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Presentation Notes
Earlier today, a presenter commented that many interventions have been developed for specific health issues. In fact, NIH is encouraging investigators to translate existing interventions rather than to develop new ones. Also today, 2 presenters referenced research translation from basic science to clinical practice, and from clinical practice to the community, with is called t2 translational research. This area has developed as a research method in its own right, most recently being referred to as Implementation science research. Again, NIH is encouraging investigators to use implementation science methodologies to translate evidence based interventions into the community. These strategies for translation enable us to make recommendations on public health policy.Sadly, implementation is stymied by poor uptake. And this process of limited implementation and inadequate uptake has become the Achilles heel of HIV evidence-based treatment, prevention and care.In keeping with our conference theme, I want to share with you my current work in translation and implementation of evidence based practices in HIV treatment, prevention and care, because uptake of solutions to HIV transmission and care have been sabotaged at every opportunity. 



HIV Prevention & Treatment: Sabotaged 
by Implementation & Uptake

• Male or female condoms (consistent use ~24%)
• Microbicides – Vaginal/Rectal gels, Vaginal ring (>80% use, 61%)
• Voluntary medical male circumcision (South Africa, ~45%)
• Pre-exposure prophylaxis (PrEP) – ARV prophylaxis (US, 35-52%)
• Antiretroviral (ARV) Prophylaxis – combination ARV to prevent 

infection during pregnancy and including breastfeeding (~73%) 
(Prevention of Mother to Child Transmission, PMTCT)

• Antiretroviral therapy (ART) - use of combination of 3+ ARV drugs 
to achieve viral suppression < 50 copies/ml (consistent use ~66%)
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Early examples included poor uptake of male or female condoms (consistent use ~24%), more recently, poor uptake of microbicides – Vaginal/Rectal gels, Vaginal ring (>80% use, 61%), and resistance to the uptake of Voluntary medical male circumcision (South Africa, ~45%) in regions with the greatest need for prevention .In the US, Pre-exposure prophylaxis (PrEP) – ARV prophylaxis (US, 35-52%), is limited by uptake. In patients, Antiretroviral (ARV) Prophylaxis – combination ARV to prevent infection during pregnancy and including breastfeeding (~73%) (Prevention of Mother to Child Transmission, PMTCT) is limited by uptake and by the implementation process itself.  Even Antiretroviral therapy (ART) - use of combination of 3+ ARV drugs to achieve viral suppression < 50 copies/ml (consistent use ~66%) the key to health and survival, is limited by patients, providers, clinics, and the system itself, including government policy.



Implementation Science: Bridging the gap

“…an interdisciplinary area of 
health research focusing on best 
methods to improve the uptake, 
implementation and translation 
of research findings into routine 

and common practices, 
addressing the evidence to 

program gap.” 
- NIH

Evidence-based Practices
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Implementation science may be, to use Bonnie Spring’s analogy  on Wednesday at NIH, old wine in new bottles. NIH defines IS, if we can abbreviate this term, as an interdisciplinary area of health research focusing on best methods to improve the uptake, implementation and translation of research findings into routine and common practices, addressing the evidence to program gap.”  We may all be thinking, we know what this is, and we do it, when we conduct good practice translation. But do we?



Applying Implementation Science Strategies to 
PMTCT in Rural South Africa

• Districts in Mpumalanga Province have some  of the highest HIV rates among 
women in SA  ~ 46% in 2013

• Most women diagnosed during pregnancy
• ~2/3 of HIV+ pregnant women took full advantage of PMTCT services in 2010; 

• MTCT rates higher
• infant mortality ~17% among HIV+ mothers 

“Vikele Umndeni” (Protect Your Family)
- Using Implementation Science methods to target 

PMTCT protocol delivery, coverage, uptake and 
sustainability

- Examines the influence of Community, Systemic, 
Structural, Clinical and Patient characteristics  on 
PMTCT uptake and gaps in care

- Examines the influence of intervention and male 
involvement on PMTCT uptake in HIV+ women
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In South Africa, our team is working in rural communities in Mpumalanga Province. Districts in Mpumalanga Province have some of the highest HIV rates among women in SA  ~ 46% in 2013,  almost half women presenting for antenatal care are HIV-infected, and most women are diagnosed during pregnancy. This is a difficult experience, a traumatic experience, for women, during a period when behavior become very focused and complex. Thus, due to this complexity, only ~2/3 of HIV+ pregnant women took full advantage of PMTCT services in 2010. And as a result, transmission to infant is higher there, and infant mortality is above the average rate of ~17% typically found during a pregnancy with an HIV-infected mother.We developed “Vikele Umndeni” (Protect Your Family) to promote and examines the influence of intervention and male involvement on PMTCT uptake in HIV-infected women. We use Implementation Science methods to target PMTCT protocol delivery, coverage, uptake and sustainability of the protocol. IN this study, we examined the influence of Community, Systemic, Structural, Clinical and Patient characteristics on PMTCT uptake, and found gaps in care. 



Challenges to PMTCT Uptake in Rural SA

Clinic & system challenges
• Low partner HIV testing
• Client mobility
• Medication stock out
• Test kits stock out
• Protocol confusion
• Work load
• Staff attitudes
• Poor records
• Inaccurate reports

Patient challenges
• Stigma
• HIV status disclosure
• Knowledge
• Depression
• Intimate Partner Violence
• Male involvement
• Recency of diagnosis
• Partner HIV status 
All impact adherence ~50%
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Challenges exist at all levels – patients, staff, clinic, department and policy. While we knew patients had problems, and that the problems were complex and required cultural sensitivity, I was unprepared for the extent of the problem unrelated to patients. Patient challenges included Stigma, HIV status disclosure, Knowledge, Depression, Intimate Partner Violence, Male involvement, Recency of diagnosis, and Partner HIV status, all of which impact adherence ~50%.  Added to this list of Clinic & system challenges were failure to adhere to the protocol, such as failure to test partners for HIV. Clinics faced cultural problems like Client mobility. Clinics had structural problems, like Medication stock outs,  HIV Test kits stock outs. And the protocols keep changing, and staff faced Protocol confusion, an  expanding Work load, poor Staff attitudes, Poor record keeping, and ultimately, Inaccurate reports. All this meant - While we were applauding the reportedly low levels of transmission from mother to child, no one knew what the numbers meant, or if they were accurate, which they are not. Implementation science methods pulled back the covers and found the protocol was not being taken up by the patients, the staff, the clinic or the district. And these methods  point the way to resolving the problem.



Conexiones y Opciones Positivas en la Argentina: COPA

Adherence to ART can result in 
Viral Suppression and prevent 

~98% of HIV transmission
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~ 110,000 
Argentinians with HIV, 
only 36% are virally 
suppressed; 31%  
delay entry to care
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We began to use these methods in Argentina, also. Using the HIV care continuum, which was designed to identify gaps in engagement and care across the continuum of HIV as a disease, beginning with testing  and diagnosis, to linkage and engagement in care, retention, prescription of medication and viral suppression. In the US, of the estimated 1.1 million Americans estimated to be living with HIV, only 25% are virally suppressed. This, despite the fact that adherence to medication can result in viral suppression, preventing the transmission of HIV by 98%, this despite the fact that for the vast majority of individuals infected with HIV,  adherence and viral suppression represent the key to health and longevity. �Argentina estimates 110,000 HIV infections, of which about 31% have delayed entry to care, and 36% are virally suppressed. These figures are similar to the US, but differ in one important area.



Applying Implementation Science Strategies to 
HIV care in Argentina

Challenges in linkage to care, viral suppression and retention in care
• 1992: Antiretroviral (ARV) medications available to all
• 2013: ARVs distributed to ~81% of those CD4 count <500 cells/mm3

• Resistance and transmission of resistant virus increases with greater treatment coverage 
and contributes to treatment failure; 23.8% are on 2nd line tx, low levels of VL testing

“COPA” (Positive Connections)
- Applies Implementation Science methods to target 

ARV engagement, adherence and retention in care
- Examines the influence of Structural, Clinical and 

Patient characteristics  on ARV uptake and retention
- Examines the influence of patient and provider 

interventions on viral suppression in HIV+ patients 
lost to care, i.e., “challenging patients”
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Argentina made medication available to all who needed it in 1992, unlike the US, which has limited access to medication and has allowed insurance companies to target HIV medications for excessive copays. In Argentina, however, this universal access to care resulted in an increase in viral resistance and treatment failure; today, about one quarter of those on medication are on second line therapy, due to treatment failure, n a setting in which assessment of viral load was difficult to obtain, the gold standard for assessment of treatment outcome.We applied Implementation Science methods to assessing the influence of structural, clinical, provider and patient-related gaps in care. We specifically examined challenging patients, those lost to care, those non-adherent, in public and private health care settings. In applying Implementation Science methods, we found that some of the biggest gaps lay in provider delivery of medical information during a typical consultation. Other factors included system and structural factors, and in fact, what we might have though was a patient problem became a larger issue.



Applying Implementation Science Strategies to 
Preconception Counseling for HIV-infected Women in USA

• Preconception counseling can reduce the risk of fetal loss, preterm delivery, low birth 
weight and birth defects and HIV transmission to partners

• 49% of  women report becoming pregnant without clinical consultation
• 33% of pregnant US HIV+ women had discussed their last pregnancy with partners

• 33% used no prenatal vitamins and continued substance use
• 68% used inconsistent or no contraception in the month they became pregnant 

“Pathways”
- Using Implementation Science methods to target 

preconception protocol delivery, coverage and uptake
- Examines the influence of Community, Systemic, 

Structural, Clinical and Patient characteristics  on 
preconception counseling uptake and gaps in care

- Examines the impact of decision making on uptake of 
safer conception methods in HIV+ women
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Finally, we applied these IS strategies to preconception counseling for HIV-infected women. This evidence-based intervention can reduce the risk of fetal loss, preterm delivery, low birth weight and birth defects and HIV transmission to partners. Yet, about half, 49%, of HIV-infected women report becoming pregnant without clinical consultation, only a third of pregnant HIV-infected women in the US had discussed their last pregnancy with partners, a third used no prenatal vitamins and continued substance use, and two thirds used inconsistent or no contraception in the month they became pregnant.Over a 2 year period, we have developed and implemented “Pathways”, to explore the failure to implement the preconception counseling protocol, and for it to be taken up by HIV-infected women. We used Implementation Science methods to address preconception protocol delivery, coverage and uptake, and examined the influence of Community, Systemic, Structural, Clinical and Patient characteristics on preconception counseling uptake and gaps in care. In addition, we have explored the impact of reproductive decision making on the uptake of safer conception methods in HIV+ women. We found that again, many of the gaps lay with providers, but that much of the process was lost in translation. 



Collaborative Implementation Research

• Increasing the Availability and Acceptability of Circumcision in Zambia (S Weiss)
• Vaginal practices among HIV+ women in Zambia/ Miami (M Alcaide)

Collaborative HIV Research

• Predictive Biomarkers of CVD Risk in 
Diverse HIV-1+ Cocaine Abusers (M 
Kumar)
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From a collaborative perspective, we are applying Implementation Science strategies to prevention strategies as well. IS is being used in the provision and uptake of male circumcision among challenging men in Zambia; this is being led by Steve Weiss. Going forward, we are also exploring the implementation of healthier vaginal practices using IS methods, which is being led by Maria Alcaide, an Infectious Disease physician. And in the US, we are examining the protocol for the identification of cardiovascular risk in HIV-infected substance users, with the aim of identifying unique biomarkers for CVD in this population.  
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