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Objectives  

 

 

• Identify ethical issues with conduct of international research 

• Discuss the standard of care & standard of prevention in research 

• Discuss ethical obligation to access ancillary care in research 

• Mention briefly about post-trial access 

 



Outline  

 

• What do we mean by international collaborative research 

• Ethical challenges in collaborations 

• Particular challenges of clinical trials 
• Standard of care 

• Ancillary care 

• Post trial access 

• Conclusion 

 



Burden of disease differs dramatically by level of development 
and GDP 



Source: World Bank Report: A Decade of Development in Sub-Saharan African Science, Technology, Engineering & Mathematics Research 
http://documents.worldbank.org/curated/en/237371468204551128/pdf/910160WP0P126900disclose09026020140.pdf 

Most health research in low and middle income countries is collaborative research 
 
Bibliometric analysis of international versus intra-regional collaborations  
in the West African region (World Bank) 

http://documents.worldbank.org/curated/en/237371468204551128/pdf/910160WP0P126900disclose09026020140.pdf


Collaborative health research largely driven by external funders For example, external research funding 
in Nigeria: EC, EDCTP, MRC, Multi-funded, NIH, and Wellcome Trust  
(Source: https://worldreport.nih.gov/app/#!/) 

https://worldreport.nih.gov/app/


WHAT DO WE MEAN BY INTERNATIONAL 
COLLABORATIVE RESEARCH? 

 

 

• Usually refers to research that 
involves North-South or East-West 
collaboration: high income 
countries are funders and low and 
middle-income countries (LMIC) 
are collaborators or research sites 

• Usually does not refer to intra-
regional collaboration (e.g. within 
SSA context) 

 

 

• Collaborations can have diverse 
structures and goals 

• Vastly different levels of resources 
and infrastructure 

• Often decision-making held by 
funder/sponsor countries not 
partners 



Qualitative study of good and bad 
collaborations** 

 

Qualitative research study: 
22 interviews with research 
actors: PIs  (n=11), funders, 
network coordinators, clinical 
trial managers. 

 

Findings: criteria used by 
researchers in assessing 
quality of collaborations 

**Parker M Kingori P (2016) 
PLoS ONE 11(10):e0163579. 

 

 

• Cutting–edge interesting science 
• Effective leadership 
• Competence and commitment to good 

scientific practice 
• Capacity building 
• Respect for needs and interests of all 

partners 
• Opportunities for discussion and 

disagreement 
• Trust and confidence 
• Justice and fairness in collaboration 



Fairness, trust, and mutual respect** 

 

“There must be fair exchange, and 
each side must recognise the 
importance of the other, in order 
to build trust between them.  
However outstanding the 
performance levels of laboratories 
in the north may be, without the 
quality of the data collected in the 
south, nothing could be 
achieved.” 

 

“There’s a lot of trust that has 
built up over a long period of time 
and it’s not simply about the 
money that the [Funder] can 
throw at these things and no 
amount of money can build in the 
innate kind of synergies that need 
to coalesce to make for a fruitful 
collaboration.” 
**Parker M Kingori P (2016) PLoS ONE 
11(10):e0163579. 

 

 



Responsiveness to host country  needs and 
priorities 

 

Laudable goals 
• Research should be responsive to the 

needs of the host country & 
community 

• Research should not exploit host 
communities for the gain of other 
parties, e.g. external funders or other 
populations 

• Research on interventions (drugs, 
devices) that are too expensive or 
impractical in the host country may 
ultimately only benefit other 
stakeholders 
 

 

Responsiveness is a double edged 
sword 
• Applying the responsiveness 

standard can be difficult 
• Sometimes research offers training 

benefits, support to research site, 
capacity building—difficult to 
measure the value only strictly in 
terms of what product is tested 

• Sometimes a larger portfolio of 
research does yield direct benefits 
in the long run—products go off 
patent or spinoffs are developed 



Capacity building: part of fair partnership 

CIOMS guidelines: 
 
Health-related research often 
requires international collaboration 
and some communities lack the 
capacity to assess or ensure the 
scientific quality or ethical 
acceptability of health-related 
research proposed or carried out in 
their jurisdictions. Researchers and 
sponsors who plan to conduct 
research in these communities should 
contribute to capacity-building for 
research and review. 

 

For example: 
• research infrastructure building and 

strengthening research capacity 
• educating research and health-care 

personnel  
• engaging with the community from 

which research participants will be 
drawn  

• arranging for joint publication and 
data sharing  

• preparing a benefit-sharing 
agreement to distribute eventual 
economic gains from the research. 
 



Capacity building for research 

“Capacity building initiatives tend to 
be complex interventions and they 
can target different levels of the 
broader health research ecosystem, 
including at 

• The individual level through 
graduate or post graduate research 
and professional training for 
individual researchers 

*quotation from RAND report, IAVI capacity 
building activities in East Africa, 2015; 
https://www.rand.org/pubs/research_reports/RR1
147.html  

 

 

• The institutional level, through 
investments in scientific 
institutions providing essential 
infrastructure…. 

• The community level through 
engaging with local 
populations/specific communities 

• The policy level (national, regional 
and international) through 
collaboration and advocacy.” 

https://www.rand.org/pubs/research_reports/RR1147.html
https://www.rand.org/pubs/research_reports/RR1147.html


International collaborative clinical research 

 

• Clinical trials raise a number of 
complex concerns about study 
design, standard of care, post 
trial access, ancillary care, and 
other related issues 

 

• International ethical guidelines 
(Helsinki, CIOMS) set standards 
for addressing these issues; but 
in practice, all of these decisions 
are complicated by questions of 
best use of resources, fairness, 
scientific validity, and 
community interests 



Definition 

 

• Standard of care is defined as: 
oA diagnostic and treatment process that a clinician should follow 

for a certain type of patient, illness, or clinical circumstance.  
oThe level of care that the researchers are ready to provide to 

research participants during participation in research. 

 

Who defines the standard of care for research participants?  



Definition - 2 

 

• It has been used variously to refer to the general care and treatment 
that investigators agree to provide all participants in clinical research. 

• And more specifically to the quality of care that should be provided to 
people in the control arm of a randomised clinical trial – i.e. those 
that are not receiving the experimental intervention. 

 
 



Definition - 3 

 

 

• The standard of care is not limited to the treatment that 
would be provided to research participants while on the trial . 
This is inclusive. 

• Care standards also include all the other ancillary diagnostic 
techniques for identifying disease conditions and all ancillary 
care to ensure psychological and spiritual welfare.  



Definition - 6 

 

• In prevention research, the protocols must clearly state the obligation 
of the research to provide the full range of services and information 
that would reduce risk of acquiring that infection/disease condition 
being studied.  

 

When  is suboptimal standards of care acceptable? 



Standard of care referred in protocols 

 

 

• This is usually found in study procedure section of the protocol. 

• Also found in the informed consent form. 



Standard of care  

 

• Justification for differing standards between countries in multi-
centre research 
oCreates unhealthy dichotomy in the community. 

oCreates a new system that cannot be sustained. 

oCannot provide a standard of care more than that defined by the 
national government. 

oStandard of care could act as an inducement for research participation. 



Standard of care - 2 

 

Should there truly be differing standards of care between countries 
participating in a research trial? 

oStandards in trials could be used to improve local capacity.  

oLevel of care standard could help induce a ‘ratcheting’ up of local 
standards also. 

oResearch also helps to build capacity through real partnerships 
with local health systems. 
 



Standard of care in prevention research - 1 

 

• There must be defined standards of prevention 
oProvide full range of information that would ensure risk reduction. 

oWhere standards of prevention cannot be provided, then it is unethical to 
conduct the research. 

oProvide risk reduction packages (family planning). 

oDesign prevention package with stakeholders. 

oComprehensive counselling is important for compliance (frequency, 
technique, message content) and should be monitored. 

oEnsure access to proven prevention packages. 



Standard of care in prevention research - 2 

 

• There must be defined standard of care 
oEnsure access to treatment when there is research related harm. 

oEnsure access to treatment of spouses when studying communicable 
diseases (good research practices). This promotes the welfare of research 
participants. 

oEnsure treatment of other disease conditions that would increase risk of 
acquiring disease being studied 

oReferrals of participants to access needed care through defined 
mechanisms. An MOU needs to be shown by research team to assure 
mechanism is in place.  



Definition – Ancillary care 

 

 

• Ancillary care  is defined as clinical care that not necessary for 
scientific reasons or safety in a clinical trial. For example, participants 
in an HIV prevention trial may be diagnosed with malaria and need 
treatment. 

• Researchers are often called upon to fill the gap in clinical care, 
particularly when they are funded from sponsors in high income 
countries, working in low or middle income countries. 

 



Definition - Ancillary care 

 

• Ancillary care is needed to ensure that trial participant obtain the 
maximal health benefits and or minimal associated health risk. 

• An example of ancillary care in research is counselling – women 
involved in drug trials that need them to avoid being pregnant during 
the period of the study needs to be counselled on family planning 
options. The quality of counselling needs to be ascertain by the EC . 

• Providing information which could empower research participants to 
take informed action is also considered an ancillary care.  



Central ethical dilemma 

 

• Researchers’ central responsibility is to carry out research 

• Open-ended obligations of clinical care could swamp research budgets and 
overwhelm research sites 

• Researchers are not responsible for the insufficiency of locally available care 

On the other hand, researchers develop relationships with study participants, who 
come to depend on them for clinical care 

• Concern for participants’ welfare would mandate that researchers provide 
assistance to participants who need care 

How to determine whether or how researchers should respond to ancillary care 
needs? 

 



Responding to ancillary care claims: three 
questions: 

 

 

• Do researchers have an obligation to provide ancillary care? 

• If so, what kind of clinical care is subject to this requirement? 

• How strong is the obligation to provide care—and when can the 
obligation be overridden? 



Two extreme positions 

  

 

(a) no duty of care is entailed because researchers’ responsibility is to 
conduct research 

OR 

(b) researchers must guarantee provision of ancillary care needed by 
trial participants for a trial to be considered ethically acceptable  



Finding a workable middle ground: examining 
the arguments 
 

 

Ethical arguments in favor of providing care: 

• Duty to rescue 

• Dependent relationship/vulnerability of study participants 

• Entrustment (Richardson and Belsky) 

• Whole person argument (Dickert and Wendler) 

 



Duty to rescue 

 

Duty to rescue is important concept in common law and morality 

A person has a duty to assist another person in need when  

• The need is great (e.g. prevent significant harm or death) and  

• The person who provides assistance can do so without unreasonable 
burden or cost to themselves 



Entrustment (Richardson and Belsky) 

 

• Entrustment in this context refers to permissions that study 
participants grant to researchers to access private health information 
and perform procedures and tests 

• On the basis of entrustment, researchers acquire obligations of 
clinical care within the scope of the entrustment 
• Conditions related to the research study and its assays and procedures;  

• Strength of the obligation is related to depth of the relationship 
between researchers and study participants 



Critique of entrustment standard 

 

Dickert and Wendler: the scope of clinical care in the entrustment 
standard is too narrow 

• From the standpoint of participants’ welfare, other needs may be 
more pressing than those entrusted in the course of research; and 
these needs can, in some cases, be readily addressed 

• The entrustment standard mandates that only specifically related 
clinical care be provided 

• The “whole person standard” mandates that the care provided 
should be that that is most relevant to the participants’ needs 

 



Further issues to be clarified 

 

 

The precise qualities of the researcher/participant relationship that 
implicate duties of care are not defined; 

• Why would study participants deserve care more than other  
members of the community? 

The whole person concept provides no particular limit on the type of 
care to be provided. Yet some kind of limits are needed 

 



Limits on provisions of ancillary care 

 

Using whole person argument, limits based on: 

• Expertise of researchers 

• Feasibility of delivering care 

• Urgency of need (severity of the clinical problem and whether other 
parties can address it) 

• Strength of researcher/participant relationship (related to duration 
and intensity of study) 



Georgetown workshop on ancillary care 

 

 

“The four Ps” 

• Positive duty—researchers have duties to provide ancillary care 

• Partnership—research teams should work with local stakeholders 
to assess ancillary care needs  

• Planning—researchers should plan ahead of time to address this 

• Practical provisions 

 



Example of an ancillary care dilemma 

 

HIV treatment trial and questions about domestic violence;  
Researchers proposed a study of levonorgestrel emergency contraception 
for HIV infected women in order to study drug-drug interactions of 
levonorgestrel with ARV treatment and TB drugs; 
Team proposed to include questions about intimate partner violence (IPV) in 
their screening, as emergency contraception is needed in cases of rape; 
Several scientific reviewers objected to the IPV screening because services 
(good referral systems, psychologists and safe houses) for those who 
experienced IPV were not available at all sites; 
Outcome: screening questions were not included in the study due to 
concerns about lack of care 

 



Case study: Ebola vaccine clinical trial 

• NIH is planning an Ebola vaccine clinical trial in Mali, Sierra Leone, 
Guinea, and Liberia 

• The study will enroll 3,500 adults and 1,400 children 
• In Mali, the study community is urban; one site is in a hospital and one is nearby another 

hospital.  Mali is one of the poorest countries in sub-Saharan Africa; under-5 mortality is 
near 10% and longevity is 58 years. 

• Community members lack access to affordable health care for many common conditions; 

• Malian research team believes participants should be diagnosed for 
acute conditions (unrelated to the vaccine) and care provided by the 
research team to stabilize the patients as needed. 

• NIH as the sponsor is unable to provide longer term care or care for 
chronic conditions, but plans to determine funding level for acute care 
needs. 



Summary points on ancillary care 

 
• Researchers have responsibilities for providing ancillary care, based on 

duty to rescue and commitments to study participants’ welfare due to 
ongoing relationship 

• Maintaining good relationships with communities is also essential for long 
term research commitments 

• Duty to provide care is not limitless 
• Limits should be imposed based on  

expertise of researchers 
depth of their relationship with participants 
feasibility 
considerations of maintaining scientific integrity of the research 



Specific issues – HIV prevention research 

 

 

• What standard of care should be assured individuals who participate in 
HIV prevention trials? 
oPrevention package (male and female condoms, male circumcision, PrEP, 

lubricants for those who practice anal sex, risk reduction counseling, clean 
needles and methadone for intravenous drug users). 

oAppropriate referrals  for HIV treatment, care and support for those who 
screen out during enrollment due to HIV status. 

oAppropriate treatment/referrals  for HIV treatment, care and support for those 
who seroconvert during participation in the trials. 



Specific issues - HIV prevention research: 2 

 

 

• Other ancilliary care 
oWhat other health care should be provided during the trial: Pap tests? 

family planning? Malaria treatment. 

oWhat HIV care should individuals who seroconvert during the trial be 
provided: TB prophylaxis, nutrition counseling, support groups, MTCT, ARVs. 

oWhat care, if any is due to persons screened out of the trial because they 
are HIV+? 

 



The larger issues… 
 

 

• Is it ethically necessary to improve health care as we conduct research? 

• Is it ethically permissible to do research in the absence of adequate 
health care? 

• Is it ethically acceptable to do no research if we are unable to improve 
health care? 

• Is it ethically acceptable to provide a standard of care and prevention 
higher than that provided by the national health system? 



What does ethics guidance say? 

 

• Individuals in the control arm must receive: 
o“An established effective intervention” (CIOMS) 
o“The best current prophylactic, diagnostic and therapeutic method” 

(Declaration of Helsinki, 2002).                                                                                  
o Ideal: “best proven;” Minimum: “the best intervention available for the 

disease as part of the national health system” (Nuffield Council) 
o“Highest achievable” standard should be the goal (Benatar & Singer, BMJ, 

2000). 
oAppropriate counselling and access to all state of the art HIV risk 

reduction methods and new methods added as developed(UNAIDS/WHO 
guidance document 2011) . 
 
 

 



What does ethics guidance say - 2 

 

 

o“Researchers, research staff and trial sponsors should ensure access to 
appropriate risk reduction counselling and proven HIV prevention methods 
throughout the duration of the research” (UNAIDS/AVAC Good Participatory 
Practice Guideline, 2011). 

o“Trial participants have the right to access care for trial related injuries and 
harm, and to experimental products under investigation should it prove 
effective” (UNAIDS/AVAC Good Participatory Practice Guideline, 2011). 

 



Post trial access 

 
 

Post trial access (PTA) means providing clinical trial participants with 
treatment that was tested in the trial, after the trial ends. 

• For example, participants in a trial of antiretroviral drugs for HIV 
treatment may not be able to access those same drugs in the local 
health system when the trial ends; PTA would provide the study 
drugs to the participants for some period of time. 

 



Post trial access for study participants 

 

 

• PTA involves unmet clinical needs of study participants 

• PTA can be more complex when it involves unlicensed products 
recently tested in clinical trials; 

• Regulatory approval is significant barrier 

• Other logistical issues: new products may not have been 
manufactured in sufficient quantity, supply chain issues 



International guidelines on PTA 

 

World Medical Association Declaration 
of Helsinki: 

”In advance of a clinical trial, sponsors, 
researchers and host country 
governments should make provisions 
for post-trial access for all participants 
who still need an intervention identified 
as beneficial in the trial. This 
information must also be disclosed to 
participants during the informed 
consent process.” 

CIOMS 

As part of their obligation, sponsors, 
and researchers must also: 

make every effort, in cooperation 
with government and other relevant 
stakeholders, to make available as 
soon as possible any intervention or 
product developed, and knowledge 
generated, for the population or 
community in which the research is 
carried out, and to assist in building 
local research capacity.  



Arguments in favor of PTA 

• Reciprocity.  Participants in a clinical 
trial leading to a successful 
intervention have made a 
contribution to science; 

• Avoidance of exploitation. Some 
claim trial is exploitative if post trial 
benefits go to those who are better 
off and not to trial participants; 

• Dependent relationship; trial 
participants have come to depend on 
research team for clinical care;  

• Doctor-patient relationship; 
researchers assume some duty of 
care similar to doctor-patient 
relationship  

• Researchers have special access to 
unlicensed products which are not 
commercially available in pre-
licensure stage; 

• Longer term relationships with 
communities involved in research; 
damage to relationships can harm 
research and long term community 
interests 
 



Arguments against providing PTA 

Unfairly burdens researchers/research 
sponsors with obligations that belong to 
host country governments (providing 
treatments); very costly; 

Damaging to research enterprise.  Has the 
potential to bog down research with 
unworkable requirements  

Open ended commitments are infeasible, 
yet there may be no natural ending point 
for treatment for chronic condition 

Unfair to others in community who lack 
access to similar care; others may have 
greater need 

 

PTA would provide undue inducement 
to participate in clinical research 
 
Practical concerns:  
Up front commitments are difficult 
because uncertainties about a) 
efficacy; b) manufacturing capabilities 
and c) distribution and supply chain; 
Licensure status; unlicensed products 
cannot be distributed outside of a 
clinical trial or legal authorization for 
expanded access; products are not 
immediately licensed even after a 
successful trial 



How strong is the claim for PTA? 

Strength of claims: 

• Urgency of need for continued 
treatment 

• Level of effectiveness of the 
product tested 

• Lack of alternative treatments or 
regimens in the local setting 

• Strength of researcher/participant 
relationship and level of 
dependence 
 

Who provides? 

• Researchers are expected to 
play a role in arranging 
continued care 

• Sponsors or other donors must 
fund PTA 

• Host country health system 
may play a role 



Summary points on post trial access 

 
• PTA commitments are considered important in international ethical 

guidelines and by many stakeholders 
• However, absolute commitments up front are very difficult; 

• Uncertainty about efficacy, availability, and logistics of care; 
• Insistence on commitments to PTA may impede some valuable projects; 

• Multiple stakeholders need to be involved in discussions and 
commitments; 
• Sponsors, researchers, host country authorities, community representatives 

• Ideally, PTA should be part of longer term plan for enhancing health system 
capacity to deliver care, including larger trajectory of availability for the 
host countries 



Conclusion 

 
International collaborations are 
essential to  
• Advance science and knowledge 

for better health 
• Address high priority needs in low 

and middle income countries 
(LMIC) 

• Build research infrastructure and 
capacity in LMIC 

• Begin to address massive global 
health inequalities and support 
human development 

 
International collaborations raise 
complex issues related to 
• Priority setting and fairness 
• Decision-making and control 
• External partners’ obligations to 

host communities and the interface 
of research, clinical care and health 
systems 

• Determining best role for research 
activities and researchers in 
addressing local and national needs 
 





 

 

Thank you and QUESTIONS?? 

https://www.youtube.com/watch?v=bSxLo80onEI

