 SEQ CHAPTER \h \r 1Comments from Case 3:  6th GFBR, Blantyre, Malawi.

1. Discuss the ethics of this prevalence study.
a. One group thought the study was ethical because baseline data are needed in order to design the right type of intervention for the community.  

b. Specifically, the magnitude of the problem must be identified, and the specific types of neonatal morbidities most likely to not receive care must be documented.

c. Other groups thought the prevalence study, as designed, was unethical, since VHWs (other than referring to care) do not intervene, they merely observe.

d. One suggestion was to make the prevalence study shorter, to minimize the time of observation and move more quickly into provision of interventions.

e. While some argue that the study is not itself creating or imposing the risk, there is the risk of omission brought on by inaction or delay, particularly important given the significance of mortality in this population.

f. Related, harm was foreseeable.  The passive offer to take children to the hospital with NGO ambulance services should have been more forceful.

2. What other approaches might have been used?
a. Could the Demographic Health Survey (DHS), a public health surveillance tool used globally, be used to document the extent of neonatal mortality and, where data exist, by indication?

b. Could retrospective studies, including the use of verbal autopsies, negate the need for a prevalence study?

c. Could the study be redesigned to have morbidity as the final outcome, and not death?  VHWs would document incidence of various conditions and whether or not families planned to seek other care.  They would then intervene with families with very sick children who were not planning to take the children to care themselves.  

d. Response: Record keeping has proved inadequate through DHS for the level of specificity desired in this study.  Further, verbal autopsies often are flawed by significant recall bias, whereby families where a child died are significantly more likely to recall they were told their baby was sick and/or that the baby should receive care than are families where a referral actually was made but the child recovered fine.  

e. Counterresponse: indeed, the level of specificity would be sacrificed, but this is acceptable given the risk of death in the setting.

f. A conversation also emerged during the larger discussion of this case about the ethics of conducting the DHS and other public health surveillance when, again, data are collected without interventions being provided in response.

3. Are obligations different if study is conducted by local country researchers rather than in collaboration with wealthier country researchers?
a. Most groups thought it did not matter who the researchers were, although those who thought the study was unethical said it would be even worse if wealthy country researchers did not intervene.  

4. Adequacy of consent?
a. All groups voiced that individual consent should be sought from mothers and not just community consent.

b. One group raised whether the VHW is the right person to conduct consent, given her health care provision role and her being from the community; could women say no to her?  Would everyone understand her double role?

5. Ethics of intervention study, as currently designed
a. In parallel to responses above, those who thought the prevalence study was ethical generally thought the intervention study was ethical as well; those who thought the prevalence study was unethical (due to the need to intervene and prevent neonatal mortality) had the same concern with having control groups for the field trial.

b. Some groups were so convinced that the intervention would be effective, even though not precisely ever tested in current format, that they thought no equipoise existed, and thought no reasonable IRB would approve it.  

c. There was debate about the degree to which the prevalence study might serve as historical control data, if indeed the prevalence study were conducted, thus negating the need for a control arm.

d. Another suggestion, critiquing the science rather than the ethics, was that the 39 villages should be split to intervention/control arms, rather than putting all of them in the intervention group, in case there is any carry over effect of having been in the prevalence study.

6. Ethics of replicating the intervention study in another country:
a. If background disease status or health system is notably different, then need to replicate.

b. Also, how much evidence is required to change global policy? To change policy on a national level?  Would a health minister trust data from another country or continent and just from one study?  How often is global policy altered from the results of one field trial?

c. Suggestion was made that follow up studies should have a different focus: e.g., be economic studies and/or operations research.  Alternatively, the intervention might be changed, ways of integrated the NGO intervention more into the existing health system might be evaluated; effectiveness might vary with the degree of antibiotic resistance in the local community.

