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Summary: 
 

This Phase I trial will assess the feasibility of using a vaginal ring to deliver 
the candidate microbicide TMC120 for 7 days.  The study population will 
consist of 13 healthy sexually abstinent women.  Safety and tolerability will 
be assessed through clinical and laboratory assessments.  Feasibility of drug 
delivery will be assessed by measuring TMC120 concentrations in vaginal 
fluids, vaginal and cervical epithelial tissue, and plasma. 
    

 

Trial Location: 
 

Gent, Belgium 
 

 

Investigators: 
 

Dr. Luc Van Bortel, Drug Research Unit Gent, UZ Gent (principle 
investigator) 
Dr. Marleen Temmerman, Department of Gynecology, UZ Gent (sub-
investigator) 
 

 

Site Address: 
 

Drug Research Unit Gent, De Pintelaan 185, 9000 Gent 
Tel.: +32 (0)9 240 55 44 / fax: +32 (0)9 240 56 50 
 

 

Sponsor: 
 

International Partnership for Microbicides (IPM), Silver Spring, Maryland, 
USA 
 

 

Co-Sponsor: 
 

Tibotec Pharmaceuticals Ltd., Little Island, Co Cork; IRELAND 
 

 

Trial Coordinator: 
 

Richard M. Erwin, Director Clinical Operations IPM,  
1010 Wayne Avenue, Suite 1450 
Silver Springs, Maryland, USA, 20910 
Tel.: (301) 608-2221 / fax: (301) 608-2241 

 

Treatment: 
 

Seven-day exposure to a TMC120 vaginal ring in 10 subjects; seven-day 
exposure to a placebo vaginal ring in 3 subjects. 
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GCP Statement: 
 

 

This trial will be conducted in accordance with this protocol, Good 
Clinical Practices, and applicable regulatory requirements. 
 

 

Confidentiality 
Statement: 
 

 

The information in this document contains trade secrets and commercial 
information that are privileged or confidential and may not be disclosed 
unless such disclosure is required by law.  In any event, persons to whom 
the information is disclosed must be informed that the information is 
privileged or confidential and may not be further disclosed by them.  
These restrictions apply to all future information supplied to you which is 
indicated as privileged or confidential. 
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	INTRODUCTION
	THE ROLE OF COLPOSCOPY IN ASSESSING NEW VAGINAL PRODUCTS
	Epithelial changes could lead to an increased risk of STI, including HIV, cause discomfort without increasing the risk of infection, or be of no clinical significance. It is hypothesized that epithelial changes could increase the risk of infection by two mechanisms. First, mechanical disruption of the epithelium and/or underlying blood vessels could create portals of entry for pathogens and/or an increase in availability of target cells. In a study of nonoxynol-9, it was found that the hazard ratio for HIV infection among women with a grossly visible epithelial breach was twice that of women without such a break.  Second, inflammation could loosen tight junctions between cells, release enzymes that destroy tissue, attract target cells, and increase the viral load in genital secretions by activation of latent virus in mucosal immune cells. The purpose of colposcopy is to identify signs of mechanical disruption.
	Since the second conference, the benefits but also the limitations of colposcopy have become clearer. Standard colposcopy requires reliable electricity, expensive equipment, and specific training, all of which increase the cost and complexity of vaginal product studies. A study which compared different means of assessment shed light on the value of colposcopy over naked eye examination, the amount of variation between observers, and two different methods of magnified observation.  The development of a photo atlas for colposcopy has helped to standardize documentation of findings,  but the decision of what to record is still very often subjective. Colposcopic assessment yields a large number of observations but it is not well established which are the most important when evaluating product safety.  Colposcopy should be primarily used as a screening tool for products in the early phases of development. More research is needed to better understand which colposcopic findings indicate risk. 

	REVISED PROCEDURE FOR COLPOSCOPY IN THE DEVELOPMENT OF NEW VAGINAL PRODUCTS
	The research colposcopy procedure to be used should be standardized at an investigators' meeting that precedes the start of the study.  The clinicians carrying out the colposcopy examinations must have experience in colposcopy in general and must demonstrate, prior to the start of the study, that they have competence in the research colposcopy procedure specified in the protocol.  Since the colposcopic observations are subjective and difficult to interpret in isolation, it is highly desirable that the same colposcopist make the observations on all women in a center, in particular the observations before and after product use for an individual woman.  In addition, a similar placebo or control vaginal product can be used by certain women so that the colposcopist is not aware of the exact product to which the woman has been exposed.  Such masking will add objectivity to the study and improve the value of the research.

	STEPS TO BE CARRIED OUT WHEN PERFORMING COLPOSCOPY IN THE DEVELOPMENT OF NEW VAGINAL PRODUCTS
	TABLE 1. TERMINOLOGY FOR COLPOSCOPIC FINDINGS



