 (except	 for	 infants),	 that	have	not	been	previously	diagnosed,	and	have	
symptoms	that	disable	them	to	pursue	activities	of	daily	living.	

1. The	 patient	 presents	 with	 abnormal	 physical	 findings	 that	 involve	 two	 or	
more	organs	and	cannot	be	explained	by	a	single	known	cause.	

2. The	 symptoms	 suggest	 a	 genetical	 cause,	 including	 patients	 with	 similar	
symptoms	within	the	family.	

Treating	physicians	can	refer	patients	who	meet	the	above	criteria	to	one	of	the	
IRUD	centers	for	diagnosis.	Physicians	at	IRUD	Clinical	Centers	will	see	the	patient	
and	if	a	diagnosis	cannot	be	made,	the	patients	genetic	analysis	will	be	performed	
with	 the	 patient	 or	 their	 families	 consent.	 Relevant	 clinical	 and	 genetic	
information	will	be	stored	at	the	IRUD	Data	Center	for	further	research	purpose.	

Output	 Through	 the	 IRUD	 program,	 patients	 with	 undiagnosed,	 rare	 disease	 all	 over	
Japan	 can	 access	 an	 appropriate	medical	 institute	 that	will	 lead	 to	 diagnosis	 of	
these	 patients.	 This	 will	 eventually	 decrease	 the	 number	 of	 patients	 with	
undiagnosed	 disease,	 and	 improve	 the	 diagnostic	 capability	 of	 physicians	 and	
other	medical	personnel	at	IRUD	Clinical	Centers.		

The	 relevant	patient	 clinical	 and	genetic	 information	will	 form	a	database	 in	an	
internationally	accepted	format.	This	will	allow	the	information	to	be	shared	not	
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only	within	IRUD	but	both	domestic	and	international	investigators	to	potentially	
identify	 cases	 with	 same	 genetic	 abnormality	 and	 correlate	 them	 with	 the	
symptoms	to	solve	the	so	called	“n	of	1”	problem.	

The	 initiative	will	also	enable	collaboration	with	relevant	researchers	to	 identify	
the	function	of	newly	found	genetic	mutations,	that	will	 lead	to	identification	of	
novel	diagnostic	or	therapeutic	approaches.	Eventually,	we	expect	the	findings	to	
expand	 possibility	 for	 finding	 novel	 treatment	 for	 common	 diseases.	 The	
diagnostic	model	of	IRUD	will	also	be	a	model	for	other	types	of	diseases	that	are	
difficult	to	diagnose.	

The	 findings	 achieved	 through	 IRUD	 will	 not	 only	 be	 distributed	 in	 scientific	
papers	and	meetings,	but	also	be	available	to	the	general	public,	so	that	it	would	
increase	 awareness	 to	 rare	 and	 undiagnosed	 diseases.	 The	 expectation	 is	 to	
enhance	collaboration	between	medical	personnel	and	patients	and	their	families	
to	a	new	diagnosis	and	understanding	of	currently	undiagnosed	diseases.	

Best	 time	 to	
apply	 and	 time	
window	

At	the	start	of	drug	development	

Expert	tips:		 PROs:	 The	 initiative	 will	 also	 enable	 collaboration	 with	 relevant	 researchers	 to	
identify	 the	 function	 of	 newly	 found	 genetic	 mutations,	 that	 will	 lead	 to	
identification	of	novel	diagnostic	or	therapeutic	approaches	

CONs:	Patients	have	to	meet	the	above	criteria	to	be	enrolled	in	the	system	(for	
instance,	 the	 outreach	 cannot	 be	 expanded	 to	 patients	 with	 a	 single	 organ	
disease).	
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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	

Japan	Agency	for	Medical	Research	and	Development	(AMED)	Clinical	Innovation	
Network	–	Diseases-related	Registries	

References	 https://www.mhlw.go.jp/file/05-Shingikai-10801000-Iseikyoku-
Soumuka/0000204815.pdf	

https://www.jstage.jst.go.jp/article/jniph/67/2/67_191/_pdf/-char/ja	

https://dbcentre2.jmacct.med.or.jp/kyoten/files/kyogikai/h29_1_kyogikai_07.pdf	

https://www.amed.go.jp/en/program/list/05/01/015.html		

Description	 Patient	 registries	 are	 expected	 to	 play	 an	 important	 role	 in	 enhancing	 clinical	
trials	and	studies	including	patient	allocation,	recruitment	of	enrollment,	as	well	
as	 serving	 as	 control	 arm	 for	 clinical	 trials	 especially	 in	 rare	 diseases	 and	 post	
marketing	 surveillance.	 However,	 many	 registries	 are	 operated	 by	 different	
healthcare	bodies	 for	various	different	purposes	and	are	not	originally	designed	
to	collect	 information	relevant	to	clinical	trials.	Therefore,	 it	 is	currently	difficult	
for	 researchers	 and	 pharmaceutical	 companies	 to	 identify	 each	 registries	 and	
utilize	them	for	research	and	development	purposes.	

Project	for	Promoting	Clinical	Innovation	Network	(CIN)	aims	to	promote	the	use	
of	 patient	 registries	 in	 clinical	 development	 and	 studies.	 For	 this	 purpose,	 the	
project	will	gather	information	on	registry	databases	around	Japan	and	organize	
them	by	 their	 intended	purpose,	and	create	a	one	 stop	 service	 that	will	 enable	
users	 to	 search	 for	 the	 registry	 database	 of	 their	 will	 from	 one	 single	 search	
engine.	The	ultimate	goal	 is	to	provide	patients,	researchers	and	industries	with	
updated	information	on	the	CIN	for	further	clinical	use	and	medical	development.	

Current	 registries	 include	neuromuscular	 diseases	 including	 amyotrophic	 lateral	
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sclerosis	 (ALS),	 cancers,	 devices	 specifically	 for	 neurosurgery,	 pulmonary	
hypertension	and	gene	modified	T-cell	therapies.	

While	 the	price	has	not	yet	been	determined,	 the	model	aims	 to	obtain	certain	
usage	fee	from	its	users.	

Category	 Development	Practices	Building	Blocks	

Geographical	
scope	

Japan	

Availability	
For	applicants	developing	medicines	and	medical	devices	for	rare	diseases.			

Scope	of	use	 A)	Market	surveillance:	The	number	of	patients	registered	and	their	geographical	
location	 could	be	used	 to	estimate	 feasibility	 and	marketability	of	developing	a	
certain	drug	against	a	disease	in	Japan.		

B)	 Patient	 recruitment:	 Patients	 registered	 in	 the	 database	 could	 efficiently	 be	
recruited	to	enroll	in	a	clinical	trial	of	study.	

C)	Control	arm	of	a	clinical	trial:	The	natural	history	of	the	patients	with	a	certain	
disease	 can	 be	 collected	 from	 the	 registry,	 and	 serve	 as	 the	 control	 arm	 of	 a	
clinical	trial	(Single	Arm	clinical	studies）.	

D)	 Post-marketing	 safety	 surveillance:	 The	 registry	will	 enable	 users	 to	 capture	
any	 adverse	 events	 that	 developed	 after	 the	 product	 has	 been	 released	 to	 the	
market.		

Stakeholders	 • Drug/Medical	device	developers	

• Registry	owners	

Enablers/	
Requirements	

No	requirement	

Output	 The	 end	 product	 of	 the	 clinical	 innovation	 network	 (CIN)	 is	 expected	 to	 play	 a	
major	 role	 in	 clinical	 development	 and	 post-marketing	 surveillance	 of	 rare	
diseases	 where	 a	 large	 scale,	 conventional	 type	 clinical	 studies	 are	 difficult	 to	
perform	
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Best	 time	 to	
apply	 and	 time	
window	

Anytime	during	the	drug	development	

Expert	tips	 PROs:		

• Reduction	of	medical	development	costs	

• Reduced	time	necessary	for	clinical	development	

	

CONs:	N/A	

	

	

	


