	Supplementary Table 1. Safety endpoint in phase I-III clinical studiesa



	
	Endpoints

	Clinical examination
	

	Urogenital symptoms
	Irritation, burning, itching, discharge, bleeding and pain

	Genital signs


	Discharge, erythema, oedema, plaque/white finding, petechiae, ecchymosis, peeling, ulceration, abrasion, laceration, superficial or deep finding

	Clinical adverse eventsb
	Other than urogenital

	Other
	

	Systemic toxicology
	Haematological findings, renal and hepatic function, coagulation markers and electrolytes.

	Systemic absorption
	Drug levels in plasma, tissue and vaginal fluid

	Urinalysis
	Chemistry, histology or culture

	Vaginal microflora
	Vaginal fluid examination for: pH; Gram stain with Nugent scoring; cultures for lactobacilli and other bacteria including the detection of hydrogen peroxide; wet mount for clue cells and whiff test (ammonia smell after mixing kalium hydroxide and vaginal fluid)
Amsel criteria for bacterial vaginosis (a combination score of pH, clue cells, discharge and whiff test)

	Inflammation
	Leucocytes on vaginal smear, in vaginal lavage, or on a Gram stain

Semen as a proxy marker

Epithelial integrity and permeability of vaginal, cervical or endometrium biopsies with histology and immunohistochemistry for cell markers

Soluble cytokines 

	Other
	Sexually transmitted infections and reproductive tract infections 


a 1996 International Working Group of Microbicides and the 2001 guidelines by Mauck et al. 
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