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Section 1: Summary of Clarifications and Rationale 

 
The procedures in this Clarification Memorandum (CM) have been approved by the 
NIAID Medical Officer and are to be implemented immediately upon issuance. IRB 
approval of this CM is not required by the sponsor; however, investigators may submit 
the CM to the IRB overseeing the study at their site for information. This CM is official 
MTN-001 documentation and is effective immediately. A copy of this CM must be 
retained in each study site’s Essential Documents file for MTN-001. No change in 
informed consent is necessitated or included in this CM.  
 
The goals of this CM are to update the Team Roster and clarify the nature of tenofovir 
assays in Exploratory Endpoints, Study Procedures, and Statistical Considerations. 
Study Procedures and Appendix 1 are edited to omit behavioral assessments at the 7- 
and 14-Week Visits. Section 7.9.1 clarifies that creatinine clearance will be calculated 
for every creatinine result. Section 9.3 is edited to clarify product hold for Grade 3 or 
Grade 4 Adverse Events.  Section 9.5.1 is edited to clarify treatment and product hold in 
the event of nausea and/or vomiting. Section 13.5 is edited to allow for site-specific 
approaches to confidential storage of study documents. 
 
 

Section 2: Implementation 
 

Text to be deleted is noted by strikethrough and text to be added is noted below in bold. 
 

1. The Protocol Team Roster has been updated. 
 
Elena Cyrus-Cameron, MPH 
Clinical Research Manager 
Family Health International 
2101 Wilson Blvd., Suite 700 
Arlington, VA  22201 USA 
T:  703-516-9779 Ext. 345 
F:  703-516-0295 
ecyrus@fhi.org
 

Alexandra Minnis, PhD, MPH 
Co-Investigator 
Women's Global Health Imperative  San Francisco Office for RTI 
University of California, San Francisco Center  for Reproductive 
Health Research & Policy 
50 Beale Street, Suite 1200 114 Sansome Street, Suite 500 
San Francisco, CA  94105 94104-3812 USA 
T:  415-597-4658848-1323 
F:  415-597-9300848-1330 
aminnis@globalhealth.ucsf.edu aminnis@rti.org 

Nancy Padian, PhD 
MTN Behavioral Research Committee Representative 
UCSF Center for Reproductive Health Research & Policy Center 
for AIDS Prevention Studies San Francisco Office for RTI 
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50 Beale Street, Suite 1200 114 Sansome Street, Suite 500 
San Francisco, CA  9410594104-3812 USA 
T:  415-597-9348 848-1331 
F:  415-597-9300 848-1330 
npadian@globalhealth.ucsf.edunpadian@rti.org 
 
2. Protocol Summary, Exploratory Endpoints, first bullet is modified to reflect collection 

of blood PK measures.  
 
PK measures (plasma, blood, intracellular, and tissue values for Cmin, Cmax, and AUC) 
 
3. In Section 7.3 Follow-Up Visits, Table 7: 7-Week and 14-Week Study Visit, the 

behavioral assessment is omitted.   
 
Behavioral  

• Administer behavioral assessment 
 

 
4. In Appendix 1, Schedule of Study Visits and Evaluations, behavioral assessments 

are omitted at the 7-and 14-Week Visits.   
 

 
Behav. Assessment  X X X X X X X X X X  

5. Section 7.8.3 Pharmacokinetic Procedures: Intensive PK Participants (US Sites), 
fifth paragraph, last sentence is modified to reflect analysis of blood samples.  

 
Blood (plasma) and intracellular samples will be analyzed for routine PK parameters 
- Cmax, Tmax, AUC, and Cmin. 
 

6. Section 7.9.1 Local Laboratory Testing, second bullet, second sub-bullet is edited to 
clarify that creatinine clearance will be calculated every time creatinine is performed.    

 

o Creatinine (creatinine clearance calculated for every creatinine result) 
 
7. Section 9.3 Discontinuation of Study Product(s) in the Presence of Toxicity, Grade 3, 

first paragraph last sentence is edited to clarify product hold for Grade 3 AEs.  
 
If documentation is not available within 2 weeks to show that the adverse event is less 
than  < Grade 2, the current study product must be permanently discontinued. 
 
8. Section 9.3 Discontinuation of Study Product(s) in the Presence of Toxicity, Grade 4, 

fourth sentence is edited to clarify product hold for Grade 4 AEs.  
 
If documentation is not available within 2 weeks to show that the adverse event is less 
than < Grade 2, the study product(s) must be permanently discontinued. 
 
9. Section 9.5.1 Nausea and Vomiting, first sentence is edited to clarify treatment of 

nausea and/or vomiting.  Section 9.5.1, Nausea and Vomiting, Oral Study Product, 
first sentence is edited to clarify product hold for Grade > 3 nausea and/or vomiting. 

 
Participants with Grade 1 or 2 nausea and/or vomiting may be treated symptomatically 
with hydration, oral antiemetic therapies or antiemetic suppositories.   
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Participants with Grade ≥ 3 nausea and/or vomiting must hold the study product until 
the toxicity grade returns to Grade < 2 and be treated symptomatically.   
 
10. Section 10.7.2 Primary Analysis, third paragraph, first and last sentences are 

modified to clarify that blood tenofovir levels will be measured.   
 
Plasma Blood and intracellular samples will be analyzed for routine PK parameters - 
Cmax, Tmax, AUC, Cmin - and described using descriptive statistics.   
 
Model building will be attempted to relate plasma blood and intracellular model drug 
levels if sufficient samples have detectable drug levels.   
 
11. Section 13.5 Participant Confidentiality, second paragraph, fourth sentence is 

omitted to permit site-specific strategies for confidential storage of study documents.  
 

All records that contain names or other personal identifiers, such as locator forms and 
informed consent forms, will be stored separately from study records identified by code 
number. 
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