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




"risks" = 'possible harms' times 'probability that harms 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 harms to individuals?

B
Possible harms to families?

C
Possible harms 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 harms, before you go further.
Listed next are actual harms that have in fact occurred with one or more protocols.
Possible harms to individuals?
 o
insurability

 o
job discrimination

 o
misattributed paternity

 o
false positive--or false negative--diagnosis of individual or results

 o
altered feelings of self


- "survivor guilt" if test negative


- "fear-of-future" if test positive

 o
external stigmatization


- "other's image"

 o
internal self-stigmatization


- "self-image" of physical self



e.g., diagnosis of epilepsy


- "self-genetic-determinism"



e.g., "it is inevitable that ...."

 o
"dignitary harms" -- insult to a person's respect and control


- giving your specimen away or putting it in a repository, without your approval



e.g., Nuu-chah-nulth

Our impression:  the most frequent and most severe potential harm to individuals is ...


"psychological disruption"
Possible harms to families?
 o
insurability

 o
job discrimination [via insurance]

 o
misattributed paternity

 o
misattributed non-relationship


- adoption with later marriage of people who turn out to be close kin

 o
false positive--or false negative--diagnosis of a family member or results

 o
external stigmatization of members

 o
internal self-stigmatization of members

 o
external genetic determinism


- "You are doomed ...."

 o
internal self-genetic-determinism


- "Our family is doomed ...."

 o
altered family dynamics, e.g., cystic fibrosis


- distancing carrier sibs/members

 o
"dignitary harms" -- insult to a family's respect and control


- a researcher passes around one's specimen, or puts them in a repository, without permission

 o
when the family recruits participants, altered family dynamics


- intra-family coercion


- intra-family discord


- raise expectations that are not met--mobilize the family to get more benefit from the research than the research and researcher can give

Our impression:  the most frequent and most severe potential harm to families is ...


"family disruption"
Possible harms to communities, by original project & subsequent research with specimens?

 o
false positive--or false negative--diagnoses or results


- cultural misdiagnosis:  historical characterizations of traditional spiritual healers as 'schizophrenic'


- cultural misdiagnosis:  using a recent mental health survey of a poor non-western people, researchers overdiagnosed hallucinations due to the ways the people described their physical symptoms


- gender misdiagnosis:  historical characterizations of women and "hysteria"


- ethnic misdiagnosis:  research on "IQ" and "race"

 o
external genetic determinism / stigmatization of group


- "Ashkenazi Jews are prone to cancer [schizophrenia, .., etc.]"


- "American Indians and 'the gene for alcoholism' [diabetes, .., etc.]"

 o
internal self-genetic-determinism / self-stigmatization of group


- "We Jews are defective because our genes make us prone to cancer"


- "We American Indians are defective because our genes make us prone to alcoholism"

 o
other external, & internal self-stigmatization


- "[You] / [We] are unhealthy, sick."


- external stigmatization, e.g., "[All] Indian adolescents have high suicide rates" (based on a studies of a small number of communities)


- internal self-stigmatization, e.g., "Our Indian adolescents have high suicide rates" (believed by communities that actually have low rates, based on those studies)

 o
other genetic determinism, e.g., in/by public policy


- determining group membership by genes [a proposed Vermont state law; a tribe removed from its membership rolls people lacking the "Indian markers"]

 o
job discrimination against members

  @
- job discrimination by following public stereotypes about a community due to reports from research--for instance, research on glue sniffing among Canadian First Nations youth, studies comparing IQ of African Americans with white Americans


- NOTE:  not yet seen due to a genetic study

 o
promoting/permitting other discrimination/stigmatization by some people in the surrounding society


  - linking the tribe to socially undesirable situations [e.g., investigation of hantavirus or of an outbreak of congenital syphilis]

 o
violation or disruption of the tribe's values


- private knowledge made public in the anthropology study

 o
exacerbation of intra-community stresses or conflicts


- e.g., comparing "traditional" vs. "non-traditional" (or "acculturated" or "assimilated") as risk factors for health or for behavior-linked conditions

 o
results alter community, e.g., a community's religious understanding of "Who we are."

 o
dashed expectations--starting services that later are discontinued due to lack of funding

 o
dash trusted relationship--the researcher whom the tribe trusts leaves for a promotion at a distant university [the tribe's experience may be like an unwanted divorce]

@o
decreased political or social status in dominant society


- "Indians are immigrants just like us" [from an editorial]


- report the accuracy of tribal membership rolls by comparing the percent of Indian ancestry in detailed genealogies with that given in the rolls for each person

 o
"dignitary harms" -- insult to a community's respect and control


- recruiting urban-residing members of a Tribe to obtain specimens from that Tribe without Tribal permission (violating or disregarding a community's decision)


- a research has a public affair with a married person in the community (egregiously violating community norms and disrupting a family)

 o
weariness toward all research

 o
distrust toward all genetics and all genetic research

Our impression:  the most frequent and most severe potential harm to communities is ...


"community disruption"

(NOTE:  the disruption is usually at the stage of:


 o
publication and release of the research results; or


 o
secondary use of existing specimens)

@
The only harms that communities have actually experienced that might meet the description of harms that IRBs should not consider, in 45 CFR 46.111(a)(2):



The IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.

All other harms to communities listed here occurred shortly after the research short-term (and thus were not "long-range effects"), were not due to "applying knowledge gained," and did not concern "public policy."

How many people know all those possible harms, 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 -- have not known

  A
some harms to individuals, and

  B
some harms to families, and

  C
many harms to specific "vulnerable" or non-"mainstream" ethnic communities, ...

unless and until they listen to and discuss possible harms with individuals, families, and communities already affected or to be involved.

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

unless and until we-and-they listen to and discuss possible solutions with individuals, families, and communities already affected or to be involved.
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