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body of commentary has 4 evolved in the last several ..!, _ ' ., years suggesting that 
germ-line genetics research-that 
is, genetic alterations capable of 
being passed from parents to prog- 
eny-poses more than minimal 
risk to identifiable human sub- 
jects. The Office for Protection 
from Research Hisks, for example, 
stated in 1993 that uncertain, 
probabilistic genetic information 
"can provoke anxiety and confu- 
sion, damage familial relation- 
ships, and con~promise the sub- 
jects' insurability and employment 
opportunities. . . The fact that ge- 
netic studies are often limited to 
the collection of family history in- 
formation and blood drawing 
should not, therefore, automatical- 
ly classify then1 as 'minimal risk' 
studies qualifying for expedited re- 
view."l Likewise, if such studies 
are not "minimal risk," they do not 
qualify for alteration or waiver of 
requirements for fully informed 
consent (45 CFR 46.1 l6(d)). 

Several commentators have 
reached similar conclusions, call- 
ing for more stringent regulation 
of the storage of human tissues 
and detailed informed consent of 
persons whose tissues are used in 
r e ~ e a r c h . ~ - ~  Various genetics and 
pathology societies have likewise 
weighed in, specifying that de- 
tailed informed consent should be 
seaured prior to the use of identifi- 
able tissues in genetics r e ~ e a l c h . ~ . ~  
The potential for generating infor- 
mation of diagnostic significance 
that aould threaten stigmatization 
or discrimination warrants what 
has been termed an "extended in- 
formed consent."g 

This body of commentary aug- 
Wats that the risks of genetics re- 
warah may be more than "mini- 
mal." This view was reinforced in 
a recent survey of subscribers to 
the "mow-bioethics" and "mew- 
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IRB" discussion lists maintained 
a t  the Medical College of Wiscon- 
sin.1° This study of a convenience 
sample found that a majority of 
self-selected respondents 151 of 65 
[71%]) believed the risk of storage 
of blood for use in future studies of 
the role of germ-line genetic muta- 
tion in causing disease is greater 
than "minimal." Higher risk judg- 
ments were strongly associated 
with respondents' concerns about 
suhject identifiability and per- 
ceived harms that could result 
from use or misuse of the i~forma-  
tion generated by such studies, in- 
cluding stigmatization, insurer or 
employer discrimination, breach of 
confidentiality, and discovery of 
unwanted and uncertain informa- 
tion about future disease risks. 

What is it about germ-line ge- 
netics research that leads many to 
believe it poses more than minimal 
risk to people? "Minimal risk 
means that the probability and 
magnitude of harm or discomfort 
anticipated in the research are not 
greater in and of themselves than 
those ordinarily encountered in 
daily life or during the perfor- 
mance of routine physical or psy- 
chological examinations or tests" 
(35 CFR 46.102(i)). Clearly, infor- 
mation of a genetic nature may be 
generated in routine medical 
exams, communicated to patients, 
and documented in the medical 
record. A fanlily history can pro- 
vide quite diagnostic information 
from which risks having genetic 
causes can be inferred, and insur- 
ers historically have used such in- 
formation for risk stratification. 
Further, the number of tests for 
germ-line genetic mutation being 
used in clinical medicine is grow- 
ing rapidly as new disease-associ- 
ated genes are identified. Why, 
then, is there special concern 
about genetics research? 

Clinical genetic information 
may be distinguished from that re- 
sulting from research. Research 
results are much more uncertain 
than information produced by 
medical technologies that have 
made it into alinical care. Results 

may be ambiguous or may fail to 
be validated, and hasty clinical use 
can lead to unnecessary psycholog- 
ical distress, possible socioeconom- 
ic harms, and unproved use of 
medication or surgery in an at- 
tempt to mitigate perceived risks.ll 
This led the National Advisory 
Council for Human Genome Re- 
search to suggest that all genetics 
tests should be used solely in re- 
search protocols, because much re- 
mains unknown about the preva- 
lence or penetrance of different 
mutations or about multifactorial 
(multigenic or environmental) 
causes of disease.12 

Further, clinical care is predi- 
cated upon a patient-physician re- 
lationship. Patients expect that in- 
formation and medical technolo- 
gies will be utilized in their best 
interest by the physician into 
whose care they entrust them- 
selves. Research, on the other 
hand, is performed primarily to 
contribute to generalizable knowl- 
edge. Of course, certain types of - -- . -- 

research have clinical characteris- 
tics, involving an  intervention or 
procedure that holds out the possi- 
bility of direct therapeutic benefit 
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to an  individual subject. Arguably, 
research using human tissues also 
takes on a clinical aspect when in- 
dividuals are identifiable.13 be- 
cause there will be pressure to use 
or communicate information of 
perceived clinical relevance to sub- 
jects or their physicians16 (even 
when such use is proscribed be- 
cause the lab is not CLIA ap- 
proved) (42 USC 263a). 

The emerging standard of care 
in clinical molecular genetics is to 
counsel patients before testing 
about the nature, clinical meaning, 
uncertainties, and likely ramifica- 
tions of possible test results.11~16 
This permits patients to protect 
themselves by asserting a "right 
not to know" and forgoing testing, 
by undergoing tests anonymously 
to ensure the secrecy of the test re- 
sults, or by only undergoing tests 
within a clinical study that can 
offer greater assurance of confi- 
dentiality. Genetic testing is thus 
seen as justifying an "enhanced 
autonomy" approach to clinical de- 
cision-making and informed con- 
sent, perhaps because the relative 



role of the physician is diminished. 
While genetic information may be 
generated in a medical examina- 
tion, it is not clear that molecular 
testing is yet "routine," and, to the 
extent molecular testing is being 
used in clinical care, it appears 
that special safeguards are being 
adopted to enable patients to pro- 
tect t h e m ~ e l v e s . ~ ' ~ ~ ~  

Thus, it is reasonable to con- 
clude that germ-line genetics re- 
search does present more than 
"minimal risk" to identifiable sub- 
jects, absent special safeguards to 
reduce the risks. Special concerns 
have been raised because identifi- 
able tissues and DNA can be re- 
trieved and used by researchers 
with little or no interaction with or 
knowledge of individuals (or fami- 
ly members similarly affected by 
information developed in re- 
search). These individuals may not 
even be ill, and it is clear that no 
clinical relationship need exist be- 
fore research is performed. Thus, 

- . tissue research threatens to under- 

8 
mine the enhanced protections- 
prior informed consent, the right 
not to know, and the right to ab- 

- -- -. solutely refuse testing-developed 
in the clinic. 

This analysis suggests that use 
of tissues in germ-line genetics re- 
search should only be performed 
with tissues that have been de- 
linked from all identlfylng codes or 
information, or that detailed in- 
formed consent should be secured 
from individuals about whom ge- 
netic information developed in re- 
search would apply. Potential sub- 
jects should be given detailed in- 
formation about the purpose of the 

, : lthough Research Consul- 
_ , tant's Review Committee 

(RCRC), a central TRB, 
reviews only studies regulated by 
the FDA, the documents on the fol- 
lowing page could be used in re- 

research, possible risks and bene- 
fits, and the likely results and un- 
certainties, and they should be 
provided with meaningful choices 
about the maintenance of links 
with their identity and ahout the 
comnlunication of results. Waiver 
or modification of informed con- 
sent, or proceeding with germ-line 
genetics studies with identifiable 
tissues under a general consent for 
r e s e a r ~ h , ~  should not be permit- 
ted, and protocols involving such 
study should not be given expedit- 
ed review. 
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As the administrator of RCRC 
and a participant in  a Phase I 
research project, I discovered 
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plays in a clinical study. As a re- 
sult of my experience, I devel- 
oped an information sheet enti- 
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Their Role in Protecting Subject 
Rights." The IRB members were 
interested in hearing about my 
experience and reviewed the in- 
formation sheet. I t  has since he. 
come our policy to incorporate 
this document along with the 
Subjects' Bill of Rights as  part of 
the approved informed consent. 
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