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We have completed the analysis of the 38 samples from HPTN 052 in which the enrollment viral load
was below detection limits. We screened for the following antiretrovirai drugs in search of a drug
related cause for suppressed viral load: nevirapine, efavirenz, saguinavir, ritonavir, atazanavir, nelfinavir,
amprenavir, indinavir, lopinavir, tipranavir, darunavir, emtricitabine, zidovudine, tenofovir. We limited
the tests to these drugs since we have validated assays.

Twelve of 38 (32%) research participants have evidence of antiretroviral drugs in their samples. The
concentrations were largely consistent with concentrations seen in persons on antiretroviral drugs for
treatment at steady-state concentrations (between anticipated peak and trough values). Only
nevirapine (12 of 38 subjects) and AZT {1 of 38 subjects) were identified in the blood of subjects. The
one subject with AZT also had nevirapine in the blood. Because we did not test for lamivudine or
stavudine, there may well have been more subjects on more than one antiretroviral drug.

Based on this very high prevalence of antiretroviral use, | would recommend performing at least a
random sample of enrollment samples in all subjects enrolled in HPTN 052. Depending on the
prevalence in this less selected random sample, decisions could be made with regard to evaluating the
entire cohort.

The prevalence in the remaining subjects {not studied in this small 38 subject sample) is likely to be
lower than the enriched selection of subjects in this analysis (due to undetectable viral load). However,
given the fact that (1) antiretroviral use does occur despite the inclusion/exclusion criteria on the study,
and {2) since there may have been less than optimal antiretroviral drug use in these subjects (given only
a single antiretroviral drug detected in 11 of 38 subjects and only 2 in the remaining subject), it seems
that there may also be antiretroviral use detected in those with measurable viral loads. Determining the
prevalence of this antiretroviral use at study entry should be an impaortant piece of information in
interpreting outcomes on this HPTN study.
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evention Trials Network

PROTOCOL DEVIATION FORM

Use this form to report Protocol Deviations (see HPTN Manual of Operations for the
definition of a Protocol Deviation). This form is to be used by staff at the CTU sites,
CORE, SDMC, and NL. Upon completion, email this form to the distribution list

created for the study.
Deviation Information
DAIDS Site Number: [Enter site number] Date Deviation Occurred | [ddMMMyy]22-May-09
12701
Date of Site Awareness [ddMMMyy] 29-May-09
Protocol Number HPTN 052 Date Event Reported [ddMMMyy] 4-Jun-09
Participant ID [Enter participant ID] | Was Event Reported to Yes X No[]
(if applicable) 501-035-00-8 the IRB/EC?

Report Completed By: [Name and title of staff person] Norah Mawoko -Pharmacist of Record

Contact phone and/or email: nmawoko@bhp.org.bw

Brief Summary of Deviation (Description of deviation and location it occurred if relevant)
(Maintain all documentation in study files.)

Dispensation error occurred on the 22nd of May 09, where a participant 501-035-00-8 was dispensed Tenofivir and

Efavirenz instead of Truvada (Tenofivir + Emtricitabine) and Efavirenz at one month visit post enrollment. This error
was discovered on reconciling stock on the 29th of May ’09. The participant had been on dual therapy for 7days from
the 22nd of May 09 to the 29th May ’09.

Steps that have been taken to address this deviation

1.The participant was called immediately and informed of the error andTruvada was dispensed and
Tenofivir was retrieved.

2.Assessment of Participant to identify any problems and blood draw for viral load to ascertain any
significant failure relative to the enrolment viral load which was 26 900 copies/ml.

3.At assessment there were no adverse clinical consequences and the participant was clinically
well'.

4. The matter was reported to the Pharmaceutical Affairs Branch on the 29 May '09.

Steps have been taken to prevent further occurrences
1l.Improved labeling and separate storage to differentiate the two medications

2.Review of Standard operating Procedures to include participants opening medication bottles in
front of pharmacy personnel and identifying the pills before leaving the clinic

3.Re-training of staff on the quality assurance/ Pharmacy SOP

Version 1.0 May 2007 Page 1

03 November 2009 Page 78



HPTN 052 Appendix B Data and Safety Monitoring Board Open Report

ention Trials Network

PROTOCOL DEVIATION FORM
Instructions

Instructions

e Participant ID: If more than one participant has the same deviation, list the IDs for all of
the affected participants. If the deviation does not involve specific participant(s), leave
this item blank.

o Date Deviation Occurred: If the deviation occurred over a period of time, specify the
date the deviation first started and when it ended or if it is ongoing at the time this report
is completed.
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vention Trials Network

PROTOCOL DEVIATION FORM

Use this form to report Protocol Deviations (see HPTN Manual of Operations for the
definition of a Protocol Deviation). This form is to be used by staff at the CTU sites,
CORE, SDMC, and NL. Upon completion, email this form to the distribution list

created for the study.
Deviation Information
DAIDS Site Number: [Enter site number] Date Deviation Occurred | [ddMMMyy]10-Aug-09
12001
Date of Site Awareness [ddMMMyy] 10-Sep-09
Protocol Number HPTN 052 Date Event Reported [ddMMMyy] 17-Sep-09
Participant ID [Enter participant ID] | Was Event Reported to Yes[X] No[]
(if applicable) 632009009 the IRB/EC?

Report Completed By: [Name and title of staff person] Bertha Maseko

Contact phone and/or email: bmaseko@unclilonge.org.mw

Brief Summary of Deviation (Description of deviation and location it occurred if relevant)
(Maintain all documentation in study files.)

Participant 632-009-00-9 was put on study drugs Truvada and Nevirapine due to low CD4 count. But it was on a
followup visit that she was mistakinly given Combivir once daily for a month instead of truvada.

She was enrolled on 09 May 2005 assigned to delayed arm.However was put on ART (Combivir and Aluvia ) due to
pregnancy on 08" August 2007. She developed aneamia (from 11.4/gdl to 8.0g/dl) on this regimen which was
atributed to AZT and was then switched to stavudine, lamivudine and Aluvia. This regimen was stopped on march 8,
2009, six weeks post delivery as per protocol.

At month 48, on 20" April 2009, participant had a CD4 count of 207 and a repeat was done at an interim 06 may 2009
and the result was 223 cells. The partcipant was started on study drugs on the 12" of june when a normal monthly visit
would have been done. Tests were done as per protocol on the initiation visit. Results: CD4 count 238, Viralload
28,5736, chemesties and CBC which were normal. She was started on Truvada and Nevirapine. Truvada due to history
of anemia and Nevirapine due to her history of psychosis.

She has been coming for followup at week 2, month one, and month two post ART visits. At month one the viralload
was 3,817, CD4 count 328. At month two visit she was given combivir instead of Truvada. This happened because the
pharmacy technician mistakenly did stick a truvada label on a combivir bottles. It was discovered by a nurse who was
to conduct pill count during a month 3 post ART visit which is actually month 53 in the study. Therefore, the patient
took NVP 200mg twice daily and AZT/3TC once daily (Suboptimal dosing) for one month. At her next visit, she is
due to HIVRNA and CD4 count as it is a quarterly visit. In the event that she has failed to suppress, it is possible that
she may have developed resistance and we will monitor her more closely.
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Steps that have been taken to address this deviation

1.Regulatory memo to file has been written by the site Clinic and has been filed accordingly in the
participant's file and IRB file.

2. We have informed the Senior Clinical Research Manager for HPTNO52 at FHI who advised on the
way forward.

3.Deviation occurrence details have been reported to the local IRB [NHSRC] and the international
IRB [UNC].

Steps have been taken to prevent further occurrences

1.We have have discussed with pharmacy staff to make sure two people crosscheck drugs when
dispensing.

2.The Clinicians will makesure they check the bottle and drugs labels before picking the drugs from
pharmacy and before dispensing to the participant.

3.The reception nurse will make sure to crosscheck the drugs dispensed to participant, against the
prescription and previous visit prescriptions before the participant leaves the clinic.

4.The study team has been told to encourage participants to contact the clinic for any doubts and
guestions about study drugs or procedurs.

|
| [N

PROTOCOL DEVIATION FORM
Instructions

Instructions

e Participant ID: If more than one participant has the same deviation, list the IDs for all of
the affected participants. If the deviation does not involve specific participant(s), leave
this item blank.

e Date Deviation Occurred: If the deviation occurred over a period of time, specify the
date the deviation first started and when it ended or if it is ongoing at the time this report
is completed.
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