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Case	Study	1

• You	are	studying	the	gene	mutations	in	the	NF1	gene	in	the	
hope	of	establishing	genotype-phenotype	correlations.	One	of	
the	participants	in	the	study	contacts	her	physician	to	see	if	
her	mutation	has	been	identified.	She	has	just	learned	that	
she	is	pregnant	and	she	is	interested	in	having	prenatal	
diagnosis	to	determine	if	the	fetus	will	be	affected	by	this	
autosomal	dominant	disorder.	You	check	your	records	and	
find	that	the	mutation	was	indeed	found	and	is	a	stop	
mutation	that	leads	to	premature	termination	of	translation	
of	the	NF1	gene	product.



Case	Study	2

• You	are	studying	the	impact	of	genes	involved	in	the	etiology	
of	colon	cancer.	In	one	person	with	nonpolyposis	colon	cancer	
a	missense	mutation	is	found	in	one	of	the	mismatch	repair	
genes.	The	mutation	has	never	been	seen	before,	either	in	the	
general	population	or	in	affected	individuals.	The	study	
participant	has	two	siblings	who	are	interested	in	being	
tested,	and	he	therefore	requests	that	the	laboratory	provide	
such	testing,	since	no	commercial	laboratory	is	so	far	
prepared	to	offer	testing	for	this	particular	gene.



Case	Study	3

• You	are	conducting	a	study	in	which	participants	are	asked	to	
provide	family	history	of	depression.	Blood	samples	are	also	
requested	from	relatives.	One	relative	is	approached	and	
expresses	anger	at	having	his	diagnosis	revealed.	He	refuses	
to	give	a	blood	sample,	and	requests	that	information	about	
him	be	removed	from	the	study.



Case	Study	4

• You	are	involved	in	a	study	of	a	native	American	tribe	known	
to	have	a	high	incidence	of	type	2	diabetes.	You	gain	their	
consent	to	do	a	genetic	study	intended	to	identify	possible	
contributors	to	that	risk.	You	learn	that	there	is	also	a	high	
frequency	of	alcoholism	in	the	tribe	and	now	wish	to	conduct	
a	study	seeking	genetic	association	with	this	trait.



Case	Study	5

• You	are	conducting	a	whole	exome	sequencing	project	aimed	
at	identification	of	a	gene	associated	with	a	rare	phenotype	in	
a	young	child.	In	the	course	of	data	analysis,	you	discover	that	
the	child	is	a	carrier	for	cystic	fibrosis	and	also	is	heterozygous	
for	a	stop	mutation	in	the	BRCA1	gene.



Clinical/Research Genomics

• Informed	consent
• Confidentiality	and	
Privacy

• Patient	autonomy
• Testing	of	minors
• Duty	to	warn
• Incidental	findings
• Variant	results

BIG	Issues: Other	Considerations:
• Genetic	discrimination
• Potential	psychological	
harm

• Ultimate	benefit



Informed	Consent

• The	process	by	which	the	treating	health	care	
provider	discloses	appropriate	information	to	a	
competent	patient	so	that	the	patient	may	make	a	
voluntary	choice	to	accept	or	refuse	treatment.	
(Appelbaum,	2007)
• Competence- the	capacity	to	make	a	rational	choice
• Information- amount	and	accuracy	
• Understanding- barriers	include	fear,	denial,	sickness,	level	

of	education,	language
• Voluntariness



Informed	Consent

• Specific	risks,	benefits	
and	limitations	of	
testing

• Incidental	findings
• May	not	be	required	by	
the	testing	laboratory

• Research	opportunities	
with	clinical	testing	
laboratories

Clinical: Research:
• Increasingly	complex
• Future	research
• Disclosure	of	and	
replication	of	results

• Narrow,	broad,	and	
tiered	consent



UAB	Informed	Consent	Form

• Purpose	of	the	Research
• Explanation	of	Procedures
• Incidental	Findings
• ACMG	

• Risks	and	Discomforts
• Incidental	Findings
• Psychological	impact
• Consanguinity/non-paternity

• Benefits
• Alternatives

• Confidentiality
• GINA

• Voluntary	Participation	and	
Withdrawal

• Cost	of	Participation
• Payment	for	Participation	in	

Research
• Significant	New	Findings
• Questions
• Legal	Rights



Thank	you!	Questions?

• ashleycannon@uabmc.
edu

• Dr.	Korf
• Dana	Hollenbeck

Acknowledgements Resources:
• Genetic	discrimination
• Potential	psychological	
harm

• Ultimate	benefit



Thank	you!

• ashleycannon@uabmc.edu
• Acknowledgements
• Dr.	Korf- case	studies
• Dana	Hollenbeck-consent	slide	information

• Helpful	resource:	American	College	of	Medical	
Genetics	and	Genomics, ACMG	Recommendations	
for	Reporting	of	Incidental	Findings	in	Clinical	Exome	
and	Genome	Sequencing, available	
at <http://www.acmg.net/docs/ACMG_Releases_Highly-
Anticipated_Recommendations_on_Incidental_Findings_in_Clinical_Exom
e_and_Genome_Sequencing.pdf>


