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Regulatory Objective 

2 

To obtain marketing authorizations in multiple 
African countries to make the dapivirine ring 
available as early as possible to women at 
significant risk of HIV-1 infection via vaginal 
intercourse. 
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Dapivirine 
Discovery 

Preclinical 
- Lab/Animal  
   studies 
- Chemistry,  
   Manufacturing  
   Control 

Clinical 

Regulatory 
Review 

Post         
Licensure 

Phase I Phase II Phase III 

Dapivirine Ring-004 Development Path 

• IPM Leadership:  From Idea to Impact  
• IPM regulatory sponsor 
• IPM developed and manufactured Dapivirine Ring-004 
• Women-initiated prevention technology 
• Long-acting: monthly or longer 
• No preclinical, toxicology safety concerns 

- Janssen 
Pharmaceuticals 

Phase IIIB 
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Regulatory Authority Consultations  

Country-specific requirements from  
national regulatory authorities (NRAs):  

Scientific and regulatory advice on Phase III trial design and 
requirements: 
• US Food and Drug Administration (FDA) 
• European Medicines Agency (EMA) 

• Kenya 
• Malawi 
• South Africa 
• Tanzania 

• Uganda  
• Zambia 
• Zimbabwe 

http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMI5Pq-k9u5xwIVjBfbCh2Dwg6J&url=https://commons.wikimedia.org/wiki/File:Flag_of_Kenya.svg&ei=NtvWVeSHLIyv7AaDhbvICA&psig=AFQjCNH3ug3uIYavSFl5NrHAprSq04TD9w&ust=1440230582835944
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMIsL7UsNu5xwIVUmvbCh2lFQzJ&url=https://en.wikipedia.org/wiki/Flag_of_Malawi&ei=c9vWVfC4NtLW7Qalq7DIDA&psig=AFQjCNH-_FOc094o29HGAKzqLSOx9Igl2g&ust=1440230643982686
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMI5-Hjz9u5xwIVI63bCh0bqAMx&url=https://en.wikipedia.org/wiki/Flag_of_South_Africa&ei=tdvWVaezCaPa7gab0I6IAw&psig=AFQjCNGv0-4yCRMmDzhhlg5eQSG1OIWRbQ&ust=1440230709209973
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMI68GB6du5xwIVQwbbCh309gEe&url=http://buzzkenya.com/tanzania-flag/&ei=6tvWVeukBMOM7Ab07YfwAQ&psig=AFQjCNH_b5vThhRBXXrDX7sRVofGIkevkA&ust=1440230762158160
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMI9crb_9u5xwIV6GrbCh3vcQeZ&url=https://en.wikipedia.org/wiki/Flag_of_Uganda&ei=GdzWVbXaKejV7Qbv453ICQ&psig=AFQjCNG_Gz17qR4qVAhm6clQ--Sg7yR4hw&ust=1440230809774344
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMI8NrVlNy5xwIVpBTbCh3VNwbJ&url=http://www.freeflagicons.com/country/zambia/&ei=RdzWVbCkJqSp7AbV75jIDA&psig=AFQjCNHVI4Bp4v7-M37UZagii4f6tJzc3g&ust=1440230853743429
http://www.google.co.za/url?sa=i&source=imgres&cd=&cad=rja&uact=8&ved=0CAkQjRwwAGoVChMIj8Scqty5xwIVxxTbCh2T1A61&url=http://flaglane.com/download/zimbabwean-flag/&ei=ctzWVY_DMsep7AaTqbuoCw&psig=AFQjCNFig4fwA2tBgadCef9bnR4d8S-QIA&ust=1440230898944247
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Drug  
Discovery 

Preclinical 

Clinical 

Regulatory 
Review 

Post         
Licensure 

Phase I Phase II Phase III 

Dapivirine Ring-004 Development Path 

 
The Ring Study 

(IPM 027) 
 

ASPIRE 
(MTN-020) 

http://www.google.co.za/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://www.ndhealth.gov/familyplanning/?id%3D77%26page%3DMale%2BCondom&ei=Rg0FVfTTA8KYNquDgtAI&bvm=bv.88198703,d.eXY&psig=AFQjCNH3zO7SeY5boadVWjw8rargbwBNvQ&ust=1426480803006043
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Drug  
Discovery 

Preclinical 

Clinical 

Regulatory 
Review 

Post         
Licensure 

Phase I/II 

Dapivirine Ring-004 Development Path 

First-Ring in Women 
(IPM 024) 

Multiple Rings in Women 
(IPM 013) 

DDI with Miconazole 
Nitrate (IPM 028) 

Extended ring  
use in Women (IPM 034) 

Condom Functionality 
(IPM 029 Male) 

Condom Functionality 
(IPM 033 Female) 

2nd DDI with Clotrimazole 
(IPM 036) 

Menses and Tampon use 
(IPM 035) 

Ongoing - not included in 
first dossier submission 

Included in dossier 

Adolescents: 15-17 years 
MTN-023 / IPM 030 

Post-menopausal: 45 – 65 
years (MTN-024 / IPM 031) 

Safety, Pharmacokinetics, Acceptability and Adherence 

Double-blind, Placebo controlled, Randomized (3:1) 

96 Healthy, HIV-uninfected, sexually experienced ppts 

6 consecutive rings 3 consecutive rings 

6 sites active in US 3 sites active in US 
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Dapivirine Ring Licensure Program 
2012-2015 2016 2017 2018 2019 

Submission 

Dapivirine Ring Regulatory Consultations 

The Ring Study 

ASPIRE 

Supporting Safety 
and PK Studies 

EMA 

WHO  
PQ 

Article 
58 

MCC 

DREAM and HOPE 
OPEN LABEL EXTENSION  STUDIES 

African NRAs 

FDA 

Approval 
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Between Efficacy/Safety and 
Regulatory Approval 

• Demonstration of efficacy and 
safety in Phase III trial does not 
automatically translate into product 
licensure 

• Phase III b Follow-on, Open-label 
studies will give former Phase III 
study participants access to the ring 
while under regulatory review 

• Open-label studies not part of 
regulatory approval package 
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Product Label 
Initial  

Healthy HIV negative women 
18 – 65 years of age 
Not pregnant of breastfeeding 

Future 

Adolescents 
• MTN-023: 
• US population 
• 6 months ring use 

• MTN-034 
• African population 
• 6 months ring use 

Breastfeeding (MTN-029) 
Pregnant 
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 It takes a village to raise the child: Dapivirine Ring-004 
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Current IPM Donors 
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