


Project Code: SPE108.03

Site Audit Report Investigator: Dr. John Heymach

Source REDCap
Concomitant Several listed in EPIC None are listed in
Medications REDCap
Tumor have not been
Measurements entered in REDCap for

the scans run on
11/15/2017

REFERENCE(S): | 21 CFR 312.57 ICH E6 R2 4.9

Recommendation: | 100% SDV of manual data entry into REDCap should occur.

Action Taken/Response:

Person Provided Response: Date: | DD-MMM-YYYY

CATEGORY: Investigational Product
Finding #9 Accountability

RATING: Major

Inadequate documentation of IP and CAPA recommendation for Pharmacy
finding:
e 2155369 (#24)
o Research Medication Diary
= Entries on Days 29-31 are illegible. Clarification
comments should be made by staff in these instances.
= Patient signed the form on Day 1. Study staff should
have had her re-sign when she returned with the
document.
e 2246025 (#65)
o Research Medication Diary
= Document is incomplete with no explanation.
= |P accountability is on a Post-It note but not documented
in Progress Notes.

o Progress Note 2/22/18 — states that no study drug was dispensed;
however, the Research Medication Diary document has 15 dose
dates recorded.

e 2251291 (#69)
o Research Medical Diary (March/April)

®=  Not signed by subject

= Has 56 tablets dispensed as per EPIC. Diary records 27
days of dosing (note: 3/26/2018 did not have a dose
recorded) from 3/12/18 through and including 4/9/18.
Progress notes in EPIC for 4/9/2018 state that [0] drug
was returned. There are two 8mg pill unaccounted for.

= There is no documentation that the empty bottle from
the second round of treatment were ever returned by
the subject. Progress notes indicate that he forgot to
bring them to the 5/7/2018 visit and that he would mail

FINDING: them back.
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» 2155149 (#22)

| © Research Medication Diary for Aug/Sept ends with day 26 being

" 9/11/17 and subject took 2 pills at 6:15 am; the next diary starts
as Sept diary and indicates day 1 as 9/11/17 and indicates that 2
pills were taken in the clinical at 9:30 am. Same dates were
included on 2 different diaries with 2 different dose times noted.

© No pills taken on 10/10/17 per patient diary, EDC states all pills

taken

o Research Medication Diary notes 11/6/18 on 2 different diary
sheets for months Oct/Nov: and Nov/Dec and the different
diaries notes 2 pills taken at 5:10 am and 7:00 am

© No pills taken on 12/5/17 per patient diary

© 3/1/18 onis noted on 2 different diary pages and indicates pills
taken at different times; 2 pills taken at 6:40 am and 6:30 am

© 3/28/18 is noted on 2 different diary pages and indicates that
pills were taken at 2 different times; 2 pills taken at 6:45 am and
8:30am

o 4/24/18 is noted on 2 different diary pages and indicates that
pills were taken at 2 different times; 2 pills taken at 6:20 am and
6:30 am respectively.

© Nodiary charts after 5/20/18; per EPIC last dose is 5/20/18; per
REDCap subject d/c from study on 6/12 due to disease
progression.

o REDCap 9/11-10/11/17 indicates 56 tabs dispensed, O tabs
returned, 56 tabs taken; Source Research medication diary
indicates between 9/11-10/9 “2 pills” take each day (total of 60
pills); additionally, source indicates not pills taken on 10/10/17.

o Source Research medication diary indicates between 10/11-11/6
“2 pills” take each day (total of 54 pills); REDCap 10/11-11/6/17
indicates 56 tabs dispensed, 0 tabs returned, 56 tabs taken.

o Source Research medication diary indicates between 11/6/17-
12/4/17 “2 pills” take each day (total of 58 pills); there is no
source record for dosage on 12/5/17; REDCap 11/6/17-12/6/17
indicates 56 tabs dispensed, 0 tabs returned, 56 tabs taken.

©  Source Research medication diary indicates between 12/6/17-
1/3/18 “2 pills” take each day (total of 58 pills); REDCap 12/6/17-
1/3/18 indicates 56 tabs dispensed, O tabs returned, 56 tabs
taken.

e 2258901 (#71)

© Medication diary card started dose on 5/17/18; REDCap has start
date of 5/2/18

o Medication diary card shows 1 pill per day taken from 5/17-5/27
(11 dosages); REDCap indicates 56 tabs dispensed, 30 returned.
26 actually taken,

© Medication diary card shows dosages not taken on 6/13-14; 7/5-
8;7/11, 7/14 and 7/17/18- medication diary card shows 26 pills
taken in above time period; REDCap drug compliance screen for
6/13-7/17/18 indicates dosage missed on 6/13-14; 7/5-8 only;
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Project Code: SPE108.03
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REDCap indicates 70 tablets dispensed, 18 returned therefore 52
actually taken for the above time period.

o 15 pills of 12 mg taken from 7/19-8/5 per research medication
diary; Drug accountability not completed in REDCap for 7/18-8/5
period.

e Drug Dispensing Error (2016-0783/2013-0090): The preventive action
implemented is not sufficient in that may not prevent incorrect labeling
and dispensing of IP in the future.

REFERENCE(S):

21 CFR Part 312.57; ICH E6 R2 4.6,

Recommendation:

1. 1S team should document IP accountability methodology for REDCap.
2. 100% QC of IP accountability should be done

3. IS team should follow up on recommendation for improving the CAPA plan for
pharmacy finding to ensure a more complete action such as: Labels should be
placed on the bag with the drug prior to verification. If the drug does not match
the label, then the process starts over again. Additionally, when filling a
prescription, only the label needed for that prescription should be printed at that
time. A “line clearance” should happen to ensure that only the study drug being
dispensed and its associated labels are the only items in the area when dispensing
and packaging. All bulk bottles and any protocol related documentation should
be removed from the area prior to dispensing and packing the next protocol drug.

Action Taken/Response:

Person Provided Response:

Date: | DD-MMM-YYYY

Finding #10 CATEGORY: Study Monitoring RATING: Major
Lack of demonstration of adequate monitoring of the 11S as demonstrated by:

e The overall findings identified during the audit on a limited number of
subjects reviewed.

e Lack of clarity on the differences with the two monitoring plans.

e Inability to see documentation of exactly what was monitoring during the
monitoring visits (based on the monitoring practices of only documenting
what needed to be addressed based on the monitoring visit).

e Incomplete monitoring log.

FINDING:
REFERENCE(S): | 21 CFR Part 312.50, .53, .56; ICH E6 R2 5.18

Recommendation:

Spectrum should work with Dr. Heymach and the iIS team to establish
understanding of current monitoring practices and determine if additional
documentation and/or monitoring activities are needed.

Action Taken/Response:

Person Provided Response:

Date: | DD-MMM-YYYY

CATEGORY: See Below RATING: NA

Recommendation
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