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Terminology:
"Possible benefits" is the mirror image of "possible harms";




[no word] = 'possible benefits' times 'probability that benefits will occur'

Hypothetical research project with its background information.  Recent research proved that screening populations for early schizophrenia (with subsequent early diagnosis and treatment) led to better outcomes for people with schizophrenia.  Other research narrowed the probable gene[s] causing schizophrenia to three different loci.  One research result showed that PCB exposure among siblings of schizophrenic people was associated with a higher risk to develop schizophrenia, i.e., there was an environment-gene interaction.  One other research result showed that being more traditional in Native culture, and having a higher percentage of Native ancestry, was associated with lower risk to develop schizophrenia.  The research project involves a large Indian reservation with a rate of schizophrenia apparently several-fold higher than in any other reservation or in the general population.  It is isolated, but has nearby a toxic waste dump with PCB.  The research hypotheses are that:

 1
the prevalence rate of schizophrenia (as found by careful mental health screening of the population) is indeed higher;

 2
personal PCB exposure is associated with development of schizophrenia;

 3
the prevalence of schizophrenia-associated variants of at least one of the three suspected genes differ from the prevalence in the general Canadian population;

 4
that, within the reservation, people scoring as more traditional on a traditionality questionnaire have lower rates of schizophrenia than those scoring less traditional; and

 5
that, within the reservation, people with a higher percentage of Native ancestry have lower rates of schizophrenia than those with a lower percentage.

Research methods include:  qualitative ethnography; pedigree mapping (to estimate degree of Native ancestry); a quantitative survey of traditional beliefs; mental health screening questionnaires (to diagnose untreated schizophrenia, and to assess possible confounding factors [e.g., alcoholism]);  and blood draws for PCB, other environmental toxins, variants of the three suspected schizophrenia genes, and genetic markers of Native ancestry.  Specimens will be stored for future genetic and environment tests not yet developed.

In complex genetic research, such as the protocol above or similar protocols, what are:

A
Possible benefits to individuals?

B
Possible benefits to families?

C
Possible benefits to special or vulnerable populations --


 o
minority, non-western, or discriminated-against communities (e.g., American Indian or Alaska Native, Canadian First Nations or Inuit, Amish, African American, Hispanic or Latino, people with HIV/AIDS, etc. groups), or


 o
disease-defined groups (e.g., families with pseudoxanthoma elasticum [PXE])?

Please list what you think are the possible benefits, before you go further.
Listed below are actual benefits that have in fact occurred with 1 or more protocols.
Key to numbers:

 1
= "Possible benefit" usually expressed by researchers and bioethicists


= often appreciated as well by people affected by genetic-related disease

2-5
= benefit from the viewpoint of the individual, family, or community

 2
= a theoretic benefit, but apparently not observed or documented yet


= "Tentatively possible benefit"

 3
= has been observed in genetic and other advocacy groups, not yet fully in tribes or in other Native or ethnic groups


= "Possible benefit" seen in advocacy responses to the genetic disease or research

 4
= has been observed in tribes, or in other Native or ethnic groups


= "Possible benefit" seen in tribal responses to the genetic disease or research

 5
= has been observed both in genetic and other advocacy groups and in tribes and in other Native or ethnic groups


= "Possible benefit" seen in advocacy group and tribal responses to the genetic disease or research

Key "3" has been seen in the experience of advocacy groups, primarily in community-based, community-driven, participatory research.  They include:  the Genetic Alliance and its member organizations, PXE, National Action Plan for Breast Cancer, National Breast Care Coalition.
Possible benefits to individuals?
 1
learn one does not have a disease-inducing genetic variant


- reduce anxiety and uncertainty

 1
Primary Prevention (identify antecedent factors causing disease, when factors are still modifiable and disease preventable -- "predisposition genetic testing")

 1
Secondary Prevention by early diagnosis (identify early asymptomatic disease, when it is still modifiable and complications preventable -- "presymptomatic genetic testing")

 1
Tertiary Prevention by correct diagnosis of symptomatic genetic disease

 1
in randomized clinical trials (RCTs), get an effective intervention


- benefit primarily if intervention is effective!

- for control, get effective intervention at end of RCT

 1
(INDIRECT) contribute to knowledge to help:


- the future family,


- the future community,


- the future self [possible, but less likely]

 1
(INDIRECT) contribute to knowledge in general

 2
external respect?


- "other's image"?

 3
internal self-respect, "self-esteem"


- pride of resiliency


- reinforce pride of individual's membership in the resilient group

 3
the family or group can help foster "return-to-health" changes by the individual

Most possible near-term benefits:  individual resiliency  =  the individual's ...


positive response to the adversity of disease or of stigmatization ('bend and bounce back; do not break')--"physical-psychological individual health and self-mastery"
Possible benefits to families?
 1
learn the family does not have a disease-inducing genetic variant


- reduce anxiety and uncertainty

 1
Primary Prevention of some familial genetic diseases

 1
Secondary Prevention of some familial genetic diseases

 1
Tertiary Prevention of some familial genetic diseases

 1
in RCTs, get an effective intervention for some familial diseases


- benefit primarily if intervention is effective!
 1
(INDIRECT) contribute to knowledge to help:


- future family,


- future community

 1
(INDIRECT) contribute to knowledge in general

 3
external respect of the family


- "other's image" of the family

 3
overcoming external genetic determinism


- resiliency of family--"In spite of your genetics,..."

 3
overcoming internal self-genetic-determinism


- resiliency of family--"In spite of our genetics,..."

 3
improved family dynamics


- family members closer in mutual support

 3
when the family recruits participants, improved family dynamics


- promote intra-family cohesion and cooperation


- mobilize the family to realize potential benefits from the research


- protect the family from potential harms from the research?

 3
internal self-respect, "self-esteem" of the family


- reinforce pride for in the resilient family


- reinforce pride of family's membership in the resilient group

Most possible near-term benefits:  family resiliency  =  the family's ...


positive response to the adversity of disease or of stigmatization--"physical-psychological family health and self-mastery"
Possible benefits to communities, by original project & subsequent research with specimens?

 1
Primary Prevention of some community genetic diseases

 1
Secondary Prevention of some community genetic diseases

 1
Tertiary Prevention of some community genetic diseases

 1
in RCTs, get an effective intervention for some community-specific diseases


- benefit primarily if intervention is effective!
 1
(INDIRECT) contribute to knowledge to help the future community

 1
(INDIRECT) contribute to knowledge in general

 3
external respect of the community


- "other's image" of the community

 3
overcoming external genetic determinism


- resiliency of community--"In spite of (or--'In response to') genetics,..."


- i.e., the response of activism to the threat of the disease or research

 3
overcoming internal self-genetic-determinism


- resiliency of community--"In spite of (response to) genetics,..."


- i.e., the response of activism to the threat of the disease or research

 3
improved community dynamics


- community and advocacy group  members become closer in mutual support


- people affected in isolation become an advocacy community

 3
when the community recruits participants, improved community dynamics


- promote intra-community cohesion and cooperation


- protect the community from potential harms from the research


- mobilize the community to realize potential benefits from the research

 3
the community's values are incorporate in the research itself


- teenagers' want researchers to report to parents or authorities when they are in danger

 3
actively fight genetic racism, genetic stigmatization, genetic discrimination

 3
"buy-in" by the community


- help set the research agenda, obtain funding, promote researcher cooperation


- help recruit participants

 3
increased efficiency and relevance of research to fighting the genetic disease

 3
"dignitary benefits"--reinforce a community's respect and control

 3
internal self-respect, "self-esteem" of the community


- reinforce pride in the resilient community

 4
results reinforce the community's understanding of "Who we are"


- e.g., genetic descendancy matches community's history


- Only if research results match what are hoped for!
 4
added information for the community about "all their relations"


- e.g., pride of meeting related tribes several thousand miles away

3,5
research team establish clinics, or provide increased care, or help establish intervention programs (for the specific conditions studied, or for general care)

3,5
use genetic epidemiology results for health planning and for advocacy for resources

3,?5
increased positive attitudes toward genetics and genetic research


- for most tribes, however, positive attitudes toward one researcher and research project seldom replace general distrust or generalize to other researchers or to future research; rather, trust must be earned by each researcher and project

Most possible near-term benefits:  community resiliency  =  the community's ...


positive response to the adversity of disease or of stigmatization--"physical-psychological community health and self-mastery"
How many people know all those possible benefits, that have actually occurred to individuals, families, and communities?
In our experience:  Most researchers, Institutional Review Boards (IRBs) or Research Ethics Boards (REBs), and ethicists -- including both of us -- may not know

  A
some possible benefits to individuals, and

  B
some possible benefits to families, and

  C
many possible benefits to specific "vulnerable" or non-"mainstream" ethnic communities, or to genetic advocacy groups/communities,

unless and until we-and-they listen for possible benefits with individuals, families, and communities already affected or to be involved, and gently ask about them.

How many people know how to maximize all those possible benefits to individuals, families, and communities?
In our experience:  Most researchers, IRBs or REBs, and ethicists --  including both of us -- may not know some useful ways to maximize benefits to individuals, families, and communities ...

unless and until we-and-they listen for possible ways with individuals, families, and communities already affected or to be involved to, and gently ask about the ways.

Note 1:  The implications of "possible benefits" are different than those for "possible harms" for 2 reasons:  the priority for avoiding harms; and how benefits to the group are achieved.

The priority for harms before benefits.  For many reasons, especially the history of bad outcomes from their interactions with the US society and government, many tribes have an underlying distrust toward research.  That is, many tribes are often more concerned about minimizing possible harms than about maximizing possible benefits.  Focussing on potential benefits first, therefore, may be less credible for many tribes than focussing on:

 1
first, assuring little or no harm to them; and

 2
second, promoting their cultural and physical survival.

Achieving the near-term group benefits through the community's resiliency.  Most possible benefits from genetic research are in the long term (i.e., distant future), or are indirect (i.e., contribute to knowledge).  The few possible near-term benefits, in current time, primarily pertain to group resiliency--that is, how the group responds to adversity.  Note that "adversity" is not something the community has voluntarily chosen for itself, and usually is not desirable.  Rather, the adversity is usually either a disease, or stigmatization.  Because the potential benefits by the resiliency of the community are not inherent in the research, we recommend that researchers should not initiate discussion about those potential benefits; researchers, rather, should respond to community-initiated discussion, and should offer to assist the community to promote and develop its own resiliency.

Note 2:  Few, if any, tribes have experienced benefits of genetic research similar in quality and quantity to those experienced by advocacy groups.  The most important characteristic that would promote those benefits to tribes or groups (and thus to family and individual members of the tribes or groups) is that the research be community-based, community-driven, participatory research.  The immediate task on the ethical and research agendas is to convert type key "3" (potential benefits) to key "5" (actualized benefits) for tribes.
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