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the vision 
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Bring	a	na9onal	program	to	the	hemophilia	community	that:	
	
	
	
	

•  Offers	free	genotyping	to	people	with	hemophilia	and	their	families	

•  May	help	improve	hemophilia	care	by	increasing	understanding	of	the	
disorder	today	

•  Builds	a	founda6on	for	the	scien6fic	breakthroughs	of	tomorrow	



patient	&	
community	
education	

healthcare	provider	
education;	collects	&	
protects	genetic	data;	
manages		ATHNdataset;	
manages	Research	
Review	CommiSee	

scientific	collaboration	&		
initiative	support	

genetic	testing	
&	analysis;	houses	
My	Life,	Our	Future	
Research	Repository	
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founding partners 



nearly 10k have said yes to progress! 
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Cumula6ve	Total	Enrollment	
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Total:	9,865	
Research	Repository:	8,119	

As	of	October	9,	2017	
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carrier program research enrollment goal = 2,000 

1,112	confirmed	carriers	
in	MLOF	Research	

Repository;	addi9onal	
awai9ng	confirma9on	

	
78	HTCs	approved	to	

enroll	carriers	
	

2,559	females		
genotyped	by	MLOF	–			

1,348	confirmed	
carriers,	756	pending	

As	of	October	9,	2017	
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hemophilia A participant variants 
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As	of	August	22,	2017	



hemophilia B participant variants 
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As	of	August	22,	2017	



…and	more	than	900	novel	variants	have	been	iden9fied	
through	My	Life,	Our	Future!	
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MLOF findings published in Blood Advances 
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MLOF Research Repository  
first application cycle 



international and diverse expertise: the MLOF Research 
Review Committee 
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David	Lillicrap,	MD,	PhD	
molecular	pathologist	

commiMee	chair	

Alex	Reiner,	MD	
gene9c	epidemiologist	

Jorge	DiPaolo,	MD	
US	hematologist	

Karl	Desch,	MD	
molecular	biologist	

Frits	Rosendaal,	MD	
EU	hematologist	

Craig	Muir	
non-physician	pa9ent	

representa9ve	

Michelle	Alabeck,	MS,	CGC	
gene9c	counselor	

Glenn	Pierce,	MD,	PhD	
research	scien9st	

Elizabeth	Hauser,	PhD	
molecular	epidemiologist	

gene9cist	



furthering scientific study: first application cycle 
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Applica6on	Process	 Review	Process	 HTCs	

•  First	applica9on	cycle	
opened	to	U.S.-based	
researchers	in	2017	

•  Scien9sts	and	researchers	
at	academic	ins9tu9ons	or	
drug	discovery	companies	
submiSed	scien9fic	
hypothesis-driven	
applica9ons	

•  Completed	by	an	
independent,	
mul9disciplinary	review	
commiSee	

•  All	applica9ons	underwent	
rigorous	evalua9on	to	
confirm	scien9fic	integrity	
of	project	

•  Important	in	the	transla9on	
of	research	findings	

•  Source	of	addi9onal	clinical	
data	needed	to	execute	
projects	



approved research projects 

•  During	first	applica9on	cycle,	seven	promising	projects	were	selected	by	the	
Research	Review	CommiSee		

•  Using	genotyping	data,	phenotypic	data,	and	specimens,	these	projects	will	explore	
ques9ons	related	to:	
–  Inhibitor	development	(severe	hemophilia	A,	severe	hemophilia	B,	both	severe	hemophilia	A	

and	B,	and	non-severe	hemophilia	A)	
–  Bleeding	(carriers,	and	hemophilia	A	and	B	without	inhibitors)	
–  Factor	VIII	clearance		
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Contact	MLOF@ATHN.org	to	learn	more	



details of approved research projects 
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Associa6on	Between	
F8	Muta6on	and	

Inhibitor	
Development	in	

Pa6ents	with	Non-
Severe	Hemophilia	A		

	
	
	
	
	
	

Dr.	Ming	Lim,	Medical	
University	of	South	

Carolina	

Gene6c	Burden	
Analysis,	Including	
Genes	Encoding	Fc	

Receptors	(FcRx)	and	
Cell	Surface	Proteins	
Which	Bind	Factor	

VIII	To	Iden6fy	Genes	
Associated	with	

Inhibitor	
Development	in	
Hemophilia	A	

	
Dr.	Tim	Harris,	
Biovera9v	

Therapeu9cs		

Gene6c,	Epigene6c	
and	An6body	
Signatures	of	

Hemophilic	Inhibitor	
Responses		

	
	
	
	
	
	

Dr.	Kathleen	PraS,	
Uniformed	Services	
University	of	Health	

Sciences		

Mathema6cal	
Immune	Model	for	
Predica6on	of	Factor	

VIII	Inhibitor	
Development	and	Its	
Impact	on	Clinical	

Outcome	of	
Treatment	for	
Hemophilia	A	

Pa6ents	
		

Dr.	Zuben	Suana	and	
Dr.	Hong	Yang,	

Center	for	Biologics	
Evalua9on	&	
Research,	FDA	



details of approved research projects (cont.) 
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Understanding	the	
Immunologic	and	

Bleeding	Phenotypic	
Varia6on	in	
Hemophilia	

	
	
	
	

Dr.	Rodney	Camire,	
Children’s	Hospital	of	

Philadelphia	

Study	of	Factors	
Associated	with	

Bleeding	in	Female	
Hemophilia	Carriers	

	
	
	
	

Dr.	Jill	Johnsen,	
Bloodworks	

Northwest	Research	
Ins9tute	

Precision	Medicine	to	
Advance	Care	for	
Persons	with	
Hemophilia:	

Pharmogenomics	
	
	
	
	
	

Dr.	Steven	Pipe,		
University	of	
Michigan		



the future of MLOF 



whole genome sequencing through 
TOPMed program 

•  Nearly	5,000	samples	in	the	MLOF	Research	Repository	will	undergo	whole	genome	
sequencing	(WGS)	through	TOPMed	
–  ~2,000	samples	sequenced;	~3,000	sent	to	Baylor	University	for	sequencing	

–  Obtaining	WGS	on	remaining	samples	in	the	MLOF	Research	Repository	depends	on	availability	
through	the	NHLBI	TOPMed	program	

•  Genomic	data	and	limited	phenotypic	data	will	be	accessible	to	qualified	scien9sts	
through	applica9on	to	NIH	for	access	in	dbGaP	

•  With	future	applica9on	to	the	MLOF	Research	Repository,	scien9sts	will	be	able	to	
link	samples	and	data	to	WGS	data	in	dbGaP	
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MLOF in 2017-2018, and beyond 

•  Primary	goals	have	been	exceeded	
–  Comple9on	of	carrier	enrollment	goal	an9cipated	by	end	of	2017	
–  Ongoing	program	enrollment	will	end	on	December	15,	2017	

•  Individuals’	samples	collected	through	December	2017	will	be	processed	in	2018,	and	genotype	results	
returned	to	HTCs	in	Q1-Q2			

•  Focus	of	program	is	shibing,	as	planned,	to	the	u9liza9on	of	the	MLOF	Research	
Repository	

•  MLOF	is	evalua9ng	longer-term	program	goals	and	funding	needs	to	sustain	and	
enhance	the	MLOF	Research	Repository	
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questions? 
thank you! 


