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Disclaimer

• The views expressed in this talk are my 
own. They do not represent the position or 
policy or the NIH, DHHS, or US 
government.

2



Question for today

• What are researchers’ and sponsors’ 
obligations in international collaborative 
research?
– Sponsored by high-income country (HIC) 

institutions
– Carried out in low- and middle-income 

countries (LMICs) with limited resources
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Mother-Offspring Malaria Study 

• NIH-sponsored study in Tanzania
• Learn about malaria infection in early life
• Frequent clinical visits and blood draws 

from pregnancy or birth to 5 yrs 
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Mother-Offspring Malaria Study 

• Participants treated for malaria 
• Also receive prophylaxis for HIV-related 

infections and referral to hospice care in 
case of serious HIV-related illness
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1) What are key ethical challenges raised by 
international collaborative research, such as 

the Mother-Offspring Malaria Study?
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Key challenges

1) Cultural differences
2) Power differentials
3) Background injustices
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Key ethical questions

1) Cultural differences: informed consent, 
community engagement

2) Power differentials: collaborative 
partnership, independent review, informed 
consent

3) Background injustices: responsiveness of 
research, standards of care, ancillary care 
obligations, post-study obligations
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Short-course AZT trials

• Pregnant people who live with HIV transmit 
the disease to 15-45% of their newborns 

• 076 AZT regimen lowers transmission to <5%
• But 076 could not be implemented in many 

LMICs because of high costs and insufficient 
healthcare infrastructure
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Short-course AZT trials

• Researchers wanted to develop a “short 
course” AZT regimen that could be 
implemented in LMICs

• Expected to be inferior to 076 
• Comparison with 076 was not expected to 

produce meaningful results, so tested 
against placebo
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Ethical controversy

11



Ethical controversy
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Ethical controversy
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Key ethical concerns

• Researchers should provide the control 
group with the global best standard of care 
(unless the costs are excessive)
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Key ethical concerns

• Researchers should provide the control 
group with the global best standard of care 
(unless the costs are excessive)
– Beneficence, non-instrumentalization
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Key ethical concerns

• Researchers should provide the control 
group with the global best standard of care 
(unless the costs are excessive)
– Beneficence, non-instrumentalization
– Universal ethical standard
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(Declaration of Helsinki 1996)



Declaration of Helsinki

• a
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(Declaration of Helsinki 2013)



1) Is it permissible to provide less than the 
global best standard of care?

2) If so, under what conditions? 
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The “no loss” view

• It is permissible to provide less than the 
global best standard of care if participants 
are not deprived of treatment that they 
would otherwise receive

• Implies that researchers may provide the 
de facto local standard of care
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Critique of “no loss” view

• The de facto local standard of care may 
not be acceptable
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(Lurie & Wolfe 1997)



The “appropriate local care” view  

• It is permissible to provide less than the 
global best standard of care if participants 
are not deprived of treatment that they 
should otherwise receive 

• Implies that researchers should provide 
the de jure local standard of care
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Critique of “appropriate local care”

• The de jure standard of care is difficult to 
define
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Defining appropriate local care 

“standard [of care] 
that the country 
endeavours to 
provide nationally”
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(Nuffield Council 1999)



Defining appropriate local care 

“highest level of care 
attainable in the host 
country”
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(UNAIDS 2000)



Defining appropriate local care

• A fair priority-setting process on the path 
to universal health coverage should define 
appropriate local care 

• Where such a process does not exist, it 
should serve as an ideal to determine 
what appropriate local care might be
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Applied to AZT trials

• Few LMICs (and few HICs…) in 1990s 
had a fair priority-setting process

• But the 076 AZT regimen cost more than 
10x the healthcare budget per person and 
year in many LMICs

• Unlikely that LMICs would have included 
076 in their basic healthcare packages, 
hence unlikely the de jure standard of care

26



Critique of “appropriate local care”

• The de jure standard of care is difficult to 
define

• The de jure standard of care view is not 
sufficient to justify providing less than the 
global best standard of care: there must 
also be a positive justification for testing 
against a lower standard of care
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The “responsiveness” view

• It is permissible to provide less than the 
global best standard of care if 

1) the research is responsive to local health 
needs; and

2) it is scientifically necessary to test against 
a lower standard of care; and

3) the local standard of care is not undercut   
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The “responsiveness” view
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Applied to AZT trials

• Trials were responsive to local health needs
– Aimed to develop short-course 076 regimen   

that would be feasible to implement in LMICs
– Answered key question for local policy-makers: 

Is a short course better than nothing? By how 
much? Is it worth investing scarce resources?

• Placebo control was scientifically necessary 
given variable perinatal HIV transmission
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Critique of “responsiveness” view 

• It is not scientifically necessary to test 
against a lower standard of care

• Researchers should test study interventions 
against the global best standard of care and 
use historical data to establish superiority to 
the local standard of care
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Applied to AZT trials

• Researchers should minimize risks to 
participants by using historical controls 
where this is scientifically sound

• However, given variable perinatal HIV 
transmission, historical controls would have 
raised scientific concerns in the AZT trials

32



Critique of “responsiveness” view

• Research is not responsive to local health 
needs when it develops interventions that 
are expected to be inferior to the global 
best standard of care

• Researchers should test study interventions 
against the global best standard of care in 
order to establish non-inferiority to, or 
equivalence with, the global best standard
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Critique of “responsiveness” view
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Applied to AZT trials

• Researchers should strive to develop 
interventions for LMICs that are equivalent 
to or better than those available in HICs

• But if this is not feasible, developing 
“second-best” interventions can be key to 
improving health and/or saving lives in 
LMICs
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Critique of “responsiveness” view

• Developing simpler, cheaper and inferior 
interventions is not the right approach to 
improving health in LMICs 

• Instead, we should work on lowering drug 
prices, invest in health infrastructure in 
LMICs, develop more equitable ways of 
incentivizing innovation etc.
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Critique of “responsiveness” view
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Applied to AZT trials

• We should work to improve health in LMICs 
beyond conducting research 

• But developing new interventions for LMICs 
(including ones that are “second-best”) can 
be key to improving health and/or saving 
lives in LMICs in the short term

• Research and non-research activities to 
improve health in LMICs can go in tandem
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Conclusions

• The standard of care debate reveals 
fundamental disagreements about 
researchers’ obligations of beneficence 
towards participants and the social and 
scientific value of research

• Note these disagreements can be relevant 
beyond the ethics of international 
collaborative research
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Conclusions

• The de facto standard of care in 
international collaborative research is not 
defensible 

• The de jure standard of care is preferable
• However, the de jure standard of care is 

difficult to define and not sufficient to 
justify providing less than the global best 
standard of care
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Conclusions

• The de jure standard of care should form 
part of the responsiveness view on 
international collaborative research, with 
two qualifications:
– Should engage communities given need to 

evaluate local research priorities
– Can be appropriate to withhold de jure 

standard of care depending on risks to 
participants involved
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Modified responsiveness view

• It is permissible to provide less than the 
global best standard of care if:

1) the research is responsive to local health 
needs; and

2) it is scientifically necessary to test against 
a lower standard of care; and 

3) participants receive (as a default) the de 
jure local standard of care
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Over to Dr. Millum!

• The responsiveness view may not be the 
only way to justify providing less than the 
global best standard of care

• This might also be justifiable when the 
research is not responsive to local health 
needs, but host communities receive a fair 
level of other benefits (e.g., investments in 
healthcare infrastructure)
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