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Background

On February 11, 2002 NIAID under contract NOI-AI-15445, COA #4 authorized travel to
Kampala Uganda for Westat to conduct a site visit and to assist staff in preparing for an
upcoming FDA inspection for the HIVNET 012 clinical trial conducted under an NIAID-
held IND}. Westat was to conduct record reviews, assess human subjects/ regulatory
compliance and inform staff regarding what to expect from the FDA inspection and how
to prepare for it. '

The site had been selected by FDA for an inspection as part of a Supplemental New Drug
Application submitted to extend label indications to include the use of nevirapine in the
prevention of mother to child transmission of HIV-1. This study was designated as
pivotal and represented a critical subset of the overall data package supporting the label
extension. '

Inspection Approach

The FDA approach to a pre-approval inspection covers all of the major requirements,
although typically the focus of a foreign inspection is on verification of safety data and
data supporting primary efficacy endpoints. In assessing and preparing the site for the
inspection Consent, IRB Approval, and Drug Accountability, were reviewed and
additional emphasis was placed on the records which would have been examined as a part
of the assessment of “establishment and maintenance of adequate and accurate case
histories”. An assessment of the site from this perspective provides a more accurate view
of site's performance relative to FDA's focus and offers greater predictability as to the
outcome of a FDA inspection.

Westat developed its review team to cover all operational areas of the site as well as
review several areas that are

often the focus of FDA on- | ... p‘mz:bk ! Requestec Dats ;‘fﬂ’g '

site activities. To do this, B :

Westat used pre-inspection Mot oo kot

trend analyses similar to Docing Infommanan T Do

those used by the Agency to | TmeDme im0 e ing)
identify problematic areas Dorasd (o) Neveragine Dotot at requi .
for further investigation. As | Duivery informain. trom mcrgency sapply e
the SNDA moves through m% P e

the review cycle, various e e e bwormal) fresnenirsabay
reviewers have the baborminy v e N | Cavreat weight
opportunity to look at the Hgb 6. LRuess b sdverse event (ves/ne)
dataset and often identify Fooway Long Term Follow Up Form
concerns which become finessiubrarse evenl (yes or o)

specific targets of inquiry N

when the FDA investigator e asoa s, 2h 353

is on site. While it may be ’

impossible to anticipate all
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« Data Patterns: A general examination of the tables generated, in particular the table
presenting information on labor and delivery from the Mothers’ CRF, suggested that
some of the data were non-random. This appeared to be true, for example of year of
birth, in that clusters of patients with the same birth year were occasionally noted, As
a starting point, a sample of the data was taken, based on birth year, with 1973 and
1974 being chosen. Ninety-three (93) patients were found with birthdates from these
years. Of these, based on the entry. in the Infant’s CRF for AZT dosing, only 36 were
AZT patients, raising some concern about patient selection and order of entry into the
trial.

Additionally, the data segregate into at least three parts, based on the use of numbers.
These sections are bounded by patients 001-0230 (11/3/97-5/29/98), patients 0402-
0751 (7/22/98-2/17/99), and patients 0765-0888 (2/22/95 — 5/29/99). In common
were somewhat different patient profiles in each of these periods, as well as some
apparent bias in the use of numbers entered into blanks such as “time of onset “ (of
labor}, or “time of dose”. The second period appeared to divide into two nearly
discrete sections at patient 0623, Patients in the first block appeared o have often
been complicated, with dosing often problematic. Patients in the second block (which
followed an unexplained numerical gap of about 100 randomization slots), seemed to
have been more in conformance with the protocol, but time entries not uncommonly
appeared to represent estimates rather than actual data. Patients in the third set
appeared to once again represent a more complicated population, but with some of the
same data entry issues apparent in the second set. On its face, this pattem appeared to
be consistent with a change in personne! completing forms or a change in work
instructions. [t was also thought to be compatible with getting a bit behird, then
catching up, with completion of CRF’s. The data tables were felt to suggest issues

Site Assessment, HIVNET 012 Kampala, Uganda 4
8 March 2002



Westat |
Division of AIDS

| Clinical Research Operations and Monitoring
. Center

e

Site Visit Report

Pre-Inspection Audit
- Makerere University-Johns Hopkins University Research
Collasboration, Kampala, Uganda

| Conducted February 18, 2002 - February 28, 2002

Report Date: 8 March 2002




the potential or specific objectives of any inspection, clinical data trending techniques are
an excellent mechanism to identify problems related to performance of the study team,
problems which would be likely follow-up issues for FDA. In conjunction with the
background documents provided, Westat reviewed the CRFs and requested data from
several fields for infants and mothers (Table 1. Requested data listings). Based on that
review, several areas of concern were identified which formed the basis of the initial site
visit plan (Attachment 1): ;

T
e,

* Adequate and Accurate Case Histories: To the extent the CRF 1s not the primary
source document, entries on the CRF’s will be supported by entries on other records,
including but not limited to the patient records from the hospital and clinic. As a part
of the inspection, it is not uncommon for the FDA auditor to arrive with data listings
and then to compare those listings, by patient, to entries in patient charts. The default
position is that the patient chart is assumed to be correct, in the event of a
discrepancy. Because preliminary discussions with the site suggested that patient
charts would be incomplete or ot available, the potential importance of other source
documents, and the role of the CRF or other records was apparent.

» Data Patterns: A general examination of the tables generated, in particular the table
presenting information on labor and delivery from the Mothers’ CRF, suggested that
some of the data were non-random. This appeared to be true, for example of year of
birth, in that clusters of patients with the same birth year were occasionally noted. As
a starting point, a sample of the data was taken, based on birth year, with 1973 and
1974 being chosen. Ninety-three (93) patients were found with birthdates from these
years. Of these, based on the entry in the Infant’s CRF for AZT dosing, only 36 were
AZT patients, raising some concern about patient selection and order of eatry into the
trial.

Additionally, the data segregate into at least three parts, based on the use of numbers.
These sections are bounded by patients 001-0230 (11/3/97-5/29/98), patients 0402-
0751 (7/22/98-2/17/99), and patients 0765-0888 (2/22/99 - 5/29/99). In common
were somewhat different patient profiles in each of these periods, as well as some
apparent bias in the use of numbers entered into blanks such as “time of onset “ (of
labor), or “time of dose™. The second period appeared to divide into two nearly
discrete sections at patient 0623. Patients in the first block appeared to have often
been complicated, with dosing often problematic. Patients in the second block {which
followed an unexplained numerical gap of about 100 randomization slots), seemed to
have been more in conformance with the protocol, but time entries not uncommonly
appeared to represent estimates rather than actual data. Patients in the third set
appeared to once again represent a more complicated population, but with some of the
same data entry issues apparent in the second set. On its face, this pattern appeared to
be consistent with a change in personnel completing forms or a change in work
instructions. It was also thought 10 be compatible with gefting a bit behind, then
catching up, with completion of CRF’s. The data tables were felt to suggest issues
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with drug admumtratzon, with the collection of accurate clinical data on the CRF, and
with the cellection of safety data,

s Maternal Drug Administration: A comparison of the date/time of dosing for “Dose
17 to the dateftime of cnset of labor and to the date/time of birth, gave rise to some
observations reqmrzng fo!low—up

For 19 of 93 Patients (20%), the time of the first dose is at least 6 hours after onset of
labor or its reianons}zzp to the onset of labor is unknown.

For at least 2 of 36 (6%) apparent AZT patients, dosing does not appear to match the
q3h schedule.

For 7 of 93 (8%) patients, the time of Dose 1 and time of .birﬁz appear to overlap or
very nearly so. .

In summary, based on the data from women with a birth year of 1973 or 1974, it was
thought likely that more than 30% of the mothers would exhibit dosing errors of one

sort or another.

¢ Collection/Recording of Clinical Data: - Unusual clustering of numbers raised
concern regarding the accuracy of some of the data collection or recording. For
example, in the period between May 23, 1998 and September 9, 1998, there were
fourteen (14) evaluable patient listings for this sample (birth years 1973 and 1974).
Of these, and considering only time of first dose, nine (9) entries (64%) were
accounted for by 0100, 0300, 0400, 0500, or 0600. Four (4) of these entries were
0600. Assuming no relationship between these patients, and assuming that only the
hour was used (estimate), giving us 24 possible entries, the odds of this happening
were roughly 1 in 2,000,000. This implied that these were probably, in fact, related
events. Among the relationships possible was a problem with the person collecting or
recording the events. The most common problem would be estimation of times rather
than a recording of actual time. Since timing of dosing related to onset of labor was
important, this was thought to be potentially an important finding. Similar patteming
was seen in other areas, such as the period between February and May, 1999, for the
field “time” for ruptured membranes, and was thought to be compatible with a
reporting problem. Since it was apparent that one person had completed most CRF’s,
it seemed likely that the issues might relate to the performance of that individual or to
a gsystemic problem with data collection,

» Safety Reporting: Looking first at the Examination at Discharge, for Mothers, more
than 1/3 were marked “abpormal”. These did not distribute randomly in that the three
groupings referred to above showed different outcomes. For the group ending at
Patient 230, there were 24 patients in the sample. Of these, 15 had “abnormal” exams,
(63%). For the group ending at Patient 751, there were 48 patients. Of these, 18 had
“abnormal” exams, (38%). For the group ending in Patient 888, there were 21
patients. Of these, 6 had “abnormal” exams, (29%). While the patterns were
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interesting, the more interesting fact was that 39 of 93 mothers lef! the hospital with

- abnormal examinations, (42%). It was felt that the decline in reporting represented
better patient selection, different site personnel, or perbaps the well known
phenomenon of less complete reporting as a trial progresses.

On a similar note, looking at infant weights, it was apparent that a weight of less than
7Kg at 12-month follow-up was not an uncommon finding, despite the generally
robust size of most infants at that visit. It was thought to be likely that some, perhaps
many, of these infants had serious health problems. A sample of 43 such infants from
the larger sample of 93, showed that all had adverse events at 12 months. Of these 43,
only 11 were HIV positive, suggesting that upon audit of the site files, we would find
more pathology than had been reported. More to the point, most of the SAE’s

large number of infants with apparent Failure to Thrive past 6 months of age.

reported for infants were in the newborn period, which was incompatible with t}xe M,,d 'ﬁﬁ’

Additionally, there was the matter of the Lancet paper, which mentioned 59 Senous
Adverse Events in infants less than two months of age. Both the data samplc

described above, and the Lancet report, suggested more serious adverse events in (}-"'J/
infants than had been reported to FDA under the IND. _

Tak_en together, it appeared likely in fact, that many adverse events and perhaps a
significant number of serious adverse events, for both mother and infant, may not
have been collected and reported in a timely manner to the FDA, under the IND.

Finally, the variability in recording of clinical information described above suggested,
as did the limited BIPI audit in January, 2002, that comparison of CRF’s or line
listings to the patient records in Uganda might well result in discovery of additional
AE’s and SAE’s, not present in either the IND reports or the SNDA. This would
create two problems, the timeliness of IND reports, and the accuracy of the SNDA
submission, Safety reporting therefore became a primary focus for the site audit team

From this analysis, an mspectxon-plan was developed that would both assess the site for
conformance to all rules and guidances and also would look at specific questions arising
from the trend analysis of the data. For chart review a proposed patient list was
developed from which to focus the in-depth review of subject charts, Attachment 2.

Westat staff were on site from February 18, 2002 through February 28, 2002. The initial
effort focussed on the regulatory audit, chart review, pharmacy review and laboratory
review. The second phase of the assessment added more detail to the review of accuracy
of CRFs to source documents, SAE and AE reporting proceéures and obtain more
information with which to answer questions that arose in the initial data trending
procedure.
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Westat
Clinical Research Operations and Monitoring Center

PRE-INSPECTION VISIT REPORT
INTRODUCTION AND REGULATORY AUDIT

Name of Clipical 8ite:  Makerere University-Jokns Hopkins University Research Collaboration
Address: _Muiago Hospital, Kampala, Uganda

Protoco! Title: " A Phase ITI Placebo-controlled Trial to Determine the Efficacy of Oral AZT
and the Efficacy of Oral Nevirapine for the Prevention of Vertical
Transmission of HIV-1 Iafection in Pregnant Ugandan Women and Their

. Neonaties

Enrollment Initiated: November 1997
Program Officer: Samuél Adeniyi-fones, M.D.
Dates of Visit: 18 February through 28 February 2002
Westat Clinical Site Monitors: _

Susan Lander, B.S.M., MLP.H. and

Judith Chambérlin, P.A., Dr.P.H. {On site: 18-26 February 2002)
Westat Regulatory Affairs Manager:

Steven Gustavson, D.V.M. (O site: 25-28 February 2002)
Biologics Consuiting Group, Regulatory Consultant:
' Michael Hensley, M.I3. (On site: 25-28 February 2002}
Division of AIDS Project Officer for Westat Contract: |

Jacquelyn Buras, MLP.A., (On site; 22-26 February 2002)
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[Il. REGULATORY AUDIT

Indicate if the following topics were assessed. If satisfactory, check “Y”. If not satisfactory
check “N”. Check “N/A” if not applicable or not assessed.” Provide cornments as applicable:

- Table 4: Regulatory Audit

1. Cuorrent Investigator

s Brochure

I8 :

e 14-Dec-1995 version of the IB was included in the original
IND application

¢ 19.Nov-1997 version, and

* 2000 version :

- IND safety reports and X
IEC/IRB comrespondence

Letters prior to January 2002 were on f1i¢ advising the IRB of
safety reports received. The letter dates and referenced safety
repori dates werc:

MU-JHLU letter date:  Referenced safety report date:

25-May-98 8-May-98

26-Ang-98 2 quarter, 1998

5-dun-98 date not referenced

The reports were not attached and this monitor did net cross-
reference these with the safety reports provided for verification
by DAIDS.

The following safety reports were recently subraitted to the local

IRB with a Jetter noting that some of them had previously been
submitted. The staff was advised to file a copy of the letter with
the reports, to record which ones were submitted. '
s 13 FDA IND safety reports from HIVNET 012
» Other Boerhinger safety reports the site had received from
non-DAIDS source (including four of the five safety reports
that had been provided to Westat by the Regulatory
Operation Center (ROC) as DAIDS “Safety Memos”
. A copy of the fifth safety report provided by the ROC
{8M-546) was provided to Ms. Allen and was
submitted 10 the local IRB during this visit.

2. Form FDA 1572 current X

Forms FDA 1572 dated 3-Aug-1997 and 15-Jan-2002 were on
file. '

Site Assessrnent, FHIVNET D12 Kampale, Uganda
8 March 2002
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3. Investigators lzzm vitae o

were :
Jay Brooks Jackson (updated 10-Jan-2002)
Francis A. Mmiro
Laura Guay
Philippa Musoke Mudido
" Florence M. Mirembe
Christopher M. Ndugwa
O. Margaret Achom
Clemensia Nakabito
Kenneth Kintu
Constance Ducar
Corey Duefield
Florence S. Kikonyogo
Michae} C. Mubiru
Mary Musisi
And others...

4. Copy of signed protocol and all
amendments

Version 1.0 of the protocol is on file and signed by Dr.
Jackson (3-Aug-1999) and Dr. Mmiro ($-Jan.2002).

o The first letter of amendment submission to the IND and a
copy of “Amendment IT” are on file.

5. Sample case report form (CRF)

6. Human Subjects Protection
Capabilities

Approvals are required at the following levels:

National Leve)
Uganda MNaticnal Council for Science and Technology

Local Level
Uganda AILS Research Subcommitiee, of the STDVAIDS
Control Program for the Ministry of Heaith, Uganda

U.S. Grant Ipvestigator site
Johns Hopkins University School of Medicine, Joint Commitree
on Clinical Investigation (JCCI)

FWA or other assurance number

Two SPA approvals and one CPA approval were observed 1o be
on file:

+  Makerere University, SPA # 5623311

+« Mulago Hospital, SPA # §6234-03

¢ CPA # T-5124 (21.sep-2000 through 20-sep-2005)

Ms Allen advised that there is also CPA # T-5125 on file, also
with expiry of 20-Sep-2005. This was not verified by this

i monitor,

The OHRP website was reviewed following the visit and the
following CPA assurances are noted: .
o T5i24 Makerere University Medical School

= T5125 Mulage Hospital

Both CPAs are noted to have “renew by” dates of 12/31/2003
(not 200%5).

Sizz Assessment, HIVNET 012 Kampals, Uganda
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The local IRB

»  1996-1997 (Updated prior to SPA approvals, following

© request to comply with inclusion of community member).

& There was also an updated IRB roster on file with an SPA #
that did not match either of the ones assigned. (Number/date
not recorded by this monitor. The last two numbers were
different from either of the two SPAs).

Johns Hopkins IRB

*  1996-1997
2001-2002
IEC/AIRB  standard operating |- | X
procedures (SOPs)
7. Documented [EC/RB approval of | X -National Approval:
protocol and all amendments s 2-0ct-97: Approval (w/ clearance from the president

pending) and request to allow study to proceed. Ms. Allen
reports that written approval of the president is not issued to
the investigative sites,

Local Approvals:
2~-Jui-1997 Version 1.0 — first approval

27-0ct-1997 Version 1.

27-Mar-1998 Provisional approval o drop placebo ammn
14-Apr-1998 Amendment

2-0ct-2000 Amendment [

4 % & 5 9

Grant Investigator Site Approvals;

s 23-jul-97 Version 1.0

+  24-Feb-1998 — approval for interim change to the protocol
for dropping the placebo arms of the trial.

» . 24-Mar-1998 - Amendment |

*  27-Mar-2000 ~Amendment 11

8. Documented 1EC/ARB-approved X
consent form a_r.é all revisions

| documents.

| Losal Approvals:

Copies of informed consents, local language consents and back
translations are on file for;

s  VYersion 1.0;

e  First jetter of amendment;

¢  Updated consent for First letter of amendment; and

+  Amendment I

These are not signed/stamped/dated by either IRB, WNeither
certification of franslation, nor identification of the tanslator is
on file for the translated or back-translated informed consent

Documented approvais for the following consents are on file:

e  Approval of English or Ugandan ICFs were not verified by
this monitor,

Grant Investigator Site Approvals:

*  1-Jan-2000 —Amendment II with JHU IRB Stamp and date

24-Mar-1998 — Letter of Amendment

29-Sep-97 revised informed consent (not stamped/dated)

11-Ang- 1993 — with aunual renewal

e o @
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e SR
- Documented TEC/IRB-approved

assent form and all revisions

. Documented [EC/IRB approval of

any other materials given 1o
subjects. Specify, (e.g. written

information, advertisements,

compensation, other}

This requiremnent was discussed with Dr. Philippa Musoke ang
Ms. Alien who report that no written materials were used for
recruitment or for patient education.

Reimbursement was provided for transportation. Documentation
of {RB approval for transportation expenses was not on file,

. Documentation of financial aspects

of trial {e.g. grant award, contract,
subcontract) :

The DAIDS project officer, Ms Burns, reviewed this requirement

with the on-site investigators. Dr. Jackson was contacted and
advised to bring documentation to the site prior 1o the inspection.

12.

Annual sursmary of study progress

submitted to JEC/IRB

Local IRB:

There were no annual study progress submissions or protocel
renewals on file prior to 11-Jan-2002. At this time a “2001
Progress Report” was submninted, including tables of SAEs
reported during the 1% 18 months of subject’s trial participation.

Grant Investivator Site IRB:
*  I* year annual report is not dated or signed and did not

include the referenced attachment describing progress of the
trial. This was stamped received by the JHU IRB on 6-Aug-
199§ and approved 11-Ang-1998.

o 2™ year annual report dated 20-Jul-1999.

e 3% year annual report dated 12-July-2000,

o 4% vear annual report dated 31-Jul-2001.

i3.

Documentation of annual IEC/IRB
renewal of protocol and consent
{and assent, if applicable).

Local Renewals:
As above, there was no annual reports provided to the focal IRB
and gabsequently no annual renewals were provided by the IRE,

Grant Investigator Site Renewals:
e 1" year continuing renewal dated §1-Aug-1998.

¢ 2™ year continuing renewal dated 10-Aug-1999.

+ 3™ year continuing renewal on file (date not recorded by this
monitor).

e 4™ year continuing renewal dated 9-Aug-2001,

Bite Aszessment FIVMET D12 Xamgpala, Uganda
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A master signature log was recently created. Signatures are not
on this list for the part time pharmacist, or the laboratory
administrator.

* The labomutory administrator’s signature is on the laboratory
signature log, as are other laboratory staff. The Iaboratory
has maintained a signature log for several years.

s The investigators were advised to make efforts to secure the
pharmacist’s signature prior to the inspection. Ms. Allen
pointed out that the pharmacists signature is on his CV, so it
may be possible to cross-reference the CV for his signature.

»  For future studies, the staff was advised to create a log to
include a colemn for initials, in addition to name, title and
signature.

i



15. Documentation of Laboratory

‘The lab is not certified, but did participate in COC-MPEP

normal ranges during the trial.

Certification proficiency program during this trial.
The iab has more recently participated in other pmﬁc;ency
programs, including CAP, UKNEQUAS, VQA, and QASI. The
1ab hopes to receive CAP or CLIA centification at such a time as
these inspections are available in Uganda,
- Iflab is not certified, review See Laboratory audit report for additional details.
QC/QA procedures, inguire
about validation methods used
and cbtain copy of lab director’s
CV (if not previously obiained). :
16. Copy of normal range values for Nonnal range values have not been documented for the local
each laboratory used and updates to population.

* A list of textbook iaboratory nommal values was recently
prepared and added to the file. A copy of the reference for
this lzsmlg was included in the file. (Pediatric Reference
Ranges, 2* edition, Edited by Steven J. Soldin).

*  Also on file is a list of lab normal values for Johns Hopkins
University laboratories.

» The DAIDS grading of maternal hemoglobin was modified
and a copy of the modified table was introduced to the
monitors on Saturday, 23 February,

17, 1ATA Certification for Shipping
Dangerous Goods

The laboratory edministator reponts that she received training in
dangerous goods shipping from Dr. Guay. Dr Guay reported that
she is not IATA-certified and that she received training from Dr.
Brooks Jackson. Dr, Jackson reported that he is not certified.

Dr. Jackson was requested to retrieve and bring copies of IATA
certification for whoever may have been certified during the tu‘ne
of the trial (possibly Estelle Piwowar),

18. Review documentation of stored
laboratory specimens.
- Determine location and storage
condition of specimens on site.
- Determine location of
specimens, if shipped off site.

On-site specimens are presently stored in —70 freezer in the core
lab. The freezer temperature is monitored daily and the core lab
is equipped with two back-up generators.

Some specimens have been shipped off-site to Johns Hopkins
University. The computerized laboratory tracking system
records storage location; dates of thaws, if any; and shipping
information for study specimens. A copy of this information was
provided to the clinical site for their laboratory binder.

19. Serious Adverse Event reports
submitted to sponsor and [EC/IRB

Local IRB:

| Neither annual progress reports, nor reports of SAEs of study

subjects were reported 1o the IRB until January 2002,

The annual reports to the JHU IRB were not reviewed for this
requirement.

Site Assessment, FIVNET 012 Kmnpai Uganda
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| 20. Subject Screening Record

Each antenatal clinic maintained a screening log.

»  The Old Mulago clinic maintained five logs, one for each
chinic day. These are labeled with the days of the week and
each woman was scheduled for her visits on the same day of
the week,

¢  The New Mulago screening log was maintained in the same

notebook as the enrollment log. The screening log began at

the first page of the book and the enroliment log began at the

last page of the book. '

None of the participants provided written informed consent prior
1o collection of screening chemisiry and hematology labs. These

- sereening fogs record information about women scheduled for

enrollment visits following the screening.

This monitor’s initial understanding was that the logs recorded
all women screened, but subsequent understanding was that they
record enly the women who agreed to attend the enrollment visit.

The site staff reports that all women provided written informed
consent for HIV testing, however, these records were not
reviewed or verified by the monitors.

21. Subject Identification Logbcok

22, Subject Enroilment Log

There is one enrollment log for sach antenatal clinic
¢ The Old Mulage Log {also marked “Randomization
log}
* The New Mulago Log {lists enrollments in the back
filling in from the last page forward, and in the frong,
lists women screened for the study.)

23. Are the research records storedina
secure area?

*  The regulatory files are maintained on shelves in Dr. Guay’s
office. Ske was advised to place these in a locked cabinet.
She said she will move them to the jocked cabinet in the file
room adjacent to the data processing room.

»  The CRFs are stored on shelves in the file room adjacent to
the data processing room.

¢  The hospital records are stored on shelbves in the file room
adiacent to the data processing room,

¢  One half of the upper floor is secured at night with a Jocked
steel door. Behind this door is the data processing area and
file room, _

«  The “source files” are stored in a file room on the ground
floor.

24, Standard Operating Procedures
(S0OPS)

There were two procedure manuais used during the trial:
1} Sty Specific Procedures (SSF)
2} HIVNET Manual of Cperations

There were no site-specific SOPs in place during the trial.

23, Staif Training Files

“The staf? is presently compiling available records to document
training of staff before and during the trial.

On hand is a copy of an agenda for a 3-day protecol training that
was conducted prior to the trial, and this will be included in the
training file,

Site Assessment, HIVNET §12 Kampala, Uganda
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26. Other Observations : ¢ Permits for exporting specimens from Uganda and
' Import permit (valid 8-Jul-1999 through 8-Jul-2000) are on
. file.
»  Additional correspondence to the JHU IRBs on file include:
. 1.Feb-2002, IND Serial # 37 and 38 submitted .
. 4-Feb-2002, INID Serial # 40 and 41 submitted

Additional Documents were provided to monitoring and auditing staff during the visi (or )
immediately prior to departure for visit), Attachment 3. -

OPERATIONAL PROCEDURES AND GUIDELINES
& Adverse Experiences Reporting Requirements, (November 1997, Presumably Section 3 of the Study
Specific Procedures Manual)
+  Modification of Grading criteria for Maternal Hemoglobin
Memo from Laura Guay: Procedures for Review of Laboratory Results {23-Feb-2002)
*  “General Source documentation requirements relevant to HIVNET studies, including 012" (not dated.
Faxed to Westat 15-Feb-2002 from FHI) :

»

IRB CORRESPONDENCE

s Letter from Francis Mmiro & Brooks Jackson to JHLU and Mugalo Hogpital IRBg describing
unblinding and requesting approval for continued open-label enrollment. (9-Mar-1998)

*  Letter from Drs. Mmiro, Jackson, Musoke and Guay: Rbsponse to Queries of Dr. Sewankmnbo‘
Review Committes (13-am-2000)

»  Letter from Prof. N. Sewankambe to Dr. Mmiro: Extended Mother-Child Followup in Nevirapine
Trial recommendations with annotation by Dr. Guay that, “discussed with Dr. Sewankambo, Revised
consent accepted. Full protoco] approav] 4/10/2000 stands™, (4-O¢t-2000)

LABORATORY CORRESPONDENCE
» Laboratory Evaluation Report by Laboratory Consuiting Services (1-Dec-1999)
»  Memo to Fije from Constance Ducar: Re: Corel.ab Accreditation (4-Jan-2002)

DATA MANAGEMENT CORRESPONDENCE

*  Procedure Summary for On-site HIVNET 012 Data Processing Activities (22/02/2002)

*  Procedures for Validating the CRF Relay System for HIVNET 012 Study Data {22/02/2002)

» . Memo from P. Musoke: Study Numbers Without Delivery Hospital Records Available (22/02/2002)

¢ Memo from Corey Duefield: Infant Chemistry Test Results, prepared to describe source of chemistry
and hematology data requested by Westat (26-Feb-2002)

OTHER
* “Summary of Site Monitoring Procedures and Findings: HWNET 012", prepared by Melissa Allen (6-
Sep-2001)

Prepared by: _ Date:

Susan Landey, B.S. M., M.P.H.
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_ Yestat
Clinical Research Operations and Monitoring Center

PRE-INSPECTION VISIT REPORT
SUMMARY OF RECORD REVIEWS

SOURCE DOCUMENTATION RECORDS

Various records were used to record case histories.

Hospital Records of Antenatal visits, Labor and Delivery, and Birth

.

Forimal obstetrical record, prepared by Mulago Hospital medical staff (not necessarily
members of the research team).

Initiated during first antenatal visit and records events of antenatal visits, events of L&D and
immediate post partum/neonatal period. A discharge summary for the mother and infant(s) is
also documented here.

The record is specific to the individual pregnancy.

New hospital records are created for earlier or subsequent pregnancies.

Only reference to protocol participation is the label of the woman’s study identification
number.

{This label is removed if the file is returned 1o the Hospital Medical Records file room, since
the HIV status is considered confidential, and is not recorded in hospital charts.)

Inchudes brief, one-line entry for each antenatal visit, to include date, estimated gestational
age, Fetal heart (“heard”/"not heard”, occasionally the actual rate is recorded), B/P,
medications/indications.

Antenatal ward notes record reasons for admission prior to labor.

Operative niotes are included for C-Section cases, _

Record of infant evaluation is sparse. Most infants had recorded Apgars of 10/19.

“Source File”, aka “Patient Record™

(Referred to by monitoring/audit team as “Johns Hopkins file/forms”)

]

Site Assessment, HIVNET 012 Kampala, Uganda

The shadow file in which clinic notes and abstractions from hospital charts are recorded.
Study-specific clinic forms created by MU-JHU for recording study visits and other research-
specific requirements.

Includes original documentation for mother and infant(s) research clinic visits (scheduled and
interim visits).

Includes transcription of some laboratory data (on Eligibility Checklist form}

Includes abstraction of on-study hospxtahzanens as captured by ward rounds aurse (Hospital
Record Form)

Not all forms include signature/date entries {c.g. Eligibility checklist form).

s
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» Laboratory Requssmon forms and forms returned from lab recording specimen storage are
filed here.

s Afler about November 1998, original subject-specific laboratory reports, initialed by
laboratory staff, are filed here.

Laboratory Source Documentation

s Beginning of study through approximately November 1998:
» Four large (approx 3”) binders contain line-listings of study data.
e There are apprommately 40-50 results, for various subjects and assays recorded on each
page.
Pages are ordered by print date. _
Results on each page are ordered by PID number and printed based on run date. If
specimens are batched (e g. HIV RNA PCR), then the source document may appear days
or weeks after the specimen collection date. .
e Most of these are initialed by (reportedly) laboratory staff. The initials were not verified
per the Iaboratory master signature log. _
» The monitors do not recall cbserving initials of either of the two on-site investigators on
these line-listings.
» The monitors recall observing, occasional initials of the data transcriptionist on these
» Laboratory data from this time period was very difficult to locate and, in the interest of
time, for the most part, not verified during record review, '
¢ From approximately November 1998 through end of study individual laboratory reports are
filed in “Source File”,
* Laboratory data from this time forward were verified during record review.

gspital s for -0 i dmission

* New records are created for each individual non-obstetrical admission.

» These medical records are filed by the hospitalization number, not by client’s name.
+ To identify hospitalization records, the fact that hospitalization occurred must be known

" Then, the hospitalization record number must be identified.

» I)lmng this visit, the MU-THU staff reviewed thclr source file” records for hospitalization
numbers,

» During this visit, Dr. Philippa, on-site investigator, corresponded with the hospital medical
director to request access to these records. _

* Some non-obstetrical hospital records were secured for review by Tuesday, 26 February.

Additional Sou.rce Documents
Horme Visit Logs

* Three Master Logs contain summaries of subject follow up. (Home visits are made if the
patient fails to return to clinic for a scheduied visit.)

s Hach home visitor has & logbook imo which records of directions 1o the home and follow
up visit details are recorded.

Site Assessment, FIYNET 012 Kampala, Uganda 17
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»  Each home visitor also uses index cards (~ 5”x8") to record information pricrto
recording io ber loghook.

s  Used to document efforts made to track subjects lost to follow up.

¢  Reportedly reviewed at weekly Friday meeting of Visiting Nurses and Dr. goay. Served
as bases for "Master Logs”, which were intended as summary tabulations of ongeing
follow-up attempts.

¢ One of two "Master Logs" was found to have been recent!y rewritten, reportedly because

~ of the loss of the original in a "flocd”.
+  Source used during the audit for identification of deaths not previously reported as SAEs.

T

“NyP Report™. Books

¢  One book for each L&D ward
s Prepared by Midwifery staff (members of the research team)
o Labor and Delivery and Immediate Post Partum Record
-« Birth and Newbom Record
+ Includes recording of study drug admmlstrauon

Ward Rounds Nurse Book

+ One book used by the ward rounds nurse to record abstractions from in-patient hospital
records and history obtained from subjects and/or family members.
¢ Source of hospital admission number (required for locating hospital charts)

. RECORD REVIEWS

Records for 59 mother-infant pairs, including three sets of twins, were reviewed,
Complete chart review, including verification of laboratory data recorded on the CRFs was
attempted for four mother-infant pairs, however, verification of laboratory source documentation
prior to late 1998 was not feasible due 10 the problematic organization of the four laboratory
source binders {described, above). The remaining 55 suhjeét records were reviewed to verify or
idehtify: 1) eligibility for study entry and dosing; 2) clinical endpoints; 3) SAE and AE reporting
errors; and 4) drug administration errors. Elements of eligibility verified for matemal enrollment

included verification of informed consent, maternal age, gestational age, laboratory toxicities (as.
feasible), exclusionary co—moﬁnd conditions and concomitant medications. Exclusion criteria for

maternal and infant dosing were also verified.

Site Assessment, YIYMET 012 Kampaela, Uganda 18
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Scurce decument files that were used in the review included 1) the hospital record for
antenatal visits, labor and delivery and birth and 2) the “Source File” (or “Johns Hopkins file”).
Other hospitalization records for mother- and infant-illnesses were not available for review until
the final day of the monitors’ visit. The labor and deiivery records recorded minimal information
about the subjects and did not record reference to HIV stafus, protocol participation, or study drug
administration.

The record of drug dispensed/returned as recorded on the JHU file was not verified using

pharmacy logs. The calculations for infant dosing were not verified for all records reviewed,

Records for the following mother infant pairs were reviewed:

Table 5: Mother-Infant Pairs
i3 0151 06852 (twin)
14 0197 . 43 #4691
15 0404 44 0695
16 - 0441 _ 45 0696
17 0443 36 0717
13 0444 : &7 0730
19 0462 48 0746
20 0435 49 0751
21 0456 50 0770
0456-2 (Twiny : 51 0777
32 0501 : - 52 07483
23 6514 53 0790
0513-2 (Twm) 44 0834
24 0318 55 0832
75 0526 56 0850
26 0344 37 0867
27 0570 58 0287
28 0571 _ 55 (888
75 0576
30 0380
Site Assessment, HIVNET $12 Kampala, Uganda 15
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Ol SUMMARY OF FINDIMGS

Table 6: Summary of Findings

73 (37%)

73 (40%)

18 (33%)

! All protocol-defined inclusion/exclusion criteria could not be verified using available source document
files.

{e.g. Lab source documentation prior to fale 1998. Eligibility checklist form included
entries completed at various dates, none of which were signed or dated.)

? Delay in treatment, did not self-administer drug before presenting to labor ward, child received
teo many or too few doses of AZT, did not mest eligibility criteria to receive study medication.

Table 7. Summary of Findings by Subject ID Number
Sece Attachment 4 for detailed worksheets

. D:d nm meet ei:gibzhty mquxrements for en:ollmcnt (uncontrolicd hypermnslan, 34
week gestation (twin pregnancy), Hgb 5.6)
+ Mother given Valium at eprojlment visit for h}fpertension
; E‘ = T 7 :'. m:ﬂ' 3)@&;&
. Study haby dzed while sharing crib wr:b nop- study baby. Study drug administered
to ron-stady baby following change in nursing shift.
o Mother received Valium prior to receiving hospital-administered study drug 05800 1
« Mother dosed in 2nd stage of labor : 624-0 1
s Infant did not receive study drug U730- ]
« Subject didn’t self-administer dose prior to presenting to labor ward 06510
20240 13
$020-0
6010-0
0614-)
0571-0
0624-0)
07510
40710
01910
08621-0
£628-0

Site Assessment, HIVNET 012 Xampak, Uganda
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0601-0

o Dosing (initial and/or subsequent) delay while on L&D ward

Q7o
06210
0496-0
0444-0

» Too many doses AZT administered to infant

0482-1
0777-1
6023-1
0867-1

s Too few doses AZT administered to nfant

0665-1
07111
9571-1
0571-1
0613-1

» Error in reporting/transcribing drug-administration data

cn ;
- Congemzal anomaly

0462-0
04621
052640
06140

0501-0

L{)691-l ==

« AE form {mm-SAE} not completed dunng the 6 week fullow«»up penod for AB
reporting _

9526-1
0770-1 3
e Death after 18 month FU visit (infant) or 6 wk FU visit (Mother) 8518-1
0164 2
+ Hospitalization (834-]
0685-1 x2 5
0635-2
8046-0
» Experienced potentially life-threatening event but because subject was not 0034-]
hospitalized or the event was not recognized (Grade 4 lab value), an SAE was not | 05711 3
repored. (Hospitalizations were rare events due to Jocal standard of care, lack of | 0685-2x 3
hospital beds or mother's unwillingness to accept admission for ber infant.) 08420
0867-1
00420
s Cancers listed in Ward Round Nurse's hospitalization summary were not 0164-1 i
mentioned in th:s hospitalization SAE report and not reported as separate SAEs
Total Unreported SAEs 19

Site Assessment, HIVNET 012 Xampala, Uganda
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« SAF/AE was graded less serioysly than was indicated by reading the clinical 0462-1
description ip the spurce document file 08500
0024-1 7

(e‘g..Gzading of rashes did not follow DAIDS supplemental toxicity table for severity | 0570-1
of cutaneous/skin rash/dermatitis AE's; or life-threatening events and Grade 4 lab 06151
toxicities were graded as miid tc moderate) 0628-1

" Two or more concordant results of HIV-1 RNA PCR assays drawn at separate visits.

Site Assessment, HIYNET 012 Xampals, Uzanda 22
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Hi. HIV-1 RMA PCR EMNDPOINT YERIFICATION

The following table decuments additional subjects for whom positive or negative HIV-1 RNA
PCR results were verified per laboratory source documnentation.

Table 8. HIV RNA PCR Assay Resulis Verified with Corresponding CR¥F

0189-0 Six week
0189-1 Six week
0192-1 Six week
0194-1 Six week
01958 Six week
0009-1 Fourteen week 0195-1 Six week
00131 tFourteen week 02120 Six week
. {0020-1 Fourteen week 02121 Six week
0023-1 Bith 0215-1 Seven day
0023+ Six week 0217-1 Six week
0027-1 Fourteen week 02274 Eligibility
0029-0 Six week 02319 Eligibility
0032-1 Birth 02370 Six week
00321 Six week ' 02371 Six week
00330 Six week ' 02410 Delivery
8033-1 Six week 1110-1 Fourieen week
00411 Six week
00500 Delivery
0661-0 T [Delivery
0062-0 Delivery
0062-1 Birth
006241 Fourtesn week
0065-6 Delivery
100690 Seven day
00701 . jFourteen week
00720 - Sixweek -

0093-0 Sit week
0093-1 Six week
0103-0 - [Delivery
0158-1 Six week
6170-0 Eligibility
(01760 ‘Laugibiiity
0178-0 Eligibility
01820 Six week
01859 Eligibitity

Site Assessment, HIYNET 012 Xampala, Ugands
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V. GEMERAL OBSERVATIONS

Adverse Events: Routine Identification and Reporting

The process for reporting AEs to the database was explored with, and described
by, the lead data manager, Ms. Musisi, who was the lead data transcriptionist through
much of the trial. This process was not documented and had inherent flaws including the
level of accountability for identification of events, absence of shared accountability and
absence of quality control measures to ensure compieteness of reporting. Responsibility
for initiating the AE form completion lay with the data transcriptionist, not the clinicians.
s The source documentation form completed by the clinician during the clinic visit

included “yes” and no” check boxes for whether there had been any illness or
adverse events.

o Ifthis was checked, “yes”, the data transcnptzomst would forward the source file io
one of the on-site investigators for completion of the AE form.

e If the AE was determined to be serious, the investigators would secure the signature
of the Ugandan PI. On occasion, one of the on-site investigators would sign the PI
signature line.

¢ The process appeared fo be driven by the trariscriptionist’s recognition of an AE and
there did not appear to be any quality control mechanisms in place.

» For the most part, neither the Principle Investigator nor any sub-investigator actually
saw the patient experiencing an AE or SAE. Completion of the form; as well as
decisions on sericusness, causality, relation to study drug and severity were made on
the basis of second hand information.

e Unreporied AEs were identified in which the illness/AE check box had been checked,
“yes”, but where no AE form was completed.

s AFs (non-SAEs) were not reported afier six weeks for mothers or infants.

Serious rse Event Reporting

The procedure for reporting SAEs was not included in the study-specific
procedures manual provided by FHI prior to the visit. There was a copy of AE Reporting
" Procedures in the SSP binder and this was made available to the monitors upon arrival,
) The procedures were discussed with the staff and are described as follows:
*  Only hospitalizations and deaths were reported as SAEs before or after six weeks of
life.
Grade 4 AEs were reported as SAE’s only if they resulted in a hospitalization.
After six weeks of follow up, infant-adverse events and illnesses appear only as an
‘indication’ on the concomitant medication CRF, and are thus recorded only if the
child received treatment for the iliness. The indications on the concomitant
medicaticn sheets are not graded. (Thus it would not possible to know if ‘malaria’
meant cerebral malaria or slide-negative malaria.};
¢ Deaths were not reported after 13 months of age for infants or after six weeks for
mothers, even if the death was the result of an ongoing medical problem experienced
during the study’s 18-month follow-up period. AEs experienced during the 18-month
follow up period were not always followed to resclution;
e A stillbirth was reported as a Grade 3 serious adverse event for the mother;
Aduit severity grading criteria for adult hemoglobin values were modified from the
DAIDS 1woxicity table as foilows:

Site Assessment, FIVNET 012 Kampala, Uganda 24
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7.0-7.5 g/dl Grade 1

€.5-6.9 g/di Grade 2

5.0-5.9 g/dl Grade 3

<50 g/dl Grade 4

e Drs. Guay or Musoke based the grading of the SAEs primarily on the transcribed
hospitalization summary. The clinjcian treating the child was consulted if necessary;

]

3

Serious Adverse Evept Documentation, Grading and Clinical Follow-up

¢ The grading assigned on the SAE reports were not well documented in the John
Hopkins files. There were several instances in which a grade 2 or 3 was assigned o a
hospitalization that appeared to be life threatening from the clinical description;

¢ Very few events were ever assigned a grade 4- ilfe threatening (2 or 3 out of the 60
records reviewed);

e The grades assigned to the adverse events were usually based on clinical impression
and often did not correlate with the corresponding laboratory marker (i.e., anemia
would be assigned a ‘moderate’ severity rating based on a clinical description of
‘moderate pallor’, regardiess of the true hemoglobin value); and

* There was no source documentation that the physician/investigators reviewed or
graded lab results. Accordingly, it is possible that laboratory abnormalities went -
unnoticed and AE forms may have been missed.

ndpoint Verification

As previously described, iaboratory source documents through late 1998 were
presented as line fistings printed by report date, including results for multiple subjects per
page and filed in four large binders. The results are difficult and time consuming to
locate, and many entries could not be verified.

* By the end of 1998, subject-specific laboratory reports were printed and filed in the
“Johns Hopkins File.” These were used to verify the 12 and18 month HIV RNA
PCR endpoints recorded on CRFs;

-« Additionally, the results of 53 HIV RNA PCR assays from the line listing ot‘
laboratory results (see table, above) were compared to the CRF entries. All were
entered correctly. '

» Laboratory documentation of assay results and package inserts for assays used were
not reviewed.

Com liémc Wi tocolSéh ule of Eval

The blood collected during the study did not always follow the schedule of
evaluations outlined in the protocol, For example:
+ 12 month HIV-1 RNA PCR and 12 month HIV ELISA assays were added later in the
study;
» CDd counts were done on ali chiidren at 12 and 18 months, even if they were HIV
negative;

Site Assessiment, HTVNET 012 Xampala, Uganda 25
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o  The laboratory stored samples of plasma and serum at each bilood collection (if there
was remaining specimen after testing) rather than foiiowmg the schedule of
evaluations;

s There is poor documentation that blocd was collected on filter paper at each blood
draw. Records documenting filter paper collection during the first year or so of the
study are not on site, and the filter paper samples have reportedly been sent to JHU,
aithough this was not verified at this visit.

Gther General Observations

*  There were few non-drug related transcription errors (i.e. from JHU files to CRFs)
identified during the thorough review of four records. Five such errors were
identified and they were minor errors. However, in comparing the information that
was summarized on the John Hopkins files with the labor and delivery source
document file, several significant discrepancies were noted;

» There were very few children lost to follow-up (2) and very few missed visits.

Prepared by; _ Date:

Judith Chamberlm, P.A., Dr.P.H, and
Susan Lander, B.S. N, M.PH.



V. GENERAL OBSERVATIONS

Adverse Events: Routine Identification and Reperting

The process for reporting AEs to the database was explored with, and described
by, the lead data manager, Ms. Musisi, who was the lead data transcriptionist through
much of the trial. This process was not documented and had inherent flaws including the
level of accountability for identification of events, absence of shared accountability and
absence of quality control measures to ensure completeness of reporting. Responsibility
for initiating the AE form completion lay with the data transcriptionist, not the clinicians.
» The source documentation form completed by the clinician during the clinic visit

included *ves” and “no check boxes for whether there had been any illness or
adverse events.

s Ifthis was checked, “yes , the data transcriptionist would forward the source file to
one of the on-site investigators for completion of the AE form,

e Ifthe AE was determined to be serious, the investigators would secure the signature
of the Ugandan P1. On occaswn, one of the on-site investigators would sign the Pl
signature line.

» The process appeared to be driven by the transcriptionist’s recognition of an AE and
there did not appear to be any quality control mechanisms in place. _

» For the most part, neither the Principle Investigator nor any sub-investigator actually
saw the patient experiencing an AE or SAE. Completion of the form; as well as
decisions on seriousness, causality, relation to study drug and severity were made on
the basis of second hand information.

* Unreported AEs were identified in which the illness/AE check box had been checked,
“yes”, but where no AE form was completed.

* AEs(non-SAEs) were not reported after six weeks for mothers or infants,

Serious Adverse Event [_{_gggning‘ )

The procedure for reporting SAEs was not included in the study-specific
procedures manual provided by FHI prior to the visit. There was a copy of AE Reporting
Procedures in the SSP binder and this was made available to the monitors upon arrival.

The procedures were discussed with the staff and are described as follows:

" »  Only hospitalizations and deaths were reported as SAEs before or after six weeks of
life.

o (rade 4 AEs were reported as SAE’s only if they resulted in a hospitalization.

o After six weeks of follow up, infant-adverse events and ilnesses appear only as an
‘indication’ on the concomitant medication CRF, and are thus recorded only if the
child received treatment for the illness. The indications on the concomitant
medication sheets are not graded. {Thus it would not possible to know if ‘malaria’
meant cerebral malaria or slide-negative malaria };

¢ Deaths were not reported after 18 months of age for infants or after six weeks for
mothers, even if the death was the result of an ongoing medical problem experienced
during the study’s 18.month follow-up period. AEs experienced during the 13-month
follow up period were not.always followed to resolution;

A stillbirth was reported as a Grade 3 serious adverse event for the mother,

»  Adult severity grading criteria for adult bemogiobin values were medified from the

PAIDS toxicity table as foilows:
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« The laberatory stored samples of plasma and serum at each blood collection (if there
was remaining specimen after testing) rather than following the schedule of
evaluations;

s There is poor documentation that blocd was collected on filter paper at each blood
draw. Records documenting filter paper collection during the first year or so of the
study are not on site, and the filter paper samples have rcported%y been sent to JHU,
although this was not verified at this visit.

Other General Ohservations

* There were few non-drug related transcription errors (i.e. from JHU files to CRFs)
identified during the thorough review of four records. Five such errors were
identified and they were minor ervors. However, in comparing the information that
was summarized on the John Hopkins files with the labor and delivery source
document file, several significant discrepancies were noted;

s There were very few children lost to follow-up (2) and very few missed visits,

Prepared by: : Date:

Judith Chamberiin, P.A., Dr.P.H. ang
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Westat
Clinical Research Operations and Mornitoring Center

PRE-INSPECTION VISIT REPORT
PHARMACY AUDIT REPORT

Name of Clinical Site: Makerere University- Johns Hopich:s University Research Collsboration

Protocol Title: A Phase lil Placzbo-controlled Trial to Determine the Efficacy of Oral Nevirapine and
the Efficacy of Oral AZT in Prevention of Vertical HIV.1 Transmission

Name and Aﬁdress of Pharmacy: Kempala, Uganda

Date of Audit: 26-26 February 2002 : Conducted by: Susan Lander, B.S.N., M.P.H.

Table 9; Investigational Pharmacy Personnel

~ Sematiko Gordon Katende Fhiarmacist No

(The part time phannacist is no
longer employed by the MU-
JHU Research Collaboration.
Laura Guay, M.D, Co-Investigator Y
Site Assessment, FIVMET 012 Xarnpala, Uganda ' 27
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L MAINTENANCE OF RECORDS

Instructions:  Please provide the requested information for each of the items listed below
(*Y” = Yes, “N"” = No). Provide comments whenever necessary or helpful,
Table 10: Pharmacy Records

s doy oLk

“A. Are the following protocol-specitic documents presen

1. Form FDA 1512 X The 15725 are on file with the site regulatory documents,

2. Prescriber signature list X | Prescriptions are not used in this study,

3. Most recent version of the X On file with site regulatory documents, ;
protoco! for which the site bas . |
IEC/IRB approval

4, Subject study assignment list X | A study subject assignment list was not used for this study. The :

subjects are assigned 1o the pext consecutive study number and the
treatment assignment is identified by the labeling of pre-prepared
study drug bottles. The treatment arm noted on the bottic is
ranscribed into the enrollment jog and recorded on the enroliment
form in the source file, as well as the CRF.

5. Drug ordering instructions X | Ordering instructions were not observed by this monitor,
B. Are the following records accessibie only to the site pharmacist or histher designee? _
1. Study assignment Jists : N/A. The treatment assignment is not documentad on a Hist at the

site. When the individuai patient kits were opened, the wreatment
assignment was identified on the boutle and then recorded on the
enroliment visit sonrce document,

2. Investigational agent X | The inveniory records are curreptly stored in the clinical research
aceountability/inventory records offices. Dr. Guay was advised to store the regulatory and other
) records in a locked steel file cabinet in the file room.
3. Order forms/shipping receipts X Four of five shipping invoices are on file. Thers is no ipveice for

the first shipment, which was hand delivered by the US. Pl io the
site. There is, however, documentation, itemizing contents of this
shipment recorded on the National Drug Autherity Impor/Export

| application, prepared by Dr. Guay.

4, Subject-specific profiles, if used N/A . '




Tabie 11: SECURITY AND STORAGE OF THE INVESTIGATIONAL BRUGS

g storage area. :
i. Are the mvestzgatmnai drugs X ] The drug was stored in various locations:

stored under double lock orina +  Bulk suppiy was stored in a fccked cabinet in the apartment of

limited access area within the Dr. Guay.

pharmacy? » Individual bottles of supply were transported from the bulk

" supply to a locked room in the Old Mulago antenatal clinic area

(no longer in existence), from where the study drug was
dispensed into the individual bottles.

s  The study drug kit was opened upon enrollment / randomization |
of ithe woman and she is provided with a bottle containing 2
medication for her first dose, to be taken upon onset of labor, |

¢ The remaining supply in the kit includes a bottle of maternal
rag and two bottles each of AZT-orf NVP. These are then
taken 30 the Labor and Delivery ward of the bospital where the
woman intends to deliver. Qld Mulago has a locked room in
which the kits and the patient’s records are stored. New
Mulago has a locked cabinet for storing the patient's drugs.

+ Both wards also keep replacement supplies in case the subjects

require additional medication.

2. Are the investigational drugs X Drrug was stored at room temperature.  However, the temperature
stored according to the manu- conditions of the storage areas were not monitored during the trial.
facturer’s specifications?

3. Gutdated drugs are not mixed Not assessed. Drug is oo Jonger on hand.
with the supply.

4. Is refrigerator and/or freezer Not applicable
storage available? '

a. Reffigerator
b. Freezer

c. If yes, describe location of refriperator
and/or freezer and method of menitoring
temperature. Note: It is recommended

_that if refrigerator and freezer are similar
in appearance and within close proximity
to one another they should be clearly:
marked to prevent errors in drug storage.




A. Accountabihty:

Table 12;: DRUG ACCOUNTABILITY, PREPARATION AND DISPENSATION

1. Do the inventery additions listed
on the investigational account-
ability records agree with the
shipment receipts?

There is a record of bulk drug received from the CRPMC and stored
in Dr. Guay’s apartment. This record notes dates that supply was
removed and taken to the Old Mulago ANC pharmacy.

These entries were not all made at the time of transfer, they arz ot
dated or initialed, nor is this record an original copy. The staff was
advised to secure and file the original copy within the study drug
binder.

NOTE: There are no shipping or accountability records for the
supply received in the first two shipments received from Johns
Hopkins.

2. Are the accountability records
jegible and complete with each
entry initialed by the pharmacists
of record or other authorized
personnel?

The site pharmacy pian noted that the phannaczst and the on-site
investigators would dispense drzg. But there is evidence that other

-staff also dispensed study drug on occasion.

Other staff who dispensed study drug inciude:
*  Margaret Achom, Study coordinator

e  Wasana Aida, , (Role undetermined)

¢  Kabasonga, (Role undetermined)

When Dr. Guay was asked about these, she noted that there is a list
of all staff who dispensed study drug. 1t was not ¢lear to this
monitor that all of these staff members were on this fist. A copy of
the list was not made during the site visit,

Note: Compuzcnmd inventory and accountability logs are acceptable; however, they must include entry codes or
initials of authorized personnel for each entry and must ke reproducible in hardcopy if requested.

3. Are there any entries in the
aceountability recerds which
indicate dispensing of investi-
gational agents to persons other
than subjects earolled in this/
‘these shidies?

X

Followmg death of study baby 0526-1, the non-study baby who
shared the same crib was administered study drug.

4. If study drug is commiercially
available, are procedures in place
so that the study drug is not
mixed with the general supply?

Mot applicabie

5, Compare the mventory balance documented on the accountability records with the actual physical inventory.

a. is the inverdory correct?

Drug is no longer on site. Destruction records are on site and
document destruction of remaining stady drug on 4-Jan-2002.

b. If No, provide actual numbers of the agent counted as well as the amount recorded on the accountability record
"~ for each discrepancy noted. Indicate either the reason for the discrepancy or whether the reasen remains unclear
after discussion with the pharmacist. If the reason remains unclear, dlscuss possible actions or procedures
which might be developed to prevent recurrence, if appropriate.

Drug

Accountabitity Record Inventory Amouni
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| I
Explanation/Discussion:

6. Check the investigational agent supply. Determine if the amount on hand seems reascnable taking into
consideration the following criteria: number of participants enrolled at this site; the treatment arms to which the
participants are assigned; whether or not study accrual is active; and the amount of drug routinely dispensed 1o a
participant at each visit.

a. Is the amount of drug supply Drug is no longer on site.
o hand reasonable? '

B. Drug Preparation and Dispens

ng
Review a sampling of prescription records for a minimumn of ten subjects and assess the following items. List
prescriptions reviewed:

“

s  Prescriptions and dosage calculations were verified for a number of the charts reviewed. No problems were
identified in thess subjects (not recorded.)

a. Has the site pharmacist X
prepared protocol-specific
writien instructions or a
synopsis of the protocol that
provides pharmacy personnel
with information on proper
dispensing and preparation
procedures?

b. Are the prescriptions signed by N/A
an authorized prescriber whose

. name appears on the Ferm
FDA 15727

¢. Do the study treatments dis- There is no study ireatment iist to verify this information. 1he
pensed match those indicated treatment assignment was documented on the botde itself and
on the treatrnent assignmcnt transcribed to the enroliment book, the source file and the CRF.
Hst? :

~d, If the dose must be Caloutated | X For those infants checked, yes.
based on weight or body
surface, has the dose been
calculated correctly? .

e. If the investigational agentisa ; X As above, yes
liquid or injectable solution, is
“the dose volume accurate for
the dose?

f. If the study agent requires Not applicable.
compounding/admixing by the
pharmacist, is there a clear
record of the agents and quan-
tities used and the calculations
involved?

g Was the quantity of drug X Generally, yes. In cases of extended labor, the LEIY staff would
dispensed sufficient for the use the replacement stock on hand.
protocol-prescribed dispensing
interval? {The amount dis-
pensed may be in excess as
determined by site policy.)

h. Do the pharmacist’s notations Not applicable.
on the prescriptions regarding
the dispensed investigational

Stz Assessment, HIVNET 012 Kampaia, Uganda 31
& March 2002




agent and the quantity dis-

pensed have a commesponding
entry in the accountability log?
2. 1s it routine practice at this site X The coordinator reviews the daily ¢linic schedules to determine the
for prescriptions to be prepared in sumber of women scheduled for enrollment at each antenatal clinic.

advance of scheduled protocol
visits? If yes, describe the
routine dispensing practice:

e

She lefi a note to the part time pharmacist who would prepare
enough kits for both clinics.

After the women arrived to the clinic, signed consent and had seen
the clinic physician for verification of eligibility (gestational age,
e1c.), the staff would notify the coordinator who would return to the
pharmacy supply room to retrieve the next sequential kit She
would then retaun to the clinic “Enroilment Room™ where the box

. would be opened.
3. How does the investigational phatrnacist As noted above, the coordinator provides a note that a given
usually receive study drug prescriptions? number of kits are required that day.

Describe:

4. To whom does the investigational

pharmacist dispense study drugs? Describe:

The drug s collected by the study coordinator.

5. Does the site have a routine procedure to

account for participant drog returns, broken
vials, etc.? Explain:

Drug returns are reported in the source file for all infants in the
AZT arm at study week 6, as is the maternal report of home dosing
of the infant.

There is 2 return log for all subjects, which documents the dose
taken, and the amount returned unused.
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Table 13: QUALITY ASSURANCE AND COMMUNICATION

A. Quality Assurance

I. Does the institutional pharmacy The HIVNET Manual of Cperations (February 28, 1997) has a
have written general policies and section tabbed for “Investigational Product Inventory and
procedures for handling investi- Storage” but the page included notes that, “This section is being
gational drugs? written by PRAB. When finalized, it will be incorporated into _

- the HIVNET MOP”.
The FHI Protoce] Manager reported that this document was never
. provided forthe manual.

2. Has the pharmacist of record -
developed special policies and
procedures relevant o the coa-
duct of the investigational drug
studies? -

3. Are routine physical inventories "Intermittent inventories were conducted and documented by Dr.
performed at regular intervals and Guay who reported that these were not conductad routinely. The
documented? record reflects that they were conducted at a frequency of about

once each month.
a. If yes, date last performed:

4. In cases of absence of the phar- The on-aite investigators, Drs Guay and Musoke aiso dispensed
macist of record, have provisions study drug into the kits. For the most part, Dr. Guay provided
been established for back-up this coverage, There was also evidence of dispensations by three
coverage? other staff, as noted in Section 1, above.

_ Dring a period of about two months during the fall of 1593,
there was documentation of another staff member, Vidyva Gopal,
transporting botties of study drug from the bulk supply to the
pharmacy. Dr. Guay said that she had a key to her apartment and
to the locked cabinet within where study drug was stored, and
that there was a supply of extra keys for all offices and for this
cabinet maintained by the secretary.

[ B. Communication .

1, Is there a method in place for The labeling of the bottles in the kits notify the pharmacist of the
informing the investigational reatment assignment.
pharmacist of a subject’s
treatment assignment at
randomization?

2. Is there a method for assuring the The pharmacist is not aware of the informed consent process, but
investigational pharmacist that the patient ID is not assigned until enrollment. The coordinator
research subjects have given who dispenses the kit to the patient assigns the patient id based
informed consent prior to dis- upon the number on the box. The informed consent process takes
pensation of the study treatrent? place directly prior to the dispensation and severa! staff members

involved discuss the study and provide opportunities for
: questzozlmg

3. Is there a standard procedure by The pharmacist received mfcrmanon about how many kits 1o
which the site pharmacist of dispense each day. No regulatory documents were retained in the
recerd routinely receives perti- phannacy storage rogm.
nent communications from other There was a note within the pharmacy log from the coordinator
site personrel? {In particular, requesting that the pharmacist dzspe:zse 5 ¢ablets of AZT, instead
IEC/IRS approvals, protocni of &, due to shortage. (This note is not dated.)
medifications or clarifications, There is 3 notz from 17.Fzb.90 within the phamnacy log from e
dispensing comsidermions, L&D staff requesting dispensasion of additione] replocement
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handling instructicns) AZT.

4. Does the pharmacist maintain X
a file of protocoi-specific
correspondence? :

5. Is the pharmacist routinely Not applicable,
notified when participant study
medication is medified between
scheduled protocol visits? .

6. Does the pharmacist have a - Not applicable.
method for documenting modifi-
cations of investigaiional drug
treatment which occur between
clinic visits? ) _ _

7. Does the mvestigational phar- The part-time pharmacist does not participate in the staff
macist participate in regular meetings, but Dr. Guay reports that meetings were held with him
meetings with the clinical to provide initial orientation of training for the protocol
research staff? requirements and that they would meet to discuss changes in the

study {e.g. the decision to reduce the volume dispensed),

3. Cther Observations? X s  Remaining drug supply was destroyed on 4-Jan-20072. There
are four gold NCR sheets on file documenting the destruction
of the drug.

« - A final accountability record, signed and dated 4-Jan-2002
by Dr. Guay is on file.
s+  Source files and home visit logs were reviewed for seven

subjects who were assigned to placebo, but not yet delivered,

at the time of unblinding in February 1998. There was no

documentation that placebo was replaced with active product

prior to dejivery.

» There was a note in the bome visit log for subject 071
noting, “mother collected to get AZT rather than
placebo.” This note appeared to be added later o the .
record, was added to a portion of space between two
longer notes, was made with different ink and was not
signed or dated.
+ ‘There was no documentation regarding unblinding of
the following subjects: 047, 050, 851, 060, 061, and
069
- » [t is not clear when the sife staff received the
unblinding list.
Prepared by: Date:
Susan Lander, %.S.N., M.P H.
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Westat
C!amcai Research Operations and Monitoring Center

PRE-INSFECTION VISIT REFPORT
LABORATORY AUDIT REPORT

Name of Laboratory Ceore Laboratory, Makerere University-Johns Eopkins University Research -

Address: Kam.pa!a, Uganda
Date(s) of Visit: 23-February 2002
Conducted by: Susan Lander, B.S.N., M.P.E. and

Jacyuelyn Burns, M.P.A.

Laboratory Personne! Involved with the Study:

Backgrouad Information

The Cors Lab provides services to MU-YHU research projects and also some private payment services. The
laboratory does not provide services for routine clinic or inpatient care. Due to time Constraints and staff
avallability, a detailed laboratory audit could not be performed.

Other laboratories used during the course of the trial include:

i) Lymphema Lab at the Hospital — for back up d’urmg hospitalizations

2) Microbiology Lab at the Hospital

3) Stat Lab in research clinic, where Hgb and Malaria Smears are performed

These other labs were not audited.
Indicate if the following topics were addressed {check N/A, if not applicable) and provide cormments as

applicable:
Table 14: Laboratory

1. Introductions - X

2. Overview of Agenda 4§ X

3. Sign lab monitoring visit log _ X 1 .

4. Laboratory director's CV (secure X Ms. Ducar is a Medical Technologist with US
copy), publications, relevant laboratory experience and industry experience.
expericnce This was a limited visit. The CVs were not

reviewed. The qualifications of Ms. Ducar
appear to appropriate if she is provided
appropriate oversight by a Laboratery Direcior.

Site Assessment, HIVMET 012 Kampals, Uganda ' 33

& March 2002



5. Discussion of qualifications, ongomng X There are seven Ugandan technologists, one
training, roles and responsibilities of laboratory assistant, one messenger, two data
individual laboratory staff’ entry staff and two cleaning staff.

6. Laboratory workioad X The worklead appeared appropriate at the

present time, but this was not reviewed for time
period of study accrual. Studies that were
conducted concurrently with HIVNET 012 were
nof reviewed during this visit.

7. Hours of gperation

8. Describe afler-hours, holiday and
weckend staffing schedule for
receiving and processing specimens

J Does the iaboratory have documented

| learn that there were at least three other

This was not discussed in detail, although we dig

laboratories that pmvmcd back-up service for

Prior to 1998, there was not an active QA

signed by the Laboratory
Director and available for
laboratory staff?

1. 'Laboratory Facnhtzcs.‘ e

Quality Assurance (QA) procedures? program. Since Ms. Ducar took over the
administration of the laboratory there have been
ongoing QA programs and the activities are
documented in annual summaries,

The laboratory does a daily QA run for many of
its iaboratory tests, although a report of these
activities was not reviewed during this visit.

- Are these procedures X These are not signed by Dr. Jackson, the

signed by the Laboratory Laboratory Director. They are signed by Ms.

Director and available for Ducar.

laboratory staff?

- is decumentation Not assessed.

available to verify QA

procedures are implemented

1o ensure study data quality

and integrity?

10. Does the laboratory have Standard X Ms Ducar was advised that SOPs were in place
QOperating Procedures {SOPs) prior to her amrival, but she was never abie to
procedures? locate documentation of these SOPs.

Following her arrival, 80Ps were developed and
_ : implemented.
- Are these procedures X "These arc not signed by Dr. Jackson the

-1 Ducar.

Laboratory Director. They are s:gncd by Ms.

The SOPs are in binders in the office. Presence
of SOP manuals in other work areas was not

venf ed

X .
-~ Proximity to Chinic X The laboratory is housed in a free-standing
' building on the grounds of Mulage hospital. It is
across the street from the research clinic.
12. Office Space X Ample desk and shelf space, and locked sieel
file cabinets are available,
13. Revord Security and Storage X Regulatory documents, precedures manuals and

decumentation of QA activities are stored in the
office of the administrator. Records of specimen
testing runs are stored in 3 lecked file reom on
the lower floor of the lab.
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VIEW OF REGULATORY DOCUMENTS

14. Is there a copy of the approved
protocel and all pertinent
amendments?

15." Is there a copy of Gurrent protocol X The assays run for the study were also run by the

' procedure manual and procedure lab for other studies, so no protocol-specific
updates? . procedures were in place during the study.

18. 1Is there a protocol-specific
correspondence file?

17. 1s there a copy of current laberatory X

_certification, licensure or
accreditation? _
18, Does the laboratory participate in During the study, the laboratory participated in the
proficiency testing? CDC-MEEY program for HIV rapid testing and

Westem blot. In 2001, the lab began partipating
inproficiency testing with 1) CAP for hematology,
chemistry and malaria smears, urinalysis and Hiv
RNA quantitative testing; 2) UK-NEQAS for
CD4/CD8; and 3) QASI for CD4/CD3 testing. A

|| sample exchange program between the lab and the
local Joint Commission on but the two labs utilize
different equipment, so adequate comparison of
results was not possible,

19. Is documentation available for actions :
taken if proficiency testing indicates
there is a problem with an assay?

20. isthere a copy of normal lab values? X | Nornsal sboratory values for the study population

are not available.

The possibility of deriving normal values from

availabie study data was explored by Dr. Hensley
- and Ms. Ducar.

21. Do the appropriate laboratory X Ms. Ducar was trained by Dr. Guay, who s not
personnel have certification to ship 1ATA certified. Dr. Guay reported that she was
danperous goods? trained by Dr. Jackson. Dr. Jackson reported that

he did not receive IATA certification.
Subsequent to this visit, Dr. Jackson reports that
the CD-ROM for IATA certification was provided
to Ms. Ducar and that she is now certified.

. Docamentation of this was not reviewed.

22. Does the laboratory have certification Not assessed.
for containment equipment? .

23. Does the isboratory have an Exposure Ms. Ducar reporis that there is post exposure plan
Control Plan? in place, however, this is not always implemented

as many of the Ugandan staff do not wish to have
HIV testing perfonmed.

24, Ts there a current copy of the This is reinitiated every year and there are several
laboratory signature sheet? copies of this on file going back to about 1997.

' Dr. Jackson had not signed signature log for past
several years, although his signature was on the
1997 list. Ms. Ducar was advised to secure his
signature on the more racently prepered logs.

23, Other Observations? -4
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LABORATORY CAPABILITIES

26. Isthe Simeu procassing area clean
and well organized?

27. Ts therz adequate storage space for
document retention? -

Orher Observations?

-adequate to meet the Bio-safety level
requirements for the study?

29, Are facilities, equipment and resources -

Record Biosafety level of the lub: BL-2

30, Are appropriate and labeled containers
available for disposal of hazardous
waste?

Other Observations?

32, Isthe {aboratory equipment acceptable
and sufficient for the purposes of the

study?

33, Does the laboratory have back-up Specimens are seni {o another local lab (Name not
procedures in place for equipment obtained) should equipment fail. Some older
failure or malfunction? equipment (e.g. coulter counter) has been retained

in the lab and could be used for back-up.

34, Docs the Iaboratory keep an updated
log of all routine, daily QC parameters
monitored for each instrument?

Mot assessed,

35. Are maintenance records rmaintained
for equipment?

Maintenance records were net reviewed or verified
during this audit.

Ms. Ducar reports that the lab had a Servicing
contract with Techmed Nairobi and equipment is
calibrated every 6 months.

36. Are there certification documents for
protocol required equipment? List
equipment and certification expiration
dates.

Not assessed.

) 37. Onher Observations?

. Is there a reagent log to document

receipt, preparation and expiration
dates?

Not assessed.

39. Other Observations?
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SPECIMEN MANAGEMENT

‘-40 Is there a dccumematzon and
mvcntory of Spemmem rcccwed"

41 Is them documentation of specimen
processing related parameters -
(reagent lot #, kit #, reaction times,
reaction ternperatures, eic.)?

The monitor will review records to assess specimen management procedures.

42. Are appropriate positive and negative

Ms. Ducar reports that controls are run daily.

taken when study samples are used
but the study procedure fails?

controls being used with each run?

43. Iz there documentation of acticns X Not assessed.
taken whea controls fall outside of
the accepiable range? -

44. Is there documentation of actions X Not assessed.

45. Are appropriate biosafety procedurss
bcing followed when processing
specimen and dxscaxdmg hazardous
waste‘?

the physician/clinician in a timely
manner as per the study operating
procedures?

2401 o
Not assessed. From the documentation available
in the clinical ares, it appeared that reports were
printed regulariy,
However, there was no docmentanon that
suggested lab abnormalities were being reviewed
or graded by the clinicians. From late 1998
onward, iab results were filed in the subject’s
“source file” so that clinicians seeing the subjects
could review these results. Prior ¢o that, line
listings were printed out and these were observed
10 be initialed in the lower right hand comer,
presumably by laboratory staff.

47. Have there been any life threatening
or “panic values™? If so, were these
documented and rcporced promptly?

. Isa spemmcn starage log available to
document specimen fype, subject,
date of collection and location?

| specimens was recently provided to the clinical

Not assessed.

Computerized records of specimen storage are
available. This system records location of the
specimens, occurrences of thaws and shipment of
specimens. A printout of stored and shipped

research center,

A record of filter paper specimen sturage: was not
provided and the documentation of this protocol
requirement could not be thoroughly assessed
during this visit,

49. Arc the specimens being stored as per
the protecol specifications?

Speci?nens are stored in a ~70 freezer.

50. Are the specimiens for siorage being
- appropriately iabeled as per the

Mot assessed.
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protocol specifications?

51

Is there a daily log of temperatures
for the refrigerators and freezers?

There is a log on the outside of the fregzer and dhis
records daily temperatures. The lab administrator
says that there are files of freezer logs from at least
1998 onward. There may be logs for 1997,

Logs used during the trial were not reviewed

noted, there is a computer record of sthme_n ..

4. Qescnbe muncn-trackmg '

shipped out of the laborstory of specimens which have been sent 10 Johns
Hopkins University.
53. Are specimens shxpped per protocol Not assessed.
mquwcments'? '

procedures employed during
specimen collection, processing,
testing, transport and storage

acceptance criteria are met. Then an accession
number is assigned and the specimen is recorded inl
the computer system. Afler the spechimens are
processed, aliquots are distributed to the
technicians, and work orders are generated from
the computer. These work orders remain
outstanding untif the results are entered into the
system. Prior to distributing iab reports to the
¢linic, 2 series of five checks is docusnented
between the original run records, assay controls
and data entry. The final lab report is initialed by
Ms. Ducar or her designee and sent to the clinic.
Prior to November 1998, laboratory stafT initialed
the lab line listings before being sent to the clinic
staff.

33,

Other Observations?




DATA MANAGEMENT

36. Are data reporis gmerated {or case
report forms completed) and
submitted to the study data centerina
timely manner? - _

37. Has the laboratory received requests X | Not assessed.
for data clarification? If s0, are
responses decumented with the
CRFs? '

58, Other Observations? X

ADDITIONAL COMMENTS:

* Run records and package iuserts for HIV-1 RNA PCR test kits were not reviewed.

¢ Documentation of presence and location of stored filter paper specimens were ot
reviewed, These records are reportedly not computerized and the presence of such
records was not verified,

Prepared by: Date:

{Bignature}




Discussion and additional observations, (Including Review by Dr.
Hensley)

- Reviewing Records of Patient Participation:

Although access to hospital records for subjects admitted during the course of the trial

had been sought by the Boehringer team in January and requested on several occasions

prior to our visit, no hospital charts other than the obstetrical records had been provided

to WESTAT by the time of our arrival on 2/25/02. Moreover, only repeated requests and

very frank conversations with the sub-investigators ultimately resulted in some progress,
with the first such records arriving for review by the third day of our visit.

Problems accessing hospital charts had been previously (January) noted by B, and had
been described verbally by the sub-investigators during pre-audit telephone calls, The
reason was said {o be both the system for szorage and the personnel responsible for

storage.

System: Inpatient charts for the hospital are said to be maintained in a room of
approximately fifteen by twenty (15x20) feet. A new file is prepared for every
patient, for every submission. Each infant can be theoretically be identified
uniquely by two means, an admission number from the birth record, and by
his/ber name. The admission number is also referred to as a registration number
and is provided to mothers as a card given at discharge. In order for the record of
2 hospitalization to bear the same number previously associated with the infant or
mother’s name, the mother must reportedly bring the card with her when she

“brings the baby to the bospital or clinic. If the mother has lost the card, or forgets

it, a new number is assigned for the new hospitalization. Identification would then
rest on name, and since each child may have an English name and a Lugandan or
Swahili name, and since more than one child may have the same name,
identification by name is not foolproof.

Finally, hospital records are established in paper folders made of material similar
to construction paper, with loose documents inside, usually without clip, tie, or
other means to secure them. Labs are rarely present. These folded constriction
paper files, each containing a few sheets of paper of various kinds and sizes, are
reporiedly stacked on the floor of the document room. The stacks are said to
correspond roughly to time periods. The concept of a chronological inpatient
chart for each patient, bearing 2 unique identifying number, appears not to have
been implemented at this institution.

Personnel: In order fo find all possible records for any one patient over the 18
month study, period, it is reportedly necessary to look at every record in that
secticn of the document room comresponding roughly to that period of time. While
this is not impossitle, it is time consuming and rather difficult. Moreover, with
dozens of admissions every night, and with a very limited staff to prepare and
track records, responses are problematic. The study staff appeared 1o be somewhal
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intimidated by the person responsible for the record rooms, a man reperted to be
very difficult to deal with.

In ocur case, the matter was finally solved by a written request by the hospital
administration, together with a cash bounty for every chart found, paid by the
JHU team (reportedly) to the manager of the record room, ultimately,
approximately ten (10) records were found per day. In no casc where multiple
admissions were known to exist were all records for any one patient located,
however. Under these circumstances, the ordinary test of comparison of a
chronologically ordered CRF to a chronologically ordered hospital chart, proved
impossible during the period the audit team was on site.

In summary, therefore, the audit team was afforded very limited access to records
of hospitalization for illnesses, full access to obstetrical records, and full access to
~ CRFs and shadow charts.

The CRF's were maintained in good order in a locked room on the second floor of
the clinic building. Shadow charis for the HIVNET 012 trial, as well as the long
term followup to the 012 trial, were stored in equally good order in another locked
file room on the first floor of the clinic building. CRFs and shadow charts for
other trials were observed in the same two site rooms.

Review of CRE's and Shadow Charts: After initial discussions related 1o FDA
inspectional procedures, and a renewal of our request for hospital records, a
sample of CRF's and Shadow Charts, together with obstetrical charts, were
reviewed. Margaret Achomnes, the study coordinator who led us as an initial tour
of the facility, as well as Dr. Guay, responded to questions and produced more
records, as required. No restrictions were imposed on access to these records, and
copying was permitted wherever requested.

Several points of significance became apparent during the first two days of
reviews and discussion‘

» Standards for Senousness and &vengg
Although initially Dr. Guay described strict adherence to protocol specified

endpoints for collection of safety data, interpretations of seriousness and severity
were not actually made according to the protocol or according to 2ICRF.

For mothers, only adverse events and SAE's through 6-8 weeks post delivery were
captured. Deaths were likewise captured routinely only through 6-8 weeks post
delivery. For infants, all adverse events through 6-8 weeks, and all SAE’s through
13months of age were to be captured, Deaths prior to 13 months of age were to be
captured, but not later. An absolute cut off for follow up was, in fact, imposed at
6-8 weeks post delivery for mothers and 18 months of age for infants.
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‘Sirict cut off dates for follow up were compounded by exceptions to erdinary
reporting rules, justified on the bases of local standards of medicqii care.
Moreover, the original version of the protocol carried a pre-1997 c}eﬁmtwn of
“Serions”. A later, April, 2000 version, included the 1997 rule expanding the CFR
definition of “Serious”, but this had apparently not besn noticed by the study
team. :

Regarding local, Mulago, standards, an adverse event had to be life-_t‘m'eataz}ing in
order to justify hospitalization. An infant with malana or pneumoenia, f?r
example, who would in a western epvironment be hospitalized, perhaps even in
critical care, might well be treated in Kampala as an outpatient. As a second
example, an infant with Failure to Thrive, even progressing to Marasmus or
Kwahiorkor, would not have been reported to have experienced an SAE unless
admitted for rehydration or nutritional supplementation, a very late stage event.

Missing from the protocol definition of "Serious” was the 1997 addition of events
wherein intervention was required in order to prevent a worse outcome, such as
hospitalization or death. Since patients were kept out of hospital by very
agpressive therapeutic approaches, many cvents are recorded in the CRFs or
shadow charts as adverse events rather than SAE's. Since the events thought of
by the study team as only being “AE’'s”, as opposed to “SAE’s”, were not
routinely captured for infants afier 6-8 weeks, many events that would have fallen
within this definition were missed, resulting in an under-reporting of SAE’s.

After 6 weeks of age, for infants, site-declared “AE’s” are mentioned only as
reasons for concurrent medications. "NonSerions” adverse events (in Ugandan
terms) that were picked up on unscheduled "sick” visits after 6 weeks, were not
included at all. To the extent these were actually SAE's, these SAE's were not
recorded. On several occesions Dr. Guay stated that there were probably
"thousands” of such missing events. Some are missing because they were not

- captured after six weeks and some are missing becasuse the unscheduled visit
forms were not transcribed to the CRF’s,

Adding to the complexity of this matter is the misuse of the Severity Scoring
System. For clinical events generally, a hospitalization was required for a "3" or
occasionally a "4". This means that not uncommonly, medically severe events

- that were treated aggressively on an outpatient basis were scored as a "1" or "2".
Severity Scales for hemoglobin were ignored because of the prevalence of anemia
in the population. Severity scores for other labs may also be questioned in the
absence of local normal ranges for common laboratory determinations,

SR
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*Review based enm Second hand descriptions of events: Patiemt care at
Kampala, whether in Old Mulago, New Mulago, on the clinics, is provided by
local physicians. Although some of these are employed by the study team
{apparently) nore pariicipated in preparation of the CRF pages, including those
describing AE's or SAF's, Information of such pages was for the most pant,
transcribed by Maria Musisi {Transcriptionist) working either from what we have,
by convention, referred to as "Shadow Charts”, containing the MU/JHU study
specific forms, or from summaries by hoprtahzauons written by another nurse,
"Matilda®, whe upon leaming of an admission of a study paz:ent, would review
the hospital chart and sometimes interview the doctor caring for the patient,
and/or the patient or patient's mother. Matilda and perhaps others, maintained
iheir notes in personal notebooks,

The page of the "Shadow Chart” from which adverse events (including those
which should have been serious adverse events) were the "Infants Follow-up” and
"Unscheduled Visit" forms. Like all other pages in the loose leaf notebook
referred to as the shadow chart, these pages were forms created by the MU/JHU
Study Team for the purpose of capturing data that would have been not ordinarily
have been written down in the mcdicai records, or would bave been lost.

While having Maria and Matitda copy over and summarize clinical dnta is an jdea
with some merit, as is the shadow chart used to buttress the weak records system,
the concept of the principle Investigator or sub-investigator making
determinations of such eritical matters as seriousness, severity, and causality for
Serious Adverse Evenis on the bases of second-hand or third-hand accounts of
these events is highly problematic.

- Taking into consideration the decision by Dr. Jackson, Dr. Guay, et al, to coin
their own local definitions of seriousness and severity , and keeping in mund the
under-reporting of SAEs which resulted from that, (“thousands™) then the entire

safety reporting system can be seen 1o have been sxgmﬁcmtly dlffcrent from that
expected in an IND study.

In explanation, Dr. Jackson and Dr. Guay cited a need for consistency in 2
somewhat chaotic and very busy clinic system. Regarding the definition of
"Serious" they cited ignorance of the 1997 safety reporting regulation, although
the protocol, as amended in 2000, included a clear siatement of the new rle.

They also reponied that they had never had “GCP” training, and had never
attemnpied a Phase II1 #rial, 4
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Finally, it should be noted that the Bochringer Auditors in January and on this
visit, as well as the WESTAT auditors, noted that transcription errors were not
uncommon within this system.

'Follow-gg of SAE's As a Qan!oundmg issue: Further complicating the
problems with the safety reporting system was an apparent failure to implement
follow-up of SAE"s o clinical resolution, a requircment long published by FDA.
Specifically, an SAE that had not resofved at 6 weeks. (mothers) or 18 months
(infant) was listed as "engoing" in the CRF and in the database. With no further
follow-up for purposes of the HIVNET 012 study. For example, an infant with
failure to thrive, marasmus, kwashiorkor, or tuberculosis, {(all of which were
reported SAE's, who later died as a consequence, was never reported with a fatal
outcome if the death came after 18 months of age.

As a consequence of these observations the BIPI database submitted to FDA is

incomplete, in that events which should have been SAE's were often not reported
~ as such, and if reported were typically not followed to resolution. Total outcomes
were clearly under-reported. Adverse events captured on unscheduled visit forms
were also not reported adding generally to an under-reporting of safety data.

- yur cords: All of the above described information
was appamnt upon review of CRF s Shadow Charts, and Obstetrical Records. (See
BIPl Awudit report and findings by WESTAT auditors for examples). While
contipuing to await the advent of hospital charts for the study patients, the audit
team began a search for other forms of source decumentation. Because of earlier
mention of visiting nurses notes, we asked 1o see these., '

What was provided initially was a set of these (3) blue notebooks, hardbound and
approximately A-4 paper in size. Each bore many dated notations by visiting
- nurses, with each entry including the patient name and identifiers, as well as the
study number and address, The initial entry in each case was typically a detiled
set of directions to the patients dwelling, sometimes including a map, as well as
notes regarding visits. Sometimes AE's or apparent SAEs were majntained as -
well, Since the nurses initiated visits after a series of scheduled clinic visits were
missed, it is not surprising that deaths not previously reported to FDA were found
int these records,

As the audit team reviewed these blue logs, a number of deaths not previously
listed in the BIP] database, the 2001 annnal report, or any other source known (o
us came to light. As we sought information on these deaths, we learned that the
blue logs were actually summaries prepared from stacks of index cards (pink and
green) containing sirailar but more detailed notations. These pink and green cards
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were then reviewed, yielding still more deaths, some of which had not been
transcribed into the blue logs.

Discussions with the lead visiting nurse {Agnes) led to the understanding that the
nurses, as a group, would record information in a fairly consistent manner. Each,
when visiting in a home, would do nothing more than jot a few notes in a small
black notebook. In her car or in the office the nurse would then fill out the pick or
green cards, from memory, The cards were not completed in the home because
the other family members (husband included) usually did not know the mother
was HiV{#).

At a Friday meeting every week, the nurse reportedly reviewed the visits, shared
information, and discussed the patients. At some later point in time, the cards
were then transcribed (or summarized) into the blue logs. The purpose for this
was never explained although the question was asked several times. A master log
was also completed for patients from each of the two hospitals. These were later
checked against the cards and other sources, and like the blue logs, and to have
notable inaccuracies. One of the two "master logs" was discovered by one of the
Bl auditors (Pauline Carr) to be a recent transcription, based on the newness of
‘the paper. The lead nurse acknowledged this, explaining that the original had been
lost in 2 “flood”,

In summary, the best source record for deaths appeared to be the visiting nurses
pmk/green cards. Others (blue books and master log) were inaccurate by
COmparison.

The discovery of "new" deaths and the resulting focus on tabulations and cross
referencing occupied most of 3 audit team members time for more than twe days.
The resulting tables are attached (Attachment 5). Dr. Guay will review these and
will comment. She was surprised however, that any death might have been
missed, since Maria Musisi was to have created z death form for each Shadow
chart, for each death leamned of by the visiting nurses. In our review such forms
were often, but not consistently found. Nevertheless, some deaths did not surface
in the reporting system.

*Relationship of absent follow-up of SAE's, underrsporting of SAF's, and
discovery of "mew" deaths: In order to gain insight into the reasons some deaths
were not in various databases, a series of four (4) cases where the deaths were not
in the BIP[ database, were chosen at random. A review of these deaths provided
new insight into the consequences of the issues described in this report. Two
additional cases of patients with obvious health issues not included in the BIPI
SAE listing were then checked as well. '

These cases are discussed below and are represented by attachments 6 - 11. In
brief however, the deaths checked were rather dramatic cases of "FIT", or
Failure Te Thrive, usually accompanied by marasmuys, and/or kwashiorkor,
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and/or malaria, and/or tuberculosis, and/or the poor appetite and chronic
vomiting and diarrhea associated with AIDS. In each case the diagnosis was
made early, the infant dropped off the growth chart, and eventually died. In
only one case was an SAE noted, and that with an outcome of "continuing”, at
18 months,

Dr. Guay explained again that unless the baby was hospitalized the event was
not "serious”, within the Mulago definition, and that only "serious” events
were reported after 6 weeks. Again, since even "Serious” events were
followed to only 18 months, even if worsening, even the one FTT that was an
SAE was not reported as "fatal”.

In each of these cases, the BIPI or FDA reviewer, working from SAE and AE

listings, or from death lists on expedited safety reports would have no way of

knowing that these infants were seriously ill and died a wasting death,

described by the terms FTT, marasmus, and kwashiorkor, complicated at
~ times by malaria and repeated episodes of infectious disease.

Two other obvicus FTT cases sampled who were not deaths were equally
problematic, with one (0178) showing up in the BIPI database as "bullous
irapetigo” despite flat-lining of the growth curve at 6 months of age.

Before presenﬁng the documentation related to individual cases, it is important to identify
the kinds of documents that are included;

- Growth Charts These were located in the Shadow Chart, (also referred to by site
personnel as the “source documents™). Some were found in the Shadow Chart for the
HIVNETO(12 study described by the original protocol, and some were found in the “Long
Term Follow-up” Shadow chart. They are not part of the CRF.

HIVNET 012 data listing These pages were provided by Pauline Carr, a Bl auditor,
from a copy of the database the BI team brought with them for the audit. Since the copy
was incomplete, pages were not available for each patient. In that situation, the Iliness
pages from the CRF were relied on for a list of reported AE’s and SAE’s.

Long-term Follow-up, Child’s Serious Iiiness/AE This is a page from the long term
follow up CRF, not a part of the data included for the BIPI SNDA. These were found in

the CRF notebooks bowever. They are blue in color in the original, and so they copy
darkly.

HOSPITAL ADMISSION FORM This is an MU/JHU form, included in the Shadow
Chart to document a hospital admission. It was completed by a study team nurse and is
the source for SAE data transcribed into the CRF by Maria Musisi and cthers. It is not
part of the CRF.
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INFANT’'S FOLLOW-UP This is an MU/THU form, in cluded in the Shadow Chart as
a place to record information coliected during a scheduled clinic follow up visit. It was
completed by a study team physician or nurse, and was the source for transcription of
information entered into the CRF by Maria Musisi and others. It is not part of the CRF.

FACE SHEET This is a form used in the hospita! as the cover page for a hospital
admission chart. It is yellow, and copies darkly as a result. Because the paper is very
thin, writing on the back side of this form also shows through with copymg

CLINIC NOTES ’i‘hzs form occurs in some hospital admission records as a manila or

grey sheet of paper that copies very darkly. It appears to be the form or paper actually
used in the clinics when am MU/JHU form is not provided.

Death Report of Baby (handwritten) This is an example of a hand-created form,
writien by a nurse, sw:h as Maria Musisi, to describe an infant death. This would have
been prepared on the basis of notes from a visiting health nurse.

Infant’s Illness/AE This is a CRF page used for recording adverse events, including
sérious adverse events. This form was completed by Maria Musisi, or another
transcriptionist, working from MU/JHU forms, hospital re_ecords, or visiting nurse records.

Concomitant Medications Log This form is from the CRF and was used to capture
concomitant medications. It was typically completed by Maria Musisi or other
franscriptionists, working from MU/JHU forms, nurses notes, or other records.

FIVNET 012 (Infant 030) Infants Follow-up This is a CRF page corresponding to
the MU/JHU INFANT”S FOLLOW-UP form, described above, and represents the page
to which information from the MU/JHU form was transcribed. Maria Musisi or another
transcriptionist would have completed this form.

Infant’s Status Change Notice This is a CRF page used for any status change,
including exiting the study at the 18 month visit. Maria Musisi or another transcriptionist
would have completed this form.

Note that whenever a transcriptionist completed a CRF page, the transcriptionist’s Staff

ID number was recorded in the lower right hand comner of the page. Staff ID 05 was
Maria Musisi.

C no :

512-0062 - 1-6 (attachment 5). This infant is shown in the BIPI database as
having experienced only facial swelling and bruising (an SAE, resolved) a
common cold, scabies, and severe anemia (not an SAE). The 18 month Exit

visit form describes no pathology, (9/24/99). By that time, however, the baby
was critically 1l
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The growth chart and shadow chart showed that. At 15 months the baby had
fallen off the growth chart and never recovered.

A long term follow-up form, 3/19/00, and not a part of the 012 data provided
for BIPI, describes the FTT and other health issues.

On 4/10/00 the baby was admitted for nufrition, persistent and acute diarrhea
and vqmiﬁng;*and FTT. The baby died the same day.

512-6728-1-7 (attachment 6). This infant, in the BIPI database, has 9 events
listed, only three of which were described as "serious”. There was pneumonia
(resolved), diarrhea (resolved), and pulmonary Tuberculesis (ongoing).

The 12 month on-study visit shows a weight of only 7.8 kg, and a diagnosis of
FTT, not captured in the CRF.

An 18 month followup form shows a weight of 6.1 KG, and the comment of
"wasted" and "FTT".

An unscheduled visit form at 18 1/2 months shows a weight of 5.9 kg,
marasmus (FTT), diarrhea, etc. More marasmus (FTT), diarrhea, ete. More
details are provided in clinical notes, attached.

A death note indicates death about 2 months later.

The growth chart graphically depicts the baby's decline, beginning 12 months,
well within the 18 menth study period.

$12-0518-1-8; (attachment 7). For this infant the BIPI database page was
missing. The CRF pages, however, show Bronchopneumnonia, (resolved)
marasmus (ongoing), LOM (resolved), Tuberculosis (resolved), and FTT
(ongoing). This case therefore represents one where these issues were picked
up and described as SAE's apparently because of a hospitalization at about 12
months of age. The fatal outcome, was not, however, reported. The date of the
12 month visit report (9/20/99) indicates onset at 9/20/99 whereas the growth
chart shows precipitous decline by 9 months,

Note that the 18 month exit form from the CRF, dated 3/3/00, does not
comumnent on the baby's terminal state. Three months later the infant was dead.

Note that this infant was also on the CHS high dose Vitamin A protocol.

512-9827- 1-5: (attachment 8): The BIP! database for this infant shows four
SAFE's , all related to a single episode of infectious disease, all resolved. FTT,
marasmus, and owashiorkor are not meationed.
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The 18 month Exit Femﬁ is without comment, although a followup form the
same date, 9/27/G0 notes weight loss due to diarrhea plus poor appetite. This
is based on a shadow chart form from 17 month/26 days.

The baby died 4/9/01 of marasmus and kwashtorkor. The cause of death
rather nicely outlines the terminal course in t}us infant: -
Electrolytes imbalance
Persistent diarrhea
Underlying 1SS (AIDS) +
Kwashiorkor
The growth chart documents the decline from 18 months. Again the fatal
outcome is not shown in the CRF.

512-0764-1-06: (attachment 9). Here again, there is not BIPI page listing
events for this patient. The CRF, however does not list FTT as an SAE.

FIT is mentoned as a reason for a multivitamin or 2/17/99 is without
comment,

A shadow chart form dated 8/19/99, lists FTT with an onset of 8/17/99, the
same date as the 6 month visit.

The 18 month exit form 8/15/00 is witkout comment.

An MU/JHU form, from 18 months, shows a weight of 7.5 kg. FTT, and
"gross wasting”.

The growth chart well documents the entire history.

In this case a severely debilitating, obviously serious AE, is not described
beyond a notation in reference to a con med.

512-0178-1-4: (attachment 10). This infant appears in the BIPI database
~ with a single, mild, AE, bulous impetigo.

Instead, the growth chart documents a dramatic Failure To Thrive apparent at
8 months of age. A clinic note from 12 months, Sf28/99 shows a weight of
only 5.9 kg, and a diagnosis of FTT.

The 18 month Exit form is dated 12/13/99, and does not comment on the
wasting illness.

At 29.3 months the baby weighs only 7.2 kg.

Clearly the BIPI database does not describe, even approximately, the
devastating decline of this infant during the study.
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These examples demonstrate somewhat graphically the incomplete nature of
the safety daiz developed by HIVNETO12 and provided to BIPI for
submission to FDA. Clearly, one lesson learned from the audit team's
expiorazmn of missed deaths was that any SAE listed in the BIPI database as
ongomg must be followed up. Many likely had a fatal outcomc

Hospital Records: Although much time was spent waiting for records of
hospitalizations of study patients, only about 20 were found in time for

review. An additional number were found on the last day the team was on site,

but too late to be reviewed. In total, only 13 were examined and compared to -
CRFs and Shadow Charts.

In each case, like the Obstetrical records seen before, each chart described a
single hospitalization. A single scrap of paper in one chart outlined another
hospitalization a few weeks earlier.

In no case (as was also true of the Obstetrical records) did the chart describe
the HIV status or the fact the patient was on a trial.

In every case, the illness was accurately depicted in the CRF.

In 11/13 cases, errors were made in reporting concurrent meds in the CRF.

These observations are outlined in the following table.

Tabie 15: Review of Hospital Records, Compared to CRF's and Shadow Charts

Patient Identification Serious Adverse Events Observations

0632 Admitted 3/6/00-3/8/00, "CRF also records as cont meds
poeumonia, treated with prednisolone, Panadol, and
chioramphenicol and salambutol | amoxicillip, which are ot in
primarily chart but are in shadow record.

0776 Admitted 8/2/99 with severe CRF con meds does not list Lasix
anemia, CHF, sepsis, paeumonia, | and blood transfusion, although
and malaria these are mentioned in “iliness”

_ section of the illness report.

07035 Admitted 6/21-25/90, with fever, ‘CRF con meds does not include
seizures X 2, cough, paracetamol.
conjunctivitis, meningitis (R/0 ‘
measles).

0853 Admitted 1/12-13/00, with fever, | CRF con meds lists ranferon,
convulsion, cough, malaria, and nizoral, ferrous sulfate, and
anemia multivitamins which are not in

' chart, and fails o list X-pen.
Ranferon is menticned in the
) ' shadow record.

0674 Admitied 12/24.27/59, with CRF agress with chart

fever of sudden onset, congh,
. wheszing, and rash.
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A dmitied SI8/05 - 6/1/99, with

6718 CRF con meds do not fist

hypopigmented rash, Genatmycin, but does Hst

‘hepatomegally, and pneumonia, | cotrimoxazole, 'pyrametbmnme &
sulfadexine, and mfzron, not in
chart.

0573 Admitted 12/6-9/9%, with fever, CRF con meds iist
cough, vomiting, hemoglobin 3.6 | cotrimoxazole,

pyramethamine&sulfadoxine, not
in chart. '

6534 Admitied 2/27/99.3/1/99, with CRF con meds does not list X-
anemiz, bronchopneumontis, pen, sepirim, and parzcetamol.

-thrush, “severely wasted”, R/O
sepsig, multiple abscesses

0693 Admitted 3/27/00-4/3/00, with CRF is accurate,
convulsion, “wasted”, fever, “on
TB drugs”

0852 Admitted 2/16-19/00, with CRF con meds does not list
malariz, severe anemia, fever, pyramethamine & salfadoxine,
diarrhea, cough and cefiriaxone, not in chart,

0612 Admitted 5/22-25/99 for severe CRF does not include 5722
poeumonia, and 6/2-6/99, with chloramphenicol or 6/2 Vitamin
bronchopneumonia, fever, and A.
convisions

0253 Admitted 6/1821759 with CRF con meds does not st folic
malaria, severs anernia acid, ferrous sulfate, or

cotrimazole for this period.

(538 Admitted 11/15.30/99, with CRF con meds can only be
preumnonia, possibly TB or Staph, | partiaily checked because of hand

writing. Ceftraxone and
chloramphenico! are not in CRF.
Nizoral is in CRF but not in chart,

iscussions with PI apd

investigators: Daily

discusstons with Dr. Guay and usually Dr. Musoka occurred each of the last 5
days of the audit. Dr. Jackson participated the last two days.

All acknowledged the findings as generally correct. Dr. Guay and Dr. Jackson
noted that many ("thousands™) of unreported AE's and SAE's occurred. Dr. Guay
thought it unlikely that any deaths on the visiting nurses notes were unknown to
the study team, however, given their weekly review. If the death had followed 6-
8 weeks post partum in the mother, or had occiirred after 18 months of age, she
agreed that it would not have been in the database.

They acknowledged their use of their own interpretation of "serious” and of
severity. Both denied being aware of the 1997 definition of serious, which
included events wherein intervention prevented a worse outcome, such as
hospitalization or death. All agreed that this meant that there had been a sizeable
under-reporting according to this definition.
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All denied understanding that SAEs must be followed to clinical resolution. All
acknowiedged that any event that had a fatal outcome after 18 meonths would
therefore have been listed as “ongoing” rather than fatal.

All agreed that they { PI and subinvestigators) had generally not seen the trial
* patients, and had as a rule, not reviewed the CREF’s prepared by Ms Musisi, ct al,

for accuracy at any time, before or afier entry into the Data Fax system for

SCHARP.

All agreed that in evaluating AE's or SAE’s, they had relied almost entirely on

second or third band summaries by the study staff, without attempting to verify

accuracy,

All expressed great concern and an intention to take corrective for the next trial,

In one interview, when confronted with findings in source records of references to
an apparent concurrent study (Attachment 11), Dr. Guay acknowledged that 172
of the HIV positive infants in the 012 trial were entered into a CHS trial. This
double blind trial evaluated the therapeutic potential of high dose vitamin A,
compared to placebo. A recent unblinding was described by Dr. Guay as showing
a positive result. Dr. Jackson proposed acknowledging this in his publications of
the 012 data, since half of the infants who were HIV positive would have gotten
this additional therapeutic intervention,

Both Dr. Guay and Dr. Jackson expressed concern regarding statements made
regarding safety and efficacy in the Lancet paper, and resclved to review the data.

It appears that the m!xre study tearn 1S eager to re-evaluate (re-monitor) Ihc
database, to correct inaccuracies.

At the heart of these issues, howcver, are four (4) problems that must be
corrected. First, as noted above, neither Dr, Guay or any sub-investigators, or Dr.

* Jackson gver reviewed CRF's for accuracy. They depended on the nurse midwives
to accurately transcribe data. A QC process must be implemented immediately,
pmfarably bya physxc:an
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'I‘h:rd,asnowdmothcrpomonsofﬂnsrepon,thesﬂewmthcutsmndard
opersting procedures and relies beavily on word of mouth, tradition, and the work
of the nursé-midwife teams to assure consistency.

“Phase LI, IND tnal was a.ppamnt.Raotmmmg ofmcse: persunnel based on a site-
specific set of SOP’sis likewise 3 high pnonty

Finally, it was not at all clear, even in the last hours of the last day of the audit,
that the PI and Sub.nvestigators fully understood or appreciated the significance
of the observations. Their assessment appeared to be that they had attempted to
do too much with too few resources. The issues of oversite, management, and

personal responsibility within a highly regnlated environment did not yet seem to
have been appreciated. .

Proposed Corrective Actions, HIVNET 012

Safety Data for HIVNET #12: Information describing adverse events was most
thoroughly collected during the first eight weeks afier delivery, for both mothers and
infants, These data are recorded in either MU/JHU forms (shadow charts), in hospital
records, or in the CRF's. The primary difficulty with these data are the arbitrary
definitions of seriousness and severity that were employed. Afier eight weeks, it appears
likely that the date and cause of most deaths can be determined. Other safety data are
incomplete, and any aitempt to reconstruct these data would apparently be characterized
by incomplete reports and lost events,

Accordingly, a re-monitoring or data recovery operation direcied only at the first eight
weeks and at survival data would seem feasible, In order to make this meaningful,

ordinary conventions regarding Seriousness would have to be applxed, and at east some
severity scoring for laboratories would have to be walved.

Such a process should be conducted under a protocol, with associated procedures
developed for data management and subsequent statistichl analyses.

Claims regarding safety in either FDA submissions or published repons shouid be re-
considered after review of the revised data.

Safety Reporting {future) Central to the safety reporting issues from Mulago are four
themes. Fn-st, no waiver was apparently sought to broaden the definition of
“expectedness” for the trial. This could be easily dealt with in the future. Second, the site
must conform to CFR definitions of Seriousness if the data are to comparable to those
collected by anyore else. Third, the prospeet of the sub-investigators and PI not actually
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seeing the patients whose events they are evaluating should be addressed. If they capnot
see them, the clinic and hospital physicians ought to be trained and given responsibility
for completing the initial version of the safety reporting form. Fourth, the sub-
investigators or Pl ought to review MedDRA or COSTART coding of terms.

Process and Procedure: A core issue for the Mulago site is an absence of documented
intemnal procedures, Reliance on memory and precedent is useful but likely to be
associated with inconsistencies in data collection.

Accordingly, development of a set of Mulago-specific SOP’s, together with associated
training is a second critical issue. These should extend to the laboratories and data
management group at Mulago.

Provision for periodic internal audit and review of the procedures should be included
(annual), _

Quality Assurance and Quality Control: Absence of investigator supervision is
another core issue at Mulago. In part this could be addressed by implementation of two
functions, QC and QA. QC is essentially a periodic check for the completeness of data
collection. (Are the forms being filled out appropriately? Is information being captured
as planned?) A part of this is comparison of a sample of CRF’s to source documents.
This might be anything from 25% to 100%. QA is a periodic audit function, carried out
by a different individual with a different perspective. For example, in Mulago, the sub-
investigators could have established a QC function as the study progressed, with periodic
audit being carried out by someone officially responsible for Quality Assurance. In
setting up the SOP’s for the site, both functions need to be considered and responsibilites
assigned.

Records of Hospitalization: In the absence of an atterapt to reconfigure the hospital -
medical records system, a simple (albeit partial) solution, would have been to have a
Xerox copy made of the medical record of any study patient admitted to hospital, This -
could then be included in the “shadow chart™.
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