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B.Risk Indicator M &% &

[Z2OWT

RIRisk Indicator TEH THHEH v b 1

Category Sub-Category Risk Indicator (G

Data Quality CRF Completion Timeliness of data entry 39

Safety Adverse Events AE rate 31

Data Quality Discrepancy Management Query rate 23

Subject Recruitment and Subject Discontinuation Subject discontinuation rate | 22

Discontinuation

Data Quality Data Trends Query response time (all 21
DP)

Issue Management Protocol Compliance Volume of protocol 20
deviations

Issue Management Protocol Compliance Deviation Outliers 19

Safety Serious Adverse Events SAE rate 14

Subject Recruitment and Screen Failures Screen fail rate 14

Discontinuation

Data Quality Discrepancy Management Query aging (all DP) 11

Subject Recruitment and Enrollment Enrollment rate 10

Discontinuation

Investigational Product Patient Compliance IP compliance rate 8

Issue Management Site Compliance Rate of Data Integrity 8
Issues

Data Quality CRF Completion Timeliness of data entry 7
(AEs)

Issue Management Protocol Compliance Subject Visit Timeliness 7

Safety Lab Data Trend analysis on lab data 7

Data Quality Data Trends Repeated values (freq & 6
rate)

Data Quality Discrepancy Management Manual query rate 6

Essential Documents Site Compliance Submission of safety report 6
to site and EC/IRB

Essential Documents CRA Compliance Monitoring Visit Report 6
Approval Compliance

Issue Management Protocol Compliance Major protocol deviation 6




Category Sub-Category Risk Indicator (G

rate

Safety Study Drug Discontinuation | Discontinuation rate 6

Data Quality CRF Completion Missing pages 5

Safety Adverse Events Rate of discontinuation due 5
to AE

Staffing, Facilities and Site/Staff Turnover Number of changes in PI, 5

Supplies sub PI or other (study co-
ord)

CRA/On-site Workload CRA Compliance Monitoring visit/activities 4
delays

CRA/On-site Workload CRF Review Unreported AES/SAES 4
events

Issue Management Site Compliance Site Issue Outlier 4

Safety Adverse Events AE causality assessment 4
distribution per site

CRA/On-site Workload CRA Compliance CRA compliance with 3
monitoring plan

CRA/On-site Workload CRF Review Volume of SDV (data 3
points)

CRA/On-site Workload CRF Review Volume of SDV (patient 3
visits)

Data Quality Patient Compliance eDiary Compliance 3

Issue Management Protocol Compliance Eligibility deviations rate 3

Issue Management Site Compliance Number of informed 3
consent issues

Issue Management Site Compliance Rate of Issues 3

Safety Adverse Events AE grade distribution per 3
site

Safety Adverse Events Number of AE's of special 3
interest

Safety Adverse Events Trend analysis on types of 3
Aes

CRA/On-site Workload CRA Compliance Monitoring report delays 2

Data Quality CRF Completion Missing labs 2




Category Sub-Category Risk Indicator (G

Data Quality CRF Completion Missing pages (critical 2
forms)

Data Quality CRF Completion Missing visits 2

Data Quality CRF Completion Timeliness of data entry 2
(SAEs)

Data Quality Data Trends Other (Distribution of 2
Concomitant Medication
and volume by site)

Data Quality Discrepancy Management Number of queries resulting 2
in data change (critical DP)

Data Quality Discrepancy Management Query rate of those 2
resulting in a data change

Essential Documents CRA Compliance Investigator Site File 2
Review compliance

Safety Study Drug Discontinuation | Temporary discontinuation 2

Subject Recruitment and Enrollment Total Screened 2

Discontinuation

Data Quality Data Trends Efficacy reading post drug 1
administration

Data Quality Data Trends Other (Change from 1
baseline - Weight)

Data Quality Data Trends Other (Distribution and 1
Outlier analysis -

Demography)

Data Quality Data Trends Other (Distribution of 1
Medical History terms and
volume by Site)

Data Quality Data Trends Other (Number of reference 1
value)

Data Quality Data Trends Other (PCR - Vital Signs) 1

Data Quality Data Trends Other (Variability of 1
assessment data)

Data Quality Data Trends Outliers of results of lab 1

exam




Category Sub-Category Risk Indicator (G

Data Quality Discrepancy Management Reissued manual query rate 1

Data Quality Discrepancy Management Reissued query count 1
(critical DP)

Data Quality PI Oversight Frequency of PI EDC 1
review

Essential Documents Study Compliance Submission of essential 1
documents to site

Issue Management Protocol Compliance Minor protocol deviation 1
rate

Issue Management Site Compliance General or site issues - 1
aging

Issue Management Site Compliance Rate of Human Protection 1
Issues

Safety Adverse Events Number of patients with 1
unresolved AEs

Safety Adverse Events Trend analysis on types of 1
AEs

Safety Study Drug Discontinuation | Rate of discontinuation due 1
to SAE

Staffing, Facilities and Pl Oversight PI’s presence during 1

Supplies monitoring visit

Subject Recruitment and Enrollment Other (Increased sampling) 1

Discontinuation

Subject Recruitment and Enrollment Other (Number of Re- 1

Discontinuation Screening)

Subject Recruitment and Subject Discontinuation Number or rate of subjects 1

Discontinuation lost to follow up

RI Risk Indicator "HH HHE A 7 K 2
Category Sub-Category (G~

Data Quality CRF Completion 59

Issue Management Protocol Compliance 56

Safety Adverse Events 51

Data Quality Discrepancy Management 46




Category Sub-Category 1454
Data Quality Data Trends 37
Subject Recruitment and Discontinuation Subject Discontinuation 23
Issue Management Site Compliance 20
Safety Serious Adverse Events 14
Subject Recruitment and Discontinuation Enrollment 14
Subject Recruitment and Discontinuation Screen Failures 14
CRA/On-site Workload CRF Review 10
CRA/On-site Workload CRA Compliance 9
Safety Study Drug Discontinuation 9
Essential Documents CRA Compliance 8
Investigational Product Patient Compliance 8
Safety Lab Data 7
Essential Documents Site Compliance 6
Staffing, Facilities and Supplies Site/Staff Turnover 5
Data Quality Patient Compliance 3
Data Quality PI Oversight 1
Essential Documents Study Compliance 1
Staffing, Facilities and Supplies PI Oversight 1
RI Risk Indicator "HH HHE A 7 K 3

Category (G~
Data Quality 146
Safety 81
Issue Management 76
Subject Recruitment and Discontinuation 51
CRA/On-site Workload 19
Essential Documents 15
Investigational Product 8
Staffing, Facilities and Supplies 6

RI Risk Indicator THH (A7 b 1
Category Sub-Category Risk Indicator /sz %

Data Quality CRF Completion Timeliness of data entry 31 96.88




13

Category Sub-Category Risk Indicator ” %
Safety Adverse Events AE rate 25 78.13
Data Quality Discrepancy Query rate 20 62.50
Management
Data Quality Data Trends Query response time 19 59.38
(all DP)
Subject Recruitment Subject Discontinuation | Subject discontinuation 17 53.13
and Discontinuation rate
Issue Management Protocol Compliance Deviation Outliers 16 50.00
Issue Management Protocol Compliance Volume of protocol 16 50.00
deviations
Subject Recruitment Screen Failures Screen fail rate 13 40.63
and Discontinuation
Safety Serious Adverse Events | SAE rate 12 37.50
Data Quality Discrepancy Query aging (all DP) 10 31.25
Management
Investigational Product | Patient Compliance IP compliance rate 8 25.00
Data Quality CRF Completion Timeliness of data entry 7 21.88
(AEs)
Issue Management Protocol Compliance Subject Visit Timeliness 7 21.88
Issue Management Site Compliance Rate of Data Integrity 7 21.88
Issues
Subject Recruitment Enrollment Enrollment rate 7 21.88
and Discontinuation
Data Quality Discrepancy Manual query rate 6 18.75
Management
Safety Lab Data Trend analysis on lab 6 18.75
data
Essential Documents CRA Compliance Monitoring Visit Report 5 15.63
Approval Compliance
Issue Management Protocol Compliance Major protocol 5 15.63
deviation rate
Safety Adverse Events Rate of discontinuation 5 15.63

due to AE
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Category Sub-Category Risk Indicator ” %
Safety Study Drug Discontinuation rate 5 15.63
Discontinuation

CRA/On-site Workload | CRA Compliance Monitoring 4 12.50
visit/activities delays

Data Quality Data Trends Repeated values (freq & 4 12.50
rate)

Staffing, Facilities and Site/Staff Turnover Number of changes in 4 12.50

Supplies P, sub PI or other
(study co-ord)

CRA/On-site Workload | CRA Compliance CRA compliance with 3 9.38
monitoring plan

CRA/On-site Workload | CRF Review Unreported AES/SAES 3 9.38
events

CRA/On-site Workload | CRF Review Volume of SDV (data 3 9.38
points)

CRA/On-site Workload | CRF Review Volume of SDV (patient 3 9.38
visits)

Data Quality CRF Completion Missing pages 3 9.38

Data Quality Patient Compliance eDiary Compliance 3 9.38

Essential Documents Site Compliance Submission of safety 3 9.38
report to site and
EC/IRB

Issue Management Protocol Compliance Eligibility deviations 3 9.38
rate

Issue Management Site Compliance Number of informed 3 9.38
consent issues

Issue Management Site Compliance Rate of Issues 3 9.38

Safety Adverse Events AE causality 3 9.38
assessment distribution
per site

Safety Adverse Events Number of AE's of 3 9.38
special interest

Safety Adverse Events Trend analysis on types 3 9.38

of Aes
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Category Sub-Category Risk Indicator ” %
Data Quality CRF Completion Missing labs 2 6.25
Data Quality CRF Completion Missing pages (critical 2 6.25
forms)
Data Quality CRF Completion Missing visits 2 6.25
Data Quality CRF Completion Timeliness of data entry 2 6.25
(SAEs)
Data Quality Data Trends Other (Distribution of 2 6.25
Concomitant
Medication and volume
by site)
Data Quality Discrepancy Number of queries 2 6.25
Management resulting in data change
(critical DP)
Data Quality Discrepancy Query rate of those 2 6.25
Management resulting in a data
change
Essential Documents CRA Compliance Investigator Site File 2 6.25
Review compliance
Issue Management Site Compliance Site Issue Outlier 2 6.25
Safety Adverse Events AE grade distribution 2 6.25
per site
Safety Study Drug Temporary 2 6.25
Discontinuation discontinuation
Subject Recruitment Enrollment Total Screened 2 6.25
and Discontinuation
CRA/On-site Workload | CRA Compliance Monitoring report 1 3.13
delays
Data Quality Data Trends Efficacy reading post 1 3.13
drug administration
Data Quality Data Trends Other (Change from 1 3.13
baseline - Weight)
Data Quality Data Trends Other (Distribution and 1 3.13

Outlier analysis -

Demography)
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Category Sub-Category Risk Indicator ” %
Data Quality Data Trends Other (Distribution of 1 3.13
Medical History terms
and volume by Site)
Data Quality Data Trends Other (Number of 1 3.13
reference value)
Data Quality Data Trends Other (PCR - Vital 1 3.13
Signs)
Data Quality Data Trends Other (Variability of 1 3.13
assessment data)
Data Quality Data Trends Outliers of results of lab 1 3.13
exam
Data Quality Discrepancy Reissued manual query 1 3.13
Management rate
Data Quality Discrepancy Reissued query count 1 3.13
Management (critical DP)
Data Quality Pl Oversight Frequency of PI EDC 1 3.13
review
Essential Documents Study Compliance Submission of essential 1 3.13
documents to site
Issue Management Protocol Compliance Minor protocol 1 3.13
deviation rate
Issue Management Site Compliance General or site issues - 1 3.13
aging
Issue Management Site Compliance Rate of Human 1 3.13
Protection Issues
Safety Adverse Events Number of patients with 1 3.13
unresolved AEs
Safety Adverse Events Trend analysis on types 1 3.13
of AEs
Safety Study Drug Rate of discontinuation 1 3.13
Discontinuation due to SAE
Staffing, Facilities and PI Oversight PI’s presence during 1 3.13
Supplies monitoring visit
Subject Recruitment Enrollment Other (Increased 1 3.13
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Category Sub-Category Risk Indicator ” %
and Discontinuation sampling)
Subject Recruitment Enrollment Other (Number of Re- 1 3.13
and Discontinuation Screening)
Subject Recruitment Subject Discontinuation | Number or rate of 1 3.13
and Discontinuation subjects lost to follow
up
RI Risk Indicator THH XA 7 | 2
Category Sub-Category EH %
Issue Management Protocol Compliance 32 100.00
Data Quality CRF Completion 31 96.88
Safety Adverse Events 29 90.63
Data Quality Discrepancy Management 27 84.38
Data Quality Data Trends 21 65.63
Subject Recruitment and Subject Discontinuation 17 53.13
Discontinuation
Subject Recruitment and Screen Failures 13 40.63
Discontinuation
Issue Management Site Compliance 12 37.50
Safety Serious Adverse Events 12 37.50
Investigational Product Patient Compliance 8 25.00
Safety Study Drug Discontinuation 8 25.00
Subject Recruitment and Enrollment 8 25.00
Discontinuation
CRA/On-site Workload CRA Compliance 7 21.88
CRA/On-site Workload CRF Review 7 21.88
Safety Lab Data 6 18.75
Essential Documents CRA Compliance 5 15.63
Staffing, Facilities and Supplies Site/Staff Turnover 4 12.50
Data Quality Patient Compliance 3 9.38
Essential Documents Site Compliance 3 9.38
Data Quality Pl Oversight 1 3.13
Essential Documents Study Compliance 1 3.13

10




Category Sub-Category ¥ %

Staffing, Facilities and Supplies Pl Oversight 1 3.13

RI Risk Indicator THH %% 7> K 3

Category EHK %
Data Quality 32 100.00
Issue Management 32 100.00
Safety 30 93.75
Subject Recruitment and Discontinuation 23 71.88
CRA/On-site Workload 11 34.38
Investigational Product 8 25.00
Essential Documents 7 21.88
Staffing, Facilities and Supplies 5 15.63

RI 3% Risk Indicator CaHid 2% U 27

_ B
7| & ] e
Category Sub-Category Risk Indicator M| 2 - D
| M . i
CRA/On-site Workload | CRA Compliance CRA compliance with 0 0 0
monitoring plan
CRA/On-site Workload | CRA Compliance Monitoring report 2 0 0
delays
CRA/On-site Workload | CRA Compliance Monitoring 1 0 1
visit/activities delays
CRA/On-site Workload | CRF Review Unreported AES/SAES 0 4 0
events
CRA/On-site Workload | CRF Review Volume of SDV (data 3 0 0
points)
CRA/On-site Workload | CRF Review Volume of SDV 2 0 0
(patient visits)
Data Quality CRF Completion Missing labs 2 1 0
Data Quality CRF Completion Missing pages 5 2 0
Data Quality CRF Completion Missing pages (critical 1 0 0
forms)

11
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7| & ] e
Category Sub-Category Risk Indicator M| e - D
| M . i
Data Quality CRF Completion Missing visits 2 0 0 0
Data Quality CRF Completion Timeliness of data 25 | 1 1 |16
entry
Data Quality CRF Completion Timeliness of data 1 5 0 2
entry (AEs)
Data Quality CRF Completion Timeliness of data 1 1 0 0
entry (SAEs)
Data Quality Data Trends Efficacy reading post 1 0 0 0
drug administration
Data Quality Data Trends Other (Change from 1 1 0 1
baseline - Weight)
Data Quality Data Trends Other (Distributionand | 1 1 0 0
Outlier analysis -
Demography)
Data Quality Data Trends Other (Distribution of 1 1 0 1
Concomitant
Medication and
volume by site)
Data Quality Data Trends Other (Distribution of 1 1 0 0
Medical History terms
and volume by Site)
Data Quality Data Trends Other (Number of 1 0 0 0
reference value)
Data Quality Data Trends Other (PCR - Vital 1 1 0 1
Signs)
Data Quality Data Trends Other (Variability of 1 0 0 0
assessment data)
Data Quality Data Trends Outliers of results of 1 0 0 0
lab exam
Data Quality Data Trends Query response time 16 | 1 1 7
(all DP)
Data Quality Data Trends Repeated values (freq 4 5 0 1

12
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7| & ] e
Category Sub-Category Risk Indicator M| e - D
| M . i
& rate)
Data Quality Discrepancy Manual query rate 3 0 0 3
Management
Data Quality Discrepancy Number of queries 1 0 0 1
Management resulting in data
change (critical DP)
Data Quality Discrepancy Query aging (all DP) 8 0 0 4
Management
Data Quality Discrepancy Query rate 19 | 1 1 5
Management
Data Quality Discrepancy Query rate of those 2 0 0 0
Management resulting in a data
change
Data Quality Discrepancy Reissued manual query | 0 1 0 0
Management rate
Data Quality Discrepancy Reissued query count 1 0 0 0
Management (critical DP)
Data Quality Patient Compliance eDiary Compliance 3 0 1 0
Data Quality Pl Oversight Frequency of PI EDC 0 0 1 0
review
Essential Documents Site Compliance Submission of safety 1 3 2 0
report to site and
EC/IRB
Essential Documents CRA Compliance Investigator Site File 2 1 0 0
Review compliance
Essential Documents CRA Compliance Monitoring Visit 4 0 0 2
Report Approval
Compliance
Essential Documents Study Compliance Submission of essential | 0 0 0 1
documents to site
Investigational Product | Patient Compliance IP compliance rate 7 2 1 1
Issue Management Protocol Compliance Deviation Outliers 18 | 4 3 1

13
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7| & ] e
Category Sub-Category Risk Indicator M| e - D
| M . i
Issue Management Protocol Compliance Eligibility deviations 3 1 0 0
rate
Issue Management Protocol Compliance Major protocol 5 2 0 1
deviation rate
Issue Management Protocol Compliance Minor protocol 1 1 0 0
deviation rate
Issue Management Protocol Compliance Subject Visit 6 1 0 1
Timeliness
Issue Management Protocol Compliance Volume of protocol 19 | 6 0 2
deviations
Issue Management Site Compliance General or site issues - 0 1 0 0
aging
Issue Management Site Compliance Number of informed 1 1 1 0
consent issues
Issue Management Site Compliance Rate of Data Integrity 6 0 0 3
Issues
Issue Management Site Compliance Rate of Human 1 0 0 0
Protection Issues
Issue Management Site Compliance Rate of Issues 2 1 0 1
Issue Management Site Compliance Site Issue Outlier 3 0 0 1
Safety Adverse Events AE causality 2 3 0 0
assessment distribution
per site
Safety Adverse Events AE grade distribution 2 1 0 0
per site
Safety Adverse Events AE rate 12 1 25| 0 3
Safety Adverse Events Number of AE's of 0 3 0 1
special interest
Safety Adverse Events Number of patients 1 1 0 0
with unresolved AEs
Safety Adverse Events Rate of discontinuation | 4 4 0 1

due to AE

14
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7| & ] e
Category Sub-Category Risk Indicator M| e - D
| M . i
Safety Adverse Events Trend analysis on types | 2 3 0 0
of Aes
Safety Adverse Events Trend analysis on types | 0 1 0 0
of AEs
Safety Lab Data Trend analysis on lab 4 5 0 3
data
Safety Serious Adverse SAE rate 3 1121 1
Events
Safety Study Drug Discontinuation rate 4 3 0 1
Discontinuation
Safety Study Drug Rate of discontinuation | 0 1 0 0
Discontinuation due to SAE
Safety Study Drug Temporary 2 2 0 0
Discontinuation discontinuation
Staffing, Facilities and | PI Oversight PI’s presence during 1 0 0 1
Supplies monitoring visit
Staffing, Facilities and | Site/Staff Turnover Number of changes in 2 1 3 2
Supplies Pl, sub P1 or other
(study co-ord)
Subject Recruitment Enrollment Enrollment rate 5 1 2 7
and Discontinuation
Subject Recruitment Enrollment Other (Increased 0 0 0 0
and Discontinuation sampling)
Subject Recruitment Enrollment Other (Number of Re- 1 0 0 0
and Discontinuation Screening)
Subject Recruitment Enrollment Total Screened 1 0 1 1
and Discontinuation
Subject Recruitment Screen Failures Screen fail rate 9 1 1 4
and Discontinuation
Subject Recruitment Subject Number or rate of 0 1 0 0

and Discontinuation

Discontinuation

subjects lost to follow

up

15
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Category Sub-Category Risk Indicator M| e - D
| M o i
Subject Recruitment Subject Subject discontinuation | 14 | 6 1 8
and Discontinuation Discontinuation rate
RI *47% Risk Indicator CRHlid % U A2 Z O
Category Sub-Category Risk Indicator Z DA %
CRA/On-site CRA Compliance CRA compliance CRA performance 1
Workload with monitoring plan
CRA/On-site CRA Compliance CRA compliance Operational Risk 1
Workload with monitoring plan | Control
CRA/On-site CRA Compliance CRA compliance F =X —OFEERR 1
Workload with monitoring plan | 7
CRA/On-site CRA Compliance Monitoring Adherance to the 1
Workload visit/activities delays | SMP
CRA/On-site CRA Compliance Monitoring Data Entry and 1
Workload visit/activities delays | Collection
CRA/On-site CRA Compliance Monitoring Operational Risk 1
Workload visit/activities delays | Control
CRA/On-site CRF Review Volume of SDV U > — 2RI 1
Workload (patient visits)
Data Quality CRF Completion Missing labs R EH 1
Data Quality CRF Completion Missing pages Poor protocol 1
(critical forms) compliance
Data Quality CRF Completion Timeliness of data CRC O/ T —~ 3
entry 7S
Data Quality CRF Completion Timeliness of data Data Entry and 3
entry Collection
Data Quality CRF Completion Timeliness of data eCOA D [r|Z I 1
entry
Data Quality CRF Completion Timeliness of data Operational Risk 1
entry Control
Data Quality CRF Completion Timeliness of data Risk of site not 1

entry

entering data and

16




Category Sub-Category Risk Indicator Z DA, 44
impact on timely
safety data, detecting
poor data entry
habits, lack of site
engagement. Driving
good scientific
practice in line with
GCP guidelines.
Data Quality CRF Completion Timeliness of data Site performance 1
entry
Data Quality CRF Completion Timeliness of data T — % ANTIDEI 1
entry WL, MR 2 EERIC
WEEE S DR
BEEHTE T
RWNEETRY, (7
atA U Y/—A
5F)
Data Quality CRF Completion Timeliness of data U — 2R 2
entry
Data Quality CRF Completion Timeliness of data Migx DAT) /N7 1
entry —< A
Data Quality CRF Completion Timeliness of data s DANT) 7k 1
entry A
Data Quality CRF Completion Timeliness of data gk /X7 p—~ 1
entry A DR
Data Quality CRF Completion Timeliness of data Data Entry and 1
entry (AEs) Collection
Data Quality CRF Completion Timeliness of data fiEx D ANT)/N7 1
entry (AES) —< A
Data Quality Data Trends Other (Change from | “Z241 1
baseline - Weight)
Data Quality Data Trends Other (Distribution 7'a k)L ORRGER 1

of Concomitant
Medication and
volume by site)

RS A A
iz Rk L Tw
%

17




Category Sub-Category Risk Indicator Z DA, 44
Data Quality Data Trends Other (PCR - Vital Atk 1
Signs)
Data Quality Data Trends Query response time | Data Entry and 1
(all DP) Collection
Data Quality Data Trends Query response time | Operational Risk 1
(all DP) Control
Data Quality Data Trends Query response time | Site/CRA 1
(all DP) performance
Data Quality Data Trends Query response time | gz D7 = U —%f 1
(all DP) A
Data Quality Data Trends Query response time | figx D7 = U —x%f 2
(all DP) T F— A
Data Quality Data Trends Query response time | figx /X7 4+ —~v 1
(all DP) A DR
Data Quality Data Trends Repeated values Mgk D AT1 7 atk 1
(freq & rate) A
Data Quality Discrepancy Manual query rate CRC O/ T —~ 1
Management A
Data Quality Discrepancy Manual query rate Data Entry and 1
Management Collection
Data Quality Discrepancy Manual query rate Quality/accuracy of 1
Management data entry
Data Quality Discrepancy Number of queries Data Entry and 1
Management resulting in data Collection
change (critical DP)
Data Quality Discrepancy Query aging (all DP) | CRC O /X7 4 —~ 1
Management A
Data Quality Discrepancy Query aging (all DP) | Data Entry and 1
Management Collection
Data Quality Discrepancy Query aging (all DP) | Responsive to 1

Management

queries, good
understanding of the
data entry or
protocol

requirements.

18




Category Sub-Category Risk Indicator Z DA, 44
Data Quality Discrepancy Query aging (all DP) | ¢ D7 = U —x%} 1
Management 7 ek A
Data Quality Discrepancy Query rate Operational Risk 1
Management Control
Data Quality Discrepancy Query rate Quality/accuracy of 1
Management data entry
Data Quality Discrepancy Query rate U — 2R 1
Management
Data Quality Discrepancy Query rate figk®> CRF OFRfR | 1
Management B
Data Quality Discrepancy Query rate it 5% O BR AR T 1
Management
Essential Documents | CRA Compliance Monitoring Visit CRA D/NT —~ 1
Report Approval A
Compliance
Essential Documents | CRA Compliance Monitoring Visit E =X —OFH 1
Report Approval
Compliance
Essential Documents | Study Compliance Submission of Adherance to the 1
essential documents | SMP
to site
Investigational Patient Compliance | IP compliance rate AR 1
Product
Issue Management Protocol Compliance | Deviation Outliers Poor protocol 1
compliance
Issue Management Protocol Compliance | Major protocol gk D7 a k= 1
deviation rate o> BRAfigE
Issue Management Protocol Compliance | Subject Visit AR 1
Timeliness
Issue Management Protocol Compliance | Volume of protocol gk D7\ ha— 1
deviations Jb D ERAiF
Issue Management Protocol Compliance | Volume of protocol sk D7 v ka3 1
deviations D PR EE
Issue Management Site Compliance Rate of Data Data Entry and 2
Integrity Issues Collection

19




Category Sub-Category Risk Indicator Z DA, 44
Issue Management Site Compliance Rate of Data Mgk /N7 —~ 1
Integrity Issues 27 a hano
PR
Issue Management Site Compliance Rate of Issues Site or monitor 1
responsive
Issue Management Site Compliance Site Issue Outlier Poor performing 1
sites
Safety Adverse Events AE rate Potential under or 1
over-reporting of
AEs
Safety Adverse Events AE rate ek 1
Safety Adverse Events AE rate gk D7\ ha— 1
I DR
Safety Adverse Events Number of AE's of HEEZMGSAE L | 1
special interest )
Safety Adverse Events Rate of Erge Xl 1
discontinuation due
to AE
Safety Lab Data Trend analysis on lab | Z241 2
data
Safety Lab Data Trend analysis on lab | FEAl T 72 42 1
data TOBEE LY %
Wina, BRI
EXUAMIEECVAT S o
MR % falRic
IHLTWS
Safety Serious Adverse SAE rate Potential under or 1
Events over-reporting of
SAEs
Safety Study Drug Discontinuation rate | 5k 1
Discontinuation
Staffing, Facilities Pl Oversight PI's presence during | #2427 Fff 1
and Supplies monitoring visit
Staffing, Facilities Site/Staff Turnover Number of changes | Operational Risk 2

and Supplies

in PI, sub PI or other

Control

20




Category Sub-Category Risk Indicator Z DA, 44
(study co-ord)
Subject Recruitment | Enrollment Enrollment rate Poor 1
and Discontinuation motivation/lack of
engagement, fast
recruiting sites
Subject Recruitment | Enrollment Enrollment rate Operational Risk 2
and Discontinuation Control
Subject Recruitment | Enrollment Enrollment rate CRRLTRRESS = {QF (4.1 1
and Discontinuation
Subject Recruitment | Enrollment Enrollment rate PR 1
and Discontinuation
Subject Recruitment | Enrollment Enrollment rate Bk 2
and Discontinuation
Subject Recruitment | Enrollment Total Screened Operational Risk 1
and Discontinuation Control
Subject Recruitment | Screen Failures Screen fail rate Identify sites with 1
and Discontinuation high screen failure
rate and reasons
Subject Recruitment | Screen Failures Screen fail rate Incorrect patients 1
and Discontinuation being screened
Subject Recruitment | Screen Failures Screen fail rate i 5% 1 ) 7 B 1
and Discontinuation FrHa—ry e
LTWD 70, ERY
BRANELIE A PR L
TV D DR
Subject Recruitment | Screen Failures Screen fail rate ok 1
and Discontinuation
Subject Recruitment | Subject Subject Discontinuation 1
and Discontinuation | Discontinuation discontinuation rate
Subject Recruitment | Subject Subject Identify sites with 1
and Discontinuation | Discontinuation discontinuation rate | high discontinuation
(drop out) rate and
reasons
Subject Recruitment | Subject Subject Poor management of 1

and Discontinuation

Discontinuation

discontinuation rate

patients within a
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Category Sub-Category Risk Indicator Z DA, 44
study
Subject Recruitment | Subject Subject Mgk, #ERE DT 2
and Discontinuation | Discontinuation discontinuation rate = = R7RF Y 7 4515
Subject Recruitment | Subject Subject ISP A= =% 2
and Discontinuation | Discontinuation discontinuation rate | MO FEfiE
Subject Recruitment | Subject Subject FFAM AT RE 7o kR 1
and Discontinuation | Discontinuation discontinuation rate | OWWNE, AR
KL MR D
Feien,
RI FRAMS 2 2540 B 5k
L 24
¥- | K2 | 3.1
Category Sub-Category Risk Indicator il *F9 L2
- LE | W7
H %% =
CRA/On-site CRA Compliance CRA compliance with 1 1
Workload monitoring plan
CRA/On-site CRA Compliance Monitoring report 2
Workload delays
CRA/On-site CRA Compliance Monitoring 2 1
Workload visit/activities delays
CRA/On-site CRF Review Unreported AES/SAES 3
Workload events
CRA/On-site CRF Review Volume of SDV (data 2 1
Workload points)
CRA/On-site CRF Review \Volume of SDV 2 1
Workload (patient visits)
Data Quality CRF Completion Missing labs 2
Data Quality CRF Completion Missing pages 2 1 2
Data Quality CRF Completion Missing pages 1 1
(critical forms)
Data Quality CRF Completion Missing visits 1 1
Data Quality CRF Completion Timeliness of data 26 4 5
entry
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2 AN

1. =y
#- | &2 | 31
Category Sub-Category Risk Indicator il 9 L2
% - L& | W7
¥ | &
Data Quality CRF Completion Timeliness of data 5 1 1
entry (AEs)
Data Quality Data Trends Efficacy reading post 1
drug administration
Data Quality Data Trends Other (Change from 1
baseline - Weight)
Data Quality Data Trends Other (Distribution 1
and Outlier analysis -
Demography)
Data Quality Data Trends Other (Distribution of 1
Concomitant
Medication and
volume by site)
Data Quality Data Trends Other (Distribution of 1
Medical History terms
and volume by Site)
Data Quality Data Trends Other (Number of 1
reference value)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Other (Variability of 1
assessment data)
Data Quality Data Trends Query response time 12 2 4
(all DP)
Data Quality Data Trends Repeated values (freq 1 1 4
& rate)
Data Quality Discrepancy Manual query rate 3 3
Management
Data Quality Discrepancy Number of queries 2

Management

resulting in data

change (critical DP)
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1. =y
#- | &2 | 31
Category Sub-Category Risk Indicator il 9 L2
% - L& | W7
¥ | &
Data Quality Discrepancy Query aging (all DP) 5 3 2
Management
Data Quality Discrepancy Query rate 7 10 4
Management
Data Quality Discrepancy Query rate of those 2
Management resulting in a data
change
Data Quality Discrepancy Reissued query count 1
Management (critical DP)
Data Quality Patient Compliance eDiary Compliance 2 1
Essential Documents Site Compliance Submission of safety 3
report to site and
EC/IRB
Essential Documents | CRA Compliance Investigator Site File 2
Review compliance
Essential Documents | CRA Compliance Monitoring Visit 4 1
Report Approval
Compliance
Essential Documents | Study Compliance Submission of 1
essential documents to
site
Investigational Patient Compliance IP compliance rate 2 3 2
Product
Issue Management Protocol Compliance | Deviation Outliers 2 8 7
Issue Management Protocol Compliance | Eligibility deviations 2 1
rate
Issue Management Protocol Compliance | Major protocol 4 1
deviation rate
Issue Management Protocol Compliance | Minor protocol 1
deviation rate
Issue Management Protocol Compliance | Subject Visit 2 2 1
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1. # | 2. &
#- | &2 | 31
Category Sub-Category Risk Indicator il 9 L2
% - L& | W7
¥ | &
Timeliness
Issue Management Protocol Compliance | Volume of protocol 13 3 4
deviations
Issue Management Site Compliance Number of informed 2
consent issues
Issue Management Site Compliance Rate of Data Integrity 3 4
Issues
Issue Management Site Compliance Rate of Human 1
Protection Issues
Issue Management Site Compliance Rate of Issues 1 1
Issue Management Site Compliance Site Issue Outlier 3 1
Safety Adverse Events AE causality 3 1
assessment
distribution per site
Safety Adverse Events AE grade distribution 2 1
per site
Safety Adverse Events AE rate 11 11 7
Safety Adverse Events Number of AE's of 3
special interest
Safety Adverse Events Number of patients 1
with unresolved AEs
Safety Adverse Events Rate of 2 1 2
discontinuation due to
AE
Safety Adverse Events Trend analysis on 1 1
types of Aes
Safety Adverse Events Trend analysis on 1
types of AEs
Safety Lab Data Trend analysis on lab 2 1 3
data
Safety Serious Adverse | SAE rate 8 3 2
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L 24
#- | &2 | 31
Category Sub-Category Risk Indicator il 9 L2
% - L& | W7
¥ | &
Events
Safety Study Drug | Discontinuation rate 1 3 2
Discontinuation
Safety Study Drug | Rate of 1
Discontinuation discontinuation due to
SAE
Safety Study Drug | Temporary 1 1
Discontinuation discontinuation
Staffing, Facilities and | Pl Oversight Pl's presence during 1
Supplies monitoring visit
Staffing, Facilities and | Site/Staff Turnover Number of changes in 2
Supplies Pl, sub Pl or other
(study co-ord)
Subject Recruitment | Enrollment Enrollment rate 2 3 4
and Discontinuation
Subject Recruitment | Enroliment Other (Number of Re- 1
and Discontinuation Screening)
Subject Recruitment | Enroliment Total Screened 1 1
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate 3 6 3
and Discontinuation
Subject Recruitment | Subject Number or rate of 1
and Discontinuation Discontinuation subjects lost to follow
up
Subject Recruitment | Subject Subject 7 9 4
and Discontinuation Discontinuation discontinuation rate
RI FHG9 % 2540 B 5IEZ off
Category Sub-Category Risk Indicator BMAE_Fof |
CRA/On-site CRA Compliance CRA  compliance | EDC @4 71 k 1
Workload with monitoringplan | €E=% U > 7 D F
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Category Sub-Category Risk Indicator BB oM | 4K
= v 75k
CRA/On-site CRA Compliance Monitoring iRk L~V TR 1
Workload visit/activities
delays
Data Quality CRF Completion Missing labs MR 272 0 O 1
Data Quality CRF Completion Missing pages Mk L~ L TR 1
(critical forms)
Data Quality CRF Completion Timeliness of data oLl E 1
entry
Data Quality CRF Completion Timeliness of data | FUERFRHILLT 1
entry
Data Quality CRF Completion Timeliness of data gk Tk, AT 1
entry (ZHLE D B EUE 2
7o
Data Quality CRF Completion Timeliness of data Jii g L~V TR 1
entry
Data Quality CRF Completion Timeliness of data | R AJJEIG 1
entry
Data Quality CRF Completion Timeliness of data e HU I 1
entry (SAES)
Data Quality Data Trends Other (Distribution | # B # > 81 22 H1 R 1
of Concomitant (subject week) &
Medication and 72 v OHFHEEE
volume by site)
Data Quality Data Trends Outliers of results of | FRAfE AL v/ 7y7 1
lab exam
Data Quality Data Trends Query response time | e ALk 1
(all DP)
Data Quality Data Trends Query response time | figx =&, A Z & 1
(all DP) WCHLE D B30 2
7o
Data Quality Data Trends Repeated values RS DA 1
(freq & rate) a
Data Quality Discrepancy Manual query rate g% L~V CHELH 1

Management
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Category Sub-Category Risk Indicator BB oM | 4K
Data Quality Discrepancy Query aging (all e HL I 1
Management DP)
Data Quality Discrepancy Query aging (all g% L~V TR 1
Management DP)
Data Quality Discrepancy Query aging (all K7 = ) —%al 1
Management DP) 7 T U —DIFITE
Data Quality Discrepancy Query rate 1000 7 —& Z L D 1
Management 7Y —F
Data Quality Discrepancy Query rate 100 7 —4% % 7= b 1
Management D7 =Y —H
Data Quality Discrepancy Query rate ik L~V TR 1
Management
Data Quality Discrepancy Query rate MR Y 7= v OEG 1
Management
Data Quality Discrepancy Query rate PR 1
Management
Essential Site Compliance Submission of o HUL Exfii7e L 2
Documents safety report to site
and EC/IRB
Essential CRA Compliance Monitoring Visit eHU I 1
Documents Report Approval
Compliance
Essential Study Compliance | Submission of gk L~V TR 1
Documents essential documents
to site
Investigational Patient Compliance | IP compliance rate | i% /& L 7-FfE % T 1
Product 0] 2 i (51 D EI A
Issue Management | Protocol Deviation Outliers Jii g% L~V TR 1
Compliance
Issue Management | Protocol Volume of protocol | fii 7% 0 % &% 22 A 1
Compliance deviations 038 D T2 D IE
HoCHEE
Issue Management | Protocol Volume of protocol | Hitigx %72 ¥ DK 1
Compliance deviations
Issue Management Site Compliance Rate of Issues gk L~V CHLH 1
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Category Sub-Category Risk Indicator BB oM | 4K
Issue Management | Site Compliance Site Issue Outlier Jiigx L~V TR 1
Safety Adverse Events AE rate ik L~V CHELH 1
Safety Adverse Events AE rate MiEx 4720 OFE 1
HELEIBLE A
(AH)
Safety Adverse Events Number of AE's of | I E DA HEFG D 1
special interest FBL
Safety Adverse Events Trend analysis on FHEABILR & X 1
types of Aes
Safety Lab Data Trend analysis on AL, AL oS 1
lab data
Safety Serious Adverse SAE rate BLEHIM (subject 1
Events week) H7- 0 D AE
FEHIEL
Safety Serious Adverse SAE rate Jiig% L~V TR 1
Events
Staffing, Facilities P1 Oversight Pl'spresenceduring | ¥ = v 7 U A s & 1
and Supplies monitoring visit AWz, £=4%—
O FEBUT X 2 FEAm
(10~20 % H)
Staffing, Facilities Site/Staff Turnover | Number of changes | e LA |- 1
and Supplies in P1, sub PI or other
(study co-ord)
Subject Recruitment | Enrollment Enrollment rate AL, AL OfER 1
and Discontinuation
Subject Recruitment | Enrollment Enrollment rate M L~ L TR 1
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate Jii g L~V CHLH 1
and Discontinuation
Subject Recruitment | Subject Subject fiEx Z & Ok gE 1
and Discontinuation | Discontinuation discontinuation rate | 51l D44k
Subject Recruitment | Subject Subject ik L~V TR 1
and Discontinuation | Discontinuation discontinuation rate
Subject Recruitment | Subject Subject MiE% 4 7= 0 O 1

and Discontinuation

Discontinuation

discontinuation rate
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RI FFA 92 25580 RFATE & S 01 ]
1.
E 4.
Bk |2.mi| 3 | #
BA | BIRE | BE | %
Category Sub-Category Risk Indicator W | A ?)
| B | ( wf
5 | o | @ |
S fH] fH] £y
H ]
fH]
CRA/On-site CRA Compliance CRA compliance 1 1 1
Workload with monitoring
plan
CRA/On-site CRA Compliance Monitoring report 2
Workload delays
CRA/On-site CRA Compliance Monitoring 3 1
Workload visit/activities
delays
CRA/On-site CRF Review Unreported 4
Workload AES/SAES events
CRA/On-site CRF Review Volume of SDV 3
Workload (data points)
CRA/On-site CRF Review Volume of SDV 3
Workload (patient visits)
Data Quality CRF Completion Missing labs 1 1
Data Quality CRF Completion Missing pages 4 1
Data Quality CRF Completion Missing pages 2
(critical forms)
Data Quality CRF Completion Missing visits 2
Data Quality CRF Completion Timeliness of data 23 12 1 2
entry
Data Quality CRF Completion Timeliness of data 4 3
entry (AES)
Data Quality CRF Completion Timeliness of data 1
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E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A ?)
| B | ( wf
5 | o | @ |
S fH] fH] £y
H ]
fH]
entry (SAESs)
Data Quality Data Trends Efficacy reading 1
post drug
administration
Data Quality Data Trends Other (Change from 1
baseline - Weight)
Data Quality Data Trends Other (Distribution 1
and Outlier analysis
- Demography)
Data Quality Data Trends Other(Distribution 2
of Concomitant
Medication and
volume by site)
Data Quality Data Trends Other(Distribution 1
of Medical History
terms and volume
by Site)
Data Quality Data Trends Other (Number of 1
reference value)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Other (Variability of 1
assessment data)
Data Quality Data Trends Query response time | 11 8 1
(all DP)
Data Quality Data Trends Repeated values 4 1 1
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E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A ?)
| B | ( wf
5 | o | @ |
S fH] fH] £y
H ]
fH]
(freq & rate)
Data Quality Discrepancy Manual query rate 4 1 1
Management
Data Quality Discrepancy Number of queries 2
Management resulting in data
change (critical DP)
Data Quality Discrepancy Query aging (all 6 3 1 1
Management DP)
Data Quality Discrepancy Query rate 14 5 1 2
Management
Data Quality Discrepancy Query rate of those 2
Management resulting in a data
change
Data Quality Discrepancy Reissued manual 1
Management query rate
Data Quality Discrepancy Reissued query 1
Management count (critical DP)
Data Quality Patient Compliance eDiary Compliance 2 1
Data Quality Pl Oversight Frequency of PI 1
EDC review
Essential Site Compliance Submission of 4 2
Documents safety report to site
and EC/IRB
Essential CRA Compliance Investigator Site 1 1
Documents File Review
compliance
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E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A ?)
| B | ( wf
5 | o | @ |
S fH] fH] £y
H ]
fH]
Essential CRA Compliance Monitoring Visit 4 1 1
Documents Report Approval
Compliance
Essential Study Compliance Submission of 1
Documents essential documents
to site
Investigational Patient Compliance IP compliance rate 5 1 1
Product
Issue Management | Protocol Compliance Deviation Outliers 8 2 4 4
Issue Management | Protocol Compliance Eligibility 2 1
deviations rate
Issue Management | Protocol Compliance Major protocol 3 3
deviation rate
Issue Management | Protocol Compliance Minor protocol 1
deviation rate
Issue Management | Protocol Compliance Subject Visit 6
Timeliness
Issue Management | Protocol Compliance Volume of protocol 10 9 1
deviations
Issue Management | Site Compliance General or site 1
issues - aging
Issue Management | Site Compliance Number of informed 3
consent issues
Issue Management | Site Compliance Rate of Data 6 1
Integrity Issues
Issue Management | Site Compliance Rate of Human 1
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E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A ?)
7| Ak
5 | o | @ |
S fH] fH] £y
H ]
fH]
Protection Issues
Issue Management | Site Compliance Rate of Issues 2 1
Issue Management | Site Compliance Site Issue Outlier 2 2
Safety Adverse Events AE causality 3 1
assessment
distribution per site
Safety Adverse Events AE grade 1 2
distribution per site
Safety Adverse Events AE rate 22 5 1 2
Safety Adverse Events Number of AE's of 3
special interest
Safety Adverse Events Number of patients 1
with unresolved AEs
Safety Adverse Events Rate of 4 1
discontinuation due
to AE
Safety Adverse Events Trend analysis on 3
types of Aes
Safety Adverse Events Trend analysis on 1
types of AEs
Safety Lab Data Trend analysis on 4 2 1
lab data
Safety Serious Adverse SAE rate 12 2
Events
Safety Study Drug Discontinuation rate 5 1

Discontinuation
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E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A ?)

| B | ( wf
5 | o | @ |
S fH] fH] £y
H ]
fH]

Safety Study Drug Rate of 1

Discontinuation discontinuation due
to SAE
Safety Study Drug Temporary 2
Discontinuation discontinuation

Staffing, Facilities | Pl Oversight PI’s presence during 1

and Supplies monitoring visit

Staffing, Facilities | Site/Staff Turnover Number of changes 3 2

and Supplies in PI1, sub PI or other

(study co-ord)

Subject Enrollment Enrollment rate 8 2

Recruitment and

Discontinuation

Subject Enrollment Other (Increased 1

Recruitment and sampling)

Discontinuation

Subject Enrollment Other (Number of 1

Recruitment and Re-Screening)

Discontinuation

Subject Enrollment Total Screened 1 1

Recruitment and

Discontinuation

Subject Screen Failures Screen fail rate 13

Recruitment and

Discontinuation

Subject Subject Number or rate of 1
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1.
E 4.
Bk |2.mi| 3 | #
BA | BIRE | HE | %
Category Sub-Category Risk Indicator W | A A@

| B | () | R
5 | o | @ |
S fH] fH] £y
] [
[]

Recruitment and Discontinuation subjects lost to

Discontinuation follow up

Subject Subject Subject 17 4

Recruitment and Discontinuation discontinuation rate

Discontinuation

RI U A7 SHBORME BIMEOBE
1.
w2
I =S 4.
By | fE | 3.0 | &%
R 1| E .

Category Sub-Category Risk Indicator el e e [=]

w| x| 2| T 5
ol K| W »
B I N B
W | X |
E

CRA/On-site CRA Compliance CRA compliance 1 2

Workload with monitoring

plan

CRA/On-site CRA Compliance Monitoring report 2

Workload delays

CRA/On-site CRA Compliance Monitoring 2 1 1

Workload visit/activities
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| F | &
i | % A
E
delays
CRA/On-site CRF Review Unreported 2 1 1
Workload AES/SAES events
CRA/On-site CRF Review Volume of SDV 3
Workload (data points)
CRA/On-site CRF Review Volume of SDV 1 1 1
Workload (patient visits)
Data Quality CRF Completion Missing labs 1 1
Data Quality CRF Completion Missing pages 2 3
Data Quality CRF Completion Missing pages 1 1
(critical forms)
Data Quality CRF Completion Missing visits 1 1
Data Quality CRF Completion Timeliness of data 4 122 | 3 5 4
entry
Data Quality CRF Completion Timeliness of data 4 2 1
entry (AES)
Data Quality CRF Completion Timeliness of data 1
entry (SAEs)
Data Quality Data Trends Efficacy reading 1
post drug
administration
Data Quality Data Trends Other (Change from | 1
baseline - Weight)
Data Quality Data Trends Other (Distribution 1
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| FH| %
i | % A
E
and Outlier analysis
- Demography)
Data Quality Data Trends Other (Distribution 1 1
of Concomitant
Medication and
volume by site)
Data Quality Data Trends Other (Distribution 1
of Medical History
terms and volume
by Site)
Data Quality Data Trends Other (Number of 1
reference value)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Other (Variability of 1
assessment data)
Data Quality Data Trends Query response 1 9 3 4 3
time (all DP)
Data Quality Data Trends Repeated values 1 1 1 3
(freq & rate)
Data Quality Discrepancy Manual query rate 1 2 1 1 1
Management
Data Quality Discrepancy Number of queries 1 1

Management

resulting in data
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| FH| %
i | % A
E
change (critical DP)
Data Quality Discrepancy Query aging (all 7 1 1 2
Management DP)
Data Quality Discrepancy Query rate 4 110 | 3 4 1
Management
Data Quality Discrepancy Query rate of those 2
Management resulting in a data
change
Data Quality Discrepancy Reissued manual 1
Management query rate
Data Quality Discrepancy Reissued query 1
Management count (critical DP)
Data Quality Patient Compliance eDiary Compliance 1 1 1
Data Quality Pl Oversight Frequency of PI 1
EDC review
Essential Site Compliance Submission of 4 1 1
Documents safety report to site
and EC/IRB
Essential CRA Compliance Investigator Site 2
Documents File Review
compliance
Essential CRA Compliance Monitoring Visit 4 1 1
Documents Report Approval
Compliance
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| FH| %
i | % A
E
Essential Study Compliance Submission of 1
Documents essential documents
to site
Investigational Patient Compliance IP compliance rate 6 1
Product
Issue Management | Protocol Compliance Deviation Outliers 1 7 2 4 4
Issue Management | Protocol Compliance Eligibility 2 1
deviations rate
Issue Management | Protocol Compliance Major protocol 1 3 2
deviation rate
Issue Management | Protocol Compliance Minor protocol 1
deviation rate
Issue Management | Protocol Compliance Subject Visit 1 3 1 1
Timeliness
Issue Management | Protocol Compliance Volume of protocol 2 (14 ] 1 3
deviations
Issue Management | Site Compliance General or site 1
issues - aging
Issue Management | Site Compliance Number of 2 1
informed consent
issues
Issue Management | Site Compliance Rate of Data 1 4 2
Integrity Issues
Issue Management | Site Compliance Rate of Human 1
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
£ 7|
e A
X
E
Protection Issues
Issue Management | Site Compliance Rate of Issues 1
Issue Management | Site Compliance Site Issue Outlier 1
Safety Adverse Events AE causality 2
assessment
distribution per site
Safety Adverse Events AE grade 2
distribution per site
Safety Adverse Events AE rate 6 10
Safety Adverse Events Number of AE's of
special interest
Safety Adverse Events Number of patients
with unresolved
AEs
Safety Adverse Events Rate of 3
discontinuation due
to AE
Safety Adverse Events Trend analysis on 1 1
types of Aes
Safety Adverse Events Trend analysis on
types of AEs
Safety Lab Data Trend analysis on 3
lab data
Safety Serious Adverse SAE rate 4 2
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o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| FH| %
i | % A
E
Events
Safety Study Drug Discontinuation rate 3 1 2
Discontinuation
Safety Study Drug Rate of 1
Discontinuation discontinuation due
to SAE
Safety Study Drug Temporary 1 1
Discontinuation discontinuation
Staffing, Facilities | PI Oversight PI’s presence during 1
and Supplies monitoring visit
Staffing, Facilities | Site/Staff Turnover Number of changes 3 2
and Supplies in P1, sub PI or
other (study co-ord)
Subject Enrollment Enrollment rate 3 4 3
Recruitment and
Discontinuation
Subject Enrollment Other (Increased 1
Recruitment and sampling)
Discontinuation
Subject Enrollment Other (Number of 1
Recruitment and Re-Screening)
Discontinuation
Subject Enrollment Total Screened 2

Recruitment and
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1.
o 2.
st | FE 4.
B | hE | 3.0 | B%
R L E .
Category Sub-Category Risk Indicator s et =]
m | %= | 2| < .
| A | W w
|| F | &
| & A
E
Discontinuation
Subject Screen Failures Screen fail rate 2 4 1 4 2
Recruitment and
Discontinuation
Subject Subject Number or rate of 1
Recruitment and Discontinuation subjects lost to
Discontinuation follow up
Subject Subject Subject 5 8 3 2 3
Recruitment and Discontinuation discontinuation rate
Discontinuation
RI U 27 G0 B BIE DR E Z DO
Category Sub-Category Risk Indicator BIMERRE oM | 5k
CRA/On-site CRA Compliance Monitoring E=HX VT FIE| 1
Workload visit/activities delays | EB TOHE &2 &5
(ZRRE
CRA/On-site CRA Compliance Monitoring MaxHE ORI ILRR | 1
Workload visit/activities delays | & L T\ 7aW, it
WPECHEM L%
Mg DA a7 IZH
il 72 5 E (Maax M e
e Hi),
Data Quality CRF Completion Missing pages MoxHE ORI IR | 1

(critical forms)

EL TV, #iEt
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Category

Sub-Category

Risk Indicator

B E_Z DAt

(G5~

ERCHRIM L 724
WD A2 7 IZH
il % 7% (hiax [ L
& ),

Data Quality

CRF Completion

Timeliness of data

entry

eCRF Aj~==7
IVTCDORE R S5

> St

IR TE

Data Quality

CRF Completion

Timeliness of data

entry

e o B & B
HHE T T
B U 72 A i % oD
A a7\ ZHEfE &R
& (haax [F i 2 B
1)

Data Quality

Data Trends

Query response time
(all DP)

#H

AN

it

Data Quality

Discrepancy

Management

Manual query rate

o ek B o> BRI 13 %
TE LT e, gt
ER TR L 72 %&
Wik D A 272 H
fiE % B E (M [ b
2 B,

Data Quality

Discrepancy

Management

Manual query rate

Bz 1E T1+2SD Ll E
IBF) O %D 7
R CRE

Data Quality

Discrepancy

Management

Query aging (all DP)

e o B & B
HHE T LT
B U 72 A i % oD
A a7 \ZFfE &R
& (Haax [F i 2 B
1)

Data Quality

Discrepancy

Management

Query aging (all DP)

e

Data Quality

Discrepancy

Management

Query rate

5 i R R A 22 N B
BT BT T
BILD 70 F F5%
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Category

Sub-Category

Risk Indicator

B E_Z DAt

(G5~

ETAHEEHD

Data Quality

Discrepancy

Management

Query rate

o e B o> BRI 13 %
TE LT, gt
ER TR L 72 %&
Mk D A 27 (2
fiE % B E (M [ b
2 B,

Essential Documents

Study Compliance

Submission of
essential documents

to site

o ek B o> BRI 13 %
TE LT, gt
ER TR L 72 %&
Wik D A 272
fiE % B E (M [ b
2 B,

Issue Management

Protocol Compliance

Deviation Outliers

ESi 3 F/ARASRT >
BT R e
RO 22 FEx
ETHZLLHD

Issue Management

Protocol Compliance

Deviation Outliers

o ek B o> BRI 13 %
TE LT e, gt
ER TR L 72 %&
Wik D A 272 H
fiE % B E (M [ b
2 B,

<

Issue Management

Protocol Compliance

Deviation Outliers

Issue Management

Protocol Compliance

Eligibility deviations
rate

= |

¢

| A

Issue Management

Site Compliance

Rate of Data

Integrity Issues

i 213 T+2SD UL I
LT X970
P CRRE

Issue Management

Site Compliance

Rate of Issues

Mokl o B & &
Oy T RMEHLE T
B L 72 4 i ik o
A a7\l &R
i (hi k]t & H
H9) .

45




Category

Sub-Category

Risk Indicator

B E_Z DAt

(G5~

Issue Management

Site Compliance

Site Issue Outlier

6 Sl oD BE A 13 7%
TE LTV, gt
MLBE TR L7=%
Mgk o 2 272
il % 7% (hiax [ L
5w ),

Safety

Adverse Events

AE rate

o ek B o> BRI 13 %
TE LT, gt
ER TR L 72 %&
Mk D A 27 (2
fiE % B E (M [ e
e a B,

Safety

Adverse Events

Trend analysis on

types of AEs

ESi 3 F/ARASRT
BT R e
RO Zp v FEx
ETHZLHHD

Safety

Serious Adverse

Events

SAE rate

o e B o> BRI 13 %
TE LT, gt
ER TR L 72 %&
Mk DA 27 2
fiE % B E (M [ e
e a B,

Subject Recruitment

and Discontinuation

Enrollment

Enrollment rate

et il o BRI 13 B%
TE LT e, gt
ER TR L 72 %&
i gk D A 2 72k
fiE % B E (M [ e
2 B,

Subject Recruitment

and Discontinuation

Screen Failures

Screen fail rate

Expected rate 7%
Protocol [Z5% & &
TWHEAITTH
WD,

Subject Recruitment

and Discontinuation

Screen Failures

Screen fail rate

et il o BRI 13 3%
E LTV, #iEt
MUERCHEH L 724
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Category Sub-Category Risk Indicator FERRE oM | %
g D A 2 7T H
il 2 5 E (Maak M e
e H),
Subject Recruitment | Subject Subject Expected rate 7% 1
and Discontinuation | Discontinuation discontinuation rate | Protocol |Zf% & S 4L
TWHHEAITTHh
WD
Subject Recruitment | Subject Subject Za havoiER | 1
and Discontinuation | Discontinuation discontinuation rate | 2 EFF O MHE H
1EREZBEITRIE
Subject Recruitment | Subject Subject Sl Sl i o> i 1
and Discontinuation | Discontinuation discontinuation rate | & L TV 72\, ?rt,ﬁ*
BLCHE L 724
i gk > A 2 72k
il 2 5 A€ (e [l e
A H),
RI U 27 FHIliORE RGP TOERE
i
Category Sub-Category Risk Indicator AJ * ]
E %
CRA/On-site Workload CRA Compliance CRA compliance with 1 2
monitoring plan
CRA/On-site Workload CRA Compliance Monitoring report delays | 2
CRA/On-site Workload CRA Compliance Monitoring 2 1)1
visit/activities delays
CRA/On-site Workload CRF Review Unreported AES/SAESs 3 1
events
CRA/On-site Workload CRF Review Volume of SDV (data 3
points)
CRA/On-site Workload CRF Review Volume of SDV (patient 2 |1
Visits)
Data Quality CRF Completion Missing labs 2
Data Quality CRF Completion Missing pages 5
Data Quality CRF Completion Missing pages (critical 2
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e
Category Sub-Category Risk Indicator Ll ;: [
%
forms)
Data Quality CRF Completion Missing visits 1 1
Data Quality CRF Completion Timeliness of dataentry |27 | 6 | 5
Data Quality CRF Completion Timeliness of data entry 5111
(AEs)
Data Quality CRF Completion Timeliness of data entry 1
(SAEs)
Data Quality Data Trends Efficacy reading post 1
drug administration
Data Quality Data Trends Other (Change from 1
baseline - Weight)
Data Quality Data Trends Other (Distribution and 1
Outlier analysis -
Demography)
Data Quality Data Trends Other (Distribution of 2
Concomitant Medication
and volume by site)
Data Quality Data Trends Other (Distribution of 1
Medical History terms
and volume by Site)
Data Quality Data Trends Other (Number of 1
reference value)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Other (Variability of 1
assessment data)
Data Quality Data Trends Query responsetime (all | 12 | 3 | 5
DP)
Data Quality Data Trends Repeated values (freq & 3 3
rate)
Data Quality Discrepancy Manual query rate 511
Management
Data Quality Discrepancy Number of queries 2
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Category Sub-Category Risk Indicator Ll * [
E %
Management resulting in data change
(critical DP)
Data Quality Discrepancy Query aging (all DP) 7|4
Management
Data Quality Discrepancy Query rate 14| 4 | 4
Management
Data Quality Discrepancy Query rate of those 2
Management resulting in a data change
Data Quality Discrepancy Reissued manual query 1
Management rate
Data Quality Discrepancy Reissued query count 1
Management (critical DP)
Data Quality Patient Compliance eDiary Compliance 2 |1
Data Quality Pl Oversight Frequency of PI EDC 1
review
Essential Documents Site Compliance Submission of safety 5 1
report to site and EC/IRB
Essential Documents CRA Compliance Investigator Site File 2
Review compliance
Essential Documents CRA Compliance Monitoring Visit Report 6
Approval Compliance
Essential Documents Study Compliance Submission of essential 1
documents to site
Investigational Product Patient Compliance IP compliance rate 7
Issue Management Protocol Compliance Deviation Outliers 9 |5 ]| 4
Issue Management Protocol Compliance Eligibility deviationsrate | 1 | 1 | 1
Issue Management Protocol Compliance Major protocol deviation | 4 | 1 | 1
rate
Issue Management Protocol Compliance Minor protocol deviation 1
rate
Issue Management Protocol Compliance Subject Visit Timeliness 4 2
Issue Management Protocol Compliance Volume of protocol 16| 3 |1
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e
Category Sub-Category Risk Indicator Ll ;: [
%
deviations
Issue Management Site Compliance General or site issues - 1
aging
Issue Management Site Compliance Number of informed 2 1
consent issues
Issue Management Site Compliance Rate of Data Integrity 7
Issues
Issue Management Site Compliance Rate of Human 1
Protection Issues
Issue Management Site Compliance Rate of Issues 112
Issue Management Site Compliance Site Issue Outlier 311
Safety Adverse Events AE causality assessment | 3 | 1
distribution per site
Safety Adverse Events AE grade distributionper | 1 | 2
site
Safety Adverse Events AE rate 19| 7 | 4
Safety Adverse Events Number of AE's of 3
special interest
Safety Adverse Events Number of patients with 1
unresolved AEs
Safety Adverse Events Rate of discontinuation 4 11
due to AE
Safety Adverse Events Trend analysis on types 1111
of Aes
Safety Adverse Events Trend analysis on types 1
of AEs
Safety Lab Data Trend analysis on lab 7
data
Safety Serious Adverse Events | SAE rate 10| 3|1
Safety Study Drug Discontinuation rate 3121
Discontinuation
Safety Study Drug Rate of discontinuation 1
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e
Category Sub-Category Risk Indicator Ll ;: [
%
Discontinuation due to SAE
Safety Study Drug Temporary 2
Discontinuation discontinuation
Staffing, Facilities and Pl Oversight P1’s presence during 1
Supplies monitoring visit
Staffing, Facilities and Site/Staff Turnover Number of changesinPI, | 3 2
Supplies sub PI or other (study co-
ord)
Subject Recruitment and | Enrollment Enrollment rate 7112
Discontinuation
Subject Recruitment and | Enrollment Other (Increased 1
Discontinuation sampling)
Subject Recruitment and | Enrollment Other (Number of Re- 1
Discontinuation Screening)
Subject Recruitment and | Enrollment Total Screened 1 1
Discontinuation
Subject Recruitment and | Screen Failures Screen fail rate 712 )| 4
Discontinuation
Subject Recruitment and | Subject Discontinuation | Number or rate of 1
Discontinuation subjects lost to follow up
Subject Recruitment and | Subject Discontinuation | Subject discontinuation 18| 1| 2
Discontinuation rate
RI BT oHAOFE LEORBRTHEA, 3. BROM
IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R f FH | A8 | A
CRA/On-site CRA Compliance CRA compliance 3 0 0 0 0
Workload with monitoring plan
CRA/On-site CRA Compliance Monitoring report 0 0 0 0 0
Workload delays
CRA/On-site CRA Compliance Monitoring 4 0 0 0 0
Workload visit/activities delays
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IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R i FH | A8 | A
CRA/On-site CRF Review Unreported 2 0 0 0 0
Workload AES/SAEs events
CRA/On-site CRF Review Volume of SDV (data | 1 0 0 0 0
Workload points)
CRA/On-site CRF Review Volume of SDV 1 0 1 1 1
Workload (patient visits)
Data Quality CRF Completion Missing labs 1 0 1 1 0
Data Quality CRF Completion Missing pages 2 0 1 1 1
Data Quality CRF Completion Missing pages 2 0 1 1 0
(critical forms)
Data Quality CRF Completion Missing visits 0 0 1 1 0
Data Quality CRF Completion Timeliness of data 20 | 1 8 | 10 | 3
entry
Data Quality CRF Completion Timeliness of data 4 0 1 2 1
entry (AES)
Data Quality CRF Completion Timeliness of data 0 0 0 0 0
entry (SAEs)
Data Quality Data Trends Efficacy reading post | 1 0 0 0 0
drug administration
Data Quality Data Trends Other (Change from 1 0 1 1 0
baseline - Weight)
Data Quality Data Trends Other (Distribution 0 0 1 1 1
and Outlier analysis -
Demography)
Data Quality Data Trends Other (Distribution 0 1 2 2 2
of Concomitant
Medication and
volume by site)
Data Quality Data Trends Other (Distribution 0 0 1 1 1
of Medical History
terms and volume by
Site)
Data Quality Data Trends Other (Number of 1 0 0 0 0
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IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R i FH | A8 | A
reference value)
Data Quality Data Trends Other (PCR - Vital 1 0 1 1 0
Signs)
Data Quality Data Trends Other (Variability of 1 0 0 0 0
assessment data)
Data Quality Data Trends Outliers of results of 1 0 0 0 0
lab exam
Data Quality Data Trends Query response time | 11 | 1 5 5 4
(all DP)
Data Quality Data Trends Repeated values 6 0 0 0 0
(freq & rate)
Data Quality Discrepancy Manual query rate 2 0 3 3 1
Management
Data Quality Discrepancy Number of queries 2 0 0 0 0
Management resulting in data
change (critical DP)
Data Quality Discrepancy Query aging (all DP) | 4 0 2 2 1
Management
Data Quality Discrepancy Query rate 12 | 1 4 5 3
Management
Data Quality Discrepancy Query rate of those 0 0 0 0 0
Management resulting in a data
change
Data Quality Discrepancy Reissued manual 1 0 0 0 0
Management query rate
Data Quality Discrepancy Reissued query count | 0 0 0 0 0
Management (critical DP)
Data Quality Patient Compliance eDiary Compliance 2 0 0 1 0
Data Quality PI Oversight Frequency of PIEDC | 1 0 0 0 0
review
Essential Documents | Site Compliance Submission of safety | 4 0 0 0 0

report to site and
EC/IRB
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IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R i FH | A8 | A
Essential Documents | CRA Compliance Investigator Site File 1 0 0 0 0
Review compliance
Essential Documents | CRA Compliance Monitoring Visit 4 0 1 1 0
Report Approval
Compliance
Essential Documents | Study Compliance Submission of 1 0 0 0 0
essential documents
to site
Investigational Patient Compliance IP compliance rate 5 0 1 1 0
Product
Issue Management Protocol Compliance | Deviation Outliers 9 1 2 2 2
Issue Management Protocol Compliance | Eligibility deviations | 0 0 1 1 1
rate
Issue Management Protocol Compliance | Major protocol 3 0 1 1 1
deviation rate
Issue Management Protocol Compliance | Minor protocol 1 0 0 0 0
deviation rate
Issue Management Protocol Compliance | Subject Visit 4 1 2 2 1
Timeliness
Issue Management Protocol Compliance | Volume of protocol 8 0 5 7 1
deviations
Issue Management Site Compliance General or site issues | 1 0 0 0 0
- aging
Issue Management Site Compliance Number of informed 2 0 0 0 0
consent issues
Issue Management Site Compliance Rate of Data 4 1 1 2 1
Integrity Issues
Issue Management Site Compliance Rate of Human 1 0 0 0 0
Protection Issues
Issue Management Site Compliance Rate of Issues 3 0 0 0 0
Issue Management Site Compliance Site Issue Outlier 1 0 0 0 0
Safety Adverse Events AE causality 2 0 0 0 0
assessment
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IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R i FH | A8 | A
distribution per site
Safety Adverse Events AE grade distribution | 1 0 0 0 0
per site
Safety Adverse Events AE rate 1510 6 8 2
Safety Adverse Events Number of AE's of 1 0 0 0 0
special interest
Safety Adverse Events Number of patients 0 0 0 0 0
with unresolved AEs
Safety Adverse Events Rate of 2 0 2 2 1
discontinuation due
to AE
Safety Adverse Events Trend analysis on 3 0 0 0 0
types of Aes
Safety Adverse Events Trend analysis on 1 0 0 0 0
types of AEs
Safety Lab Data Trend analysisonlab | 3 1 3 3 1
data
Safety Serious Adverse SAE rate 8 1 5 5 2
Events
Safety Study Drug Discontinuation rate 4 0 2 3 0
Discontinuation
Safety Study Drug Rate of 0 0 0 0 0
Discontinuation discontinuation due
to SAE
Safety Study Drug Temporary 0 0 1 1 1
Discontinuation discontinuation
Staffing, Facilities PI Oversight PI’s presence during 1 0 0 0 0
and Supplies monitoring visit
Staffing, Facilities Site/Staff Turnover Number of changes 3 0 0 0 0
and Supplies in P1, sub PI or other
(study co-ord)
Subject Recruitment | Enrollment Enrollment rate 7 0 2 2 0

and Discontinuation
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IR AEEE:
Category Sub-Category Risk Indicator = o Im | o |Iv
R i FH | A8 | A
Subject Recruitment | Enroliment Other (Increased 1 0 0 0 0
and Discontinuation sampling)
Subject Recruitment | Enrollment Other (Number of 0 0 0 0 0
and Discontinuation Re-Screening)
Subject Recruitment | Enrollment Total Screened 2 0 0 0 0
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate 6 1 4 4 2
and Discontinuation
Subject Recruitment | Subject Number or rate of 0 0 0 0 0
and Discontinuation | Discontinuation subjects lost to
follow up
Subject Recruitment | Subject Subject 8 1 9 9 4
and Discontinuation | Discontinuation discontinuation rate
RI 3Bk 2L O oA 2 30500
Category Sub-Category Risk Indicator 6 | 24 | 52 | 53
Data Quality CRF Completion Timeliness of data 1 1 1
entry
Data Quality CRF Completion Timeliness of data 1 1
entry (AEs)
Data Quality Data Trends Other (Change from 1
baseline - Weight)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Query response time 2
(all DP)
Data Quality Discrepancy Manual query rate 1
Management
Data Quality Discrepancy Query rate 1 1
Management
Data Quality Patient Compliance eDiary Compliance 1
Investigational Product | Patient Compliance IP compliance rate 1
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Category Sub-Category Risk Indicator 24 | 52 | 53
Issue Management Protocol Compliance Major protocol 1
deviation rate
Issue Management Protocol Compliance Subject Visit
Timeliness
Issue Management Protocol Compliance Volume of protocol 1 1 1
deviations
Issue Management Site Compliance Rate of Data Integrity 1
Issues
Safety Adverse Events AE rate 1 2
Safety Adverse Events Rate of discontinuation
due to AE
Safety Lab Data Trend analysis on lab
data
Safety Study Drug Discontinuation rate 1
Discontinuation
Subject Recruitment Enrollment Enrollment rate
and Discontinuation
Subject Recruitment Screen Failures Screen fail rate
and Discontinuation
Subject Recruitment Subject Subject discontinuation 2
and Discontinuation Discontinuation rate
RI B 2L oA OHE 4 BROMHE
Category Sub-Category Risk Indicator *
+ i
Data Quality CRF Completion Missing visits 1
Data Quality CRF Completion Timeliness of data entry 5
Data Quality CRF Completion Timeliness of data entry 1
(AEs)
Data Quality Data Trends Other (Change from
baseline - Weight)
Data Quality Data Trends Other (Distribution of 1

Concomitant
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Category Sub-Category Risk Indicator "
i
Medication and volume
by site)
Data Quality Data Trends Other (PCR - Vital
Signs)
Data Quality Data Trends Query response time (all 3
DP)
Data Quality Discrepancy Manual query rate 2
Management
Data Quality Discrepancy Query aging (all DP) 1
Management
Data Quality Discrepancy Query rate 2
Management
Data Quality Patient Compliance eDiary Compliance
Essential Documents CRA Compliance Monitoring Visit Report 1
Approval Compliance
Investigational Product | Patient Compliance IP compliance rate
Issue Management Protocol Compliance Deviation Outliers 1
Issue Management Protocol Compliance Major protocol 1
deviation rate
Issue Management Protocol Compliance Subject Visit Timeliness 1
Issue Management Protocol Compliance Volume of protocol 3
deviations
Issue Management Site Compliance Rate of Data Integrity 1
Issues
Safety Adverse Events AE rate 4
Safety Adverse Events Rate of discontinuation
due to AE
Safety Lab Data Trend analysis on lab 1
data
Safety Serious Adverse Events | SAE rate 3
Safety Study Drug Discontinuation rate

Discontinuation
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Category Sub-Category Risk Indicator
- il
Subject Recruitment and | Enrollment Enrollment rate
Discontinuation
Subject Recruitment and | Screen Failures Screen fail rate 1
Discontinuation
Subject Recruitment and | Subject Discontinuation | Subject discontinuation 7
Discontinuation rate
RI R 2 & O O 50 a5
Category Sub-Category Risk Indicator 10 | 30
Data Quality CRF Completion Missing pages (critical 1
forms)
Data Quality CRF Completion Timeliness of data 2 |1
entry
Data Quality CRF Completion Timeliness of data 1
entry (AESs)
Data Quality Data Trends Other (Change from 1
baseline - Weight)
Data Quality Data Trends Other (Distribution of
Concomitant
Medication and volume
by site)
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Query response time 1
(all DP)
Data Quality Discrepancy Manual query rate
Management
Data Quality Discrepancy Query rate 2
Management
Data Quality Patient Compliance eDiary Compliance 1
Investigational Product | Patient Compliance IP compliance rate 1
Issue Management Protocol Compliance Deviation Outliers

59




Category Sub-Category Risk Indicator 2 |4 10|30
Issue Management Protocol Compliance Major protocol 1
deviation rate
Issue Management Protocol Compliance Subject Visit 1 1
Timeliness
Issue Management Protocol Compliance Volume of protocol 11211
deviations
Issue Management Site Compliance Rate of Data Integrity 1 1
Issues
Safety Adverse Events AE rate 21211
Safety Adverse Events Rate of discontinuation 1
due to AE
Safety Lab Data Trend analysis on lab 1 2
data
Safety Serious Adverse Events | SAE rate 1 1
Safety Study Drug Discontinuation rate 2 |1
Discontinuation
Subject Recruitment Enrollment Enrollment rate 2
and Discontinuation
Subject Recruitment Screen Failures Screen fail rate 1 1
and Discontinuation
Subject Recruitment Subject Subject discontinuation | 1 | 2
and Discontinuation Discontinuation rate
RI 3Bk L O OAHE 6AEBIEL
Category Sub-Category Risk Indicator 21 | 30 | 40 | 100 | 300
Data Quality CRF Completion Missing pages 1
(critical forms)
Data Quality CRF Completion Missing visits 1
Data Quality CRF Completion Timeliness of data 11111 1 1
entry
Data Quality CRF Completion Timeliness of data 111 1
entry (AEs)
Data Quality Data Trends Other (Change from 1

baseline - Weight)
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Category Sub-Category Risk Indicator 21 | 30 | 40 | 100 | 300
Data Quality Data Trends Other (PCR - Vital 1
Signs)
Data Quality Data Trends Query response time 2111
(all DP)
Data Quality Discrepancy Manual query rate 1
Management
Data Quality Discrepancy Query rate 11111 1
Management
Data Quality Patient Compliance eDiary Compliance 1
Investigational Patient Compliance IP compliance rate 1
Product
Issue Management Protocol Compliance | Deviation Outliers 1
Issue Management Protocol Compliance | Major protocol 1
deviation rate
Issue Management Protocol Compliance | Subject Visit 1 1
Timeliness
Issue Management Protocol Compliance | Volume of protocol 1 1 1 1
deviations
Issue Management Site Compliance Rate of Data Integrity 1
Issues
Safety Adverse Events AE rate 2111 2
Safety Adverse Events Rate of 1
discontinuation due
to AE
Safety Lab Data Trend analysis on lab 2
data
Safety Serious Adverse SAE rate 111
Events
Safety Study Drug Discontinuation rate 1 2
Discontinuation
Subject Recruitment | Enrollment Enrollment rate 2
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate 1 1

and Discontinuation
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Category Sub-Category Risk Indicator 21 | 30 | 40 | 100 | 300
Subject Recruitment | Subject Subject 2
and Discontinuation Discontinuation discontinuation rate
RI #Bx =L O@HOAE 7.2 DM
Category Sub-Category Risk Indicator i H_Z ot (G2
CRA/On-site CRA Compliance Monitoring report AR T L TRRE 2
Workload delays
CRA/On-site CRF Review Unreported AR A (2 2
Workload AES/SAEs events
CRA/On-site CRF Review Volume of SDV (data | Ukt = & (2HRET 2
Workload points)
CRA/On-site CRF Review Volume of SDV W T L TRRE 1
Workload (patient visits)
Data Quality CRF Completion Missing pages FEERTE /R L 1
Data Quality CRF Completion Missing pages = al d‘ﬁ?ﬁ 1
Data Quality CRF Completion Missing visits P1 RBR IR 1
AR - FE BB TR
ER L
Data Quality CRF Completion Timeliness of data Pl RBR ML E . 3
entry RRE - RE BB HL
ER L
Data Quality CRF Completion Timeliness of data EETHU R 1
entry W2 T
Data Quality CRF Completion Timeliness of data %49 % Rl 1
entry H2X® 556
Data Quality CRF Completion Timeliness of data HUERER L 2
entry
Data Quality CRF Completion Timeliness of data AR T L TRRE 3
entry
Data Quality CRF Completion Timeliness of data AR L T 2
entry
Data Quality CRF Completion Timeliness of data RIE 1
entry
Data Quality CRF Completion Timeliness of data AR L f T 1
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Category Sub-Category Risk Indicator i H_% oAt (G
entry (AES)
Data Quality CRF Completion Timeliness of data AR L f e 1
entry (SAEs)
Data Quality Data Trends Query response time | %% 95 U A 7 1
(all DP) IS LT
Data Quality Data Trends Query response time | FRER 4 (2 BT 1
(all DP)
Data Quality Data Trends Query response time | AR JE 1
(all DP)
Data Quality Discrepancy Manual query rate P1 BRI R b 1
Management ARH - SEBIHBUTH
E7R L
Data Quality Discrepancy Manual query rate AR L f e 1
Management
Data Quality Discrepancy Query aging (all DP) | P1 &k I/, Jifi 1
Management AR - FE BB TR
ER L
Data Quality Discrepancy Queryaging (@llDP) | §%% 925U x 7~ 1
Management WS LT
Data Quality Discrepancy Query aging (all DP) | Br = & 2kt 1
Management
Data Quality Discrepancy Query aging (all DP) | FABR4E: (1T 1
Management
Data Quality Discrepancy Query rate FERER L 2
Management
Data Quality Discrepancy Query rate B TR 4
Management
Data Quality Discrepancy Query rate of those AR T L TRRE 2
Management resulting in a data
change
Data Quality Discrepancy Reissued query count | 35k = & IZkRET 1
Management (critical DP)
Data Quality Patient Compliance | eDiary Compliance ePRO ZfEH L T 1
WAH5E
Essential Site Compliance Submission of safety | FER (24T 2

63




Category Sub-Category Risk Indicator i H_% oAt (G
Documents report to site and
EC/IRB
Essential CRA Compliance Investigator Site File | FXBR (2 HIHT 1
Documents Review compliance
Essential CRA Compliance Monitoring Visit P1 BRI R b 1
Documents Report Approval R - SEFIEUTHL
Compliance ERL
Essential CRA Compliance Monitoring Visit AR L f T 1
Documents Report Approval
Compliance
Investigational Patient Compliance | IP compliance rate AR T L TRRE 2
Product
Issue Management | Protocol Deviation Outliers B T L ckE 1
Compliance
Issue Management Protocol Deviation Outliers RIE 1
Compliance
Issue Management Protocol Eligibility deviations | K& 1
Compliance rate
Issue Management | Protocol Major protocol AR A 2
Compliance deviation rate
Issue Management | Protocol Volume of protocol Pl BRI TR e 2
Compliance deviations AR - SEFIBUTH
ERL
Issue Management | Protocol Volume of protocol FETHU R 1
Compliance deviations WS LT
Issue Management | Protocol Volume of protocol FEMERTE 2 L 1
Compliance deviations
Issue Management | Protocol Volume of protocol W = Lo kEt 2
Compliance deviations
Issue Management | Protocol Volume of protocol AR L e 3
Compliance deviations
Issue Management Site Compliance Number of informed | RiE 1
consent issues
Issue Management Site Compliance Rate of Data Integrity | ZE¥ERREMR L 1

Issues
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Category Sub-Category Risk Indicator i H_% oAt (G
Issue Management Site Compliance Rate of Data Integrity | R ] 1
Issues
Issue Management | Site Compliance Site Issue Outlier AR L f T 3
Safety Adverse Events AE causality T HU R 1
assessment WS LT
distribution per site
Safety Adverse Events AE causality AR L lTE 1
assessment
distribution per site
Safety Adverse Events AE grade distribution | &% %4 2% U X 7 2
per site WIS LT
Safety Adverse Events AE rate P1 BRI R i 2
- FEBIHUTHL
E7R L
Safety Adverse Events AE rate ZETHI R 2
Wi C T
Safety Adverse Events AE rate FEMERTE/R L 2
Safety Adverse Events AE rate Y el ) 2
Safety Adverse Events AE rate AR A (T 1
Safety Adverse Events AE rate RE 1
Safety Adverse Events Number of AE's of %49 5 Rkl 1
special interest Hd 256
Safety Adverse Events Number of AE's of bR ot 1
special interest
Safety Adverse Events Number of patients AR T L TRRE 1
with unresolved AEs
Safety Adverse Events Rate of T HU R 1
discontinuation due to | (2% UC
AE
Safety Adverse Events Rate of B = L ckRE 1
discontinuation due to
AE
Safety Lab Data Trend analysisonlab | &% %425 U X 7 1

data

Wi U T

65




Category Sub-Category Risk Indicator i H_% oAt (G
Safety Lab Data Trend analysis on lab | ZLYERREZ L 1
data
Safety Lab Data Trend analysis on lab | FERfE: (2 HIKT 1
data
Safety Serious Adverse SAE rate P1 BRI R i 2

Events BRH - SEBHUTH
ER L
Safety Serious Adverse SAE rate Wb = L ickEt 1
Events
Safety Serious Adverse SAE rate AR 1
Events
Safety Study Drug Discontinuationrate | #4345 U 2 7 1
Discontinuation IS T
Safety Study Drug Rate of B T LTk 1
Discontinuation discontinuation due to
SAE
Safety Study Drug Temporary BRI 1
Discontinuation discontinuation
Staffing, Facilities | Site/Staff Turnover | Number of changes in | 7Bk = & (CFait 1
and Supplies P, sub P1 or other
(study co-ord)
Staffing, Facilities Site/Staff Turnover | Number of changes in | 55k 48 (2 JWr 1
and Supplies P, sub P1 or other
(study co-ord)
Subject Recruitment | Enrollment Enrollment rate FEMER TR L 1
and Discontinuation
Subject Recruitment | Enrollment Enrollment rate BRIy 1
and Discontinuation
Subject Recruitment | Enrollment Enrollment rate RE 1
and Discontinuation
Subject Recruitment | Enrollment Other (Number of Re- | #% %9 % U A 7 1
and Discontinuation Screening) IS LT
Subject Recruitment | Screen Failures Screen fail rate FEMERER L 1
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate B T L okEt 1
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Category Sub-Category Risk Indicator i H_% oAt (G
and Discontinuation
Subject Recruitment | Screen Failures Screen fail rate AR L f T 1
and Discontinuation
Subject Recruitment | Subject Number or rate of AR T L TRRET 1
and Discontinuation | Discontinuation subjects lost to follow
up
Subject Recruitment | Subject Subject A-5 5T CM % 1
and Discontinuation | Discontinuation discontinuation rate Jii & L 72 5K
BrRCi, AR
RIE, LT
C,
Subject Recruitment | Subject Subject Pl BRI R i 4
and Discontinuation | Discontinuation discontinuation rate | FXK - SEFIEITHL
E7R L
Subject Recruitment | Subject Subject FEEREZR L 1
and Discontinuation | Discontinuation discontinuation rate
Subject Recruitment | Subject Subject B T LT RREt 1
and Discontinuation | Discontinuation discontinuation rate
Subject Recruitment | Subject Subject AR A (o T 1
and Discontinuation | Discontinuation discontinuation rate
Subject Recruitment | Subject Subject RE 1
and Discontinuation | Discontinuation discontinuation rate
RI #&%7E L CHEHCTRN-T- RIERE
HAEX
Category Sub-Category Risk Indicator IEI’/;@U ' il AT
W E | 2 lE (%)
B
Subject Screen Failures Screen fail rate 3 9 333
Recruitment and
Discontinuation
Data Quality Discrepancy Query rate 2 17 11.8
Management
Safety Adverse Events AE rate 2 20 10.0
Subject Subject Subject 2 10 20.0
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Category Sub-Category Risk Indicator IEI’/;@U ' il AT
WH | 2E (%)
B
Recruitment and Discontinuation discontinuation rate
Discontinuation
CRA/On-site CRA Compliance Monitoring 1 3 33.3
Workload visit/activities
delays
Data Quality CRF Completion Timeliness of data 1 25 4.0
entry
Data Quality Data Trends Query response 1 14 7.1
time (all DP)
Data Quality Discrepancy Reissued manual 1 1 100.0
Management query rate
Essential Site Compliance Submission of 1 4 25.0
Documents safety report to site
and EC/IRB
Essential Study Compliance | Submission of 1 1 100.0
Documents essential documents
to site
Issue Management | Protocol Deviation Outliers 1 14 7.1
Compliance
Issue Management | Site Compliance Number of 1 3 33.3
informed consent
issues
Safety Adverse Events Trend analysis on 1 2 50.0
types of Aes
Subject Enrollment Other (Number of 1 1 100.0

Recruitment and

Discontinuation

Re-Screening)
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C.Fraud Detection (Z-2>U T

Fraud Detection & H

Fraud Detection & H BARKFIE EEE

Between-patient BERAE TR DT — 2 D434 & gk LL Tofr L, & 1
BRAROfE N & 7R D sk A T 5,

Correlation ISR DA BE 2 i 3% L ~L TobT L, sRBR R 6 1
M & M7 Dk 2 T %,

CRF 7 —Z O ik & | WBRILBIEIE (H%) & LTREL TS, FEEE 1

AT AE (SR & BIE) IR & U CRRE L7alBRIT 7220,

EDC TASNTED | - 1

BN 0 BEN

Event dates THER. HER ORBEHE A 58 L, B o6 1
) & H 7 D 2 T %,

Initial value Screening/baseline ® 7 — % 7347 % Jiigk L~ /L Thy 1
Bri. REBRRIROM N & Bl 2 sk 2 Mt 5,

Mean I A fiEx L~V To AT L AR R O & 1
ANAY (T & v Ian s AT

Missing R T — & OEIG &gk L~V Totr L, sl e 1
RO & F7p 2 gk 2 7 5,

Propagate value IR LT —HRZ— Bl L~V ok L, R 1
BRAROfE T & 7R D sk A T 5,

Proportion AT AV ANT =B EXRRIT, T —F DR E ik 1
LT UL aBR AR D & $7p 2 fiisk 2 1
42,

Reporting rate AE, 32 & Event AT D EHESNDT 1

I LT, ZOREREMZ L~V THHT L,

AR EROME N & Bp DR 2T %,

Sequences outliers %hfﬁ%ﬁm LoOLos T LU s B R O fi ) & H 7 1

g% & 95, (Fraud X 9 % Missconduct ¢ #]

ﬁ"é‘féﬁ?%b V)

Transition Pre & Post D7 — % OZEALD /N H — 2 Zfifigk L~ b 1
Totr L. B EIR M & #2722 fisk 2 i+
Do

Within-patient WERE N DT — & 5370 % gk L~V Tl L, 5Bk 1
AR & K7 D i 2 T %,

NA B A R AEMTEL D 534 2 A 1
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Fraud Detection 8 H HARP)FIE EEE
INA ZYA [f— Mgk N CE CAAA O AT (IRE, JRfa. i 1
JE)
INA B A [ — 451 N Cadtifoe L 7= [RIE D AT 1
JiRdr 5403, 4 )& h# 1
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Risk Indicator J8 H 44 (k)

Category, Sub-Category, Risk Indicator = & DEEF

Category Sub-Category Risk Indicator (G

Data Quality Discrepancy Management Query rate 5

CRA/On-site Workload CRA Compliance Monitoring visit/activities | 4
delays

Data Quality Discrepancy Management Query count (critical DP) 4

Safety Adverse Events AE rate 4

Data Quality CRF Completion Timeliness of data entry 3

Issue Management Site Compliance Number  of  informed 3
consent issues

Issue Management Site Compliance Site Issue Outlier 3

Safety Serious Adverse Events SAE rate 3

Subject Recruitment and | Enrollment Enrollment rate 3

Discontinuation

Subject Recruitment and | Subject Discontinuation Subject discontinuation rate | 3

Discontinuation

Data Quality Data Trends Query response time (all 2
DP)

Data Quality Discrepancy Management Query aging (all DP) 2

Issue Management Protocol Compliance Volume of protocol 2
deviations

Issue Management Site Compliance Rate of Data Integrity | 2
Issues

Safety Study Drug Discontinuation | Discontinuation rate 2

Subject Recruitment and | Screen Failures Screen fail rate 2

Discontinuation

CRA/On-site Workload CRA Compliance CRA  compliance  with 1
monitoring plan

CRA/On-site Workload CRA Compliance Monitoring report delays 1

Data Quality Adverse Events AE Errors 1

Data Quality CRF Completion Missing pages (critical 1
forms)

Data Quality CRF Completion Timeliness of data entry | 1

(AEs)
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Category Sub-Category Risk Indicator (G

Data Quality CRF Completion Timeliness of data entry | 1
(SAEs)

Data Quality Data Trends Other(atypical pattern in 1
electronic patient diaries
completion)

Data Quality Data Trends Other(body temperature) 1

Data Quality Data Trends Other(data tampering to| 1
meet the eligibility criteria)

Data Quality Data Trends Other(fraud in  patient| 1
diaries completion)

Data Quality Data Trends Other(psychometric 1
properties of the scale)

Data Quality Data Trends Other(QT interval) 1

Data Quality Data Trends Other(scoring that appears | 1
non-random)

Data Quality Discrepancy Management Reissued manual query rate 1

Data Quality Protocol Compliance Other(inappropriate 1
handling of blood samples)

Issue Management Protocol Compliance Deviation Outliers 1

Issue Management Protocol Compliance Eligibility deviations rate 1

Issue Management Protocol Compliance Major protocol deviation 1
rate

Issue Management Protocol Compliance Rate of Subjects with 1
Procedures Not Done

Issue Management Site Compliance Issue resolution time 1

Issue Management Site Compliance Other(General concern) 1

Staffing,  Facilities and | Site/Staff Turnover Number of changes in PI, 1

Supplies sub PI or other (study co-
ord)

Staffing,  Facilities and | Site/Staff Turnover Number of non-PI site staff | 1

Supplies turnovers

Subject Recruitment and | Subject Discontinuation Number or rate of subjects | 1

Discontinuation

lost to follow up
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Risk Indicator Z8 H 44 (k)

Category, Sub-Category = & D4E5t

Category Sub-Category (G
Data Quality Discrepancy Management 12
Issue Management Site Compliance 10
Data Quality Data Trends 9
CRA/On-site Workload CRA Compliance 6
Data Quality CRF Completion 6
Issue Management Protocol Compliance 6
Safety Adverse Events 4
Subject Recruitment and Discontinuation Subject Discontinuation 4
Safety Serious Adverse Events 3
Subject Recruitment and Discontinuation Enrollment 3
Safety Study Drug Discontinuation 2
Staffing, Facilities and Supplies Site/Staff Turnover 2
Subject Recruitment and Discontinuation Screen Failures 2
Data Quality Adverse Events 1
Data Quality Protocol Compliance 1
Risk Indicator THH 4 (3Ci#k)  Category Z & DGt
Category (G~
Data Quality 29
Issue Management 16
Safety 9
Subject Recruitment and Discontinuation 9
CRA/On-site Workload 6
Staffing, Facilities and Supplies 2

Risk Indicator T8 H 4, (3Ci#k)

Category, Sub-Category, Risk Indicator = & o> SCEREH 7 > b

Category Sub-Category Risk Indicator SRS %
Data Quality Discrepancy Query rate 4 50.00
Management
Data Quality CRF Completion Timeliness of data entry 3 37.50
Issue Management Site Compliance Number of informed 3 37.50

73



Category Sub-Category Risk Indicator SCHkER %

consent issues

Safety Adverse Events AE rate 3 37.50

Subject Recruitmentand | Enrollment Enrollment rate 3 37.50

Discontinuation

Subject Recruitment and | Subject Discontinuation | Subject discontinuation 3 37.50

Discontinuation rate

Data Quality Data Trends Query response time 2 25.00
(all DP)

Data Quality Discrepancy Query aging (all DP) 2 25.00

Management

Issue Management Protocol Compliance Volume of protocol 2 25.00
deviations

Issue Management Site Compliance Site Issue Outlier 2 25.00

Safety Serious Adverse Events | SAE rate 2 25.00

Safety Study Drug | Discontinuation rate 2 25.00

Discontinuation

Subject Recruitment and | Screen Failures Screen fail rate 2 25.00

Discontinuation

CRAJ/On-site Workload | CRA Compliance CRA compliance with 1 12.50
monitoring plan

CRA/On-site Workload | CRA Compliance Monitoring report delays 1 12.50

CRA/On-site Workload | CRA Compliance Monitoring 1 12.50
visit/activities delays

Data Quality Adverse Events AE Errors 1 12.50

Data Quality CRF Completion Missing pages (critical 1 12.50
forms)

Data Quality CRF Completion Timeliness of data entry 1 12.50
(AEs)

Data Quality CRF Completion Timeliness of data entry 1 12.50
(SAEs)

Data Quality Data Trends Other(atypical pattern in 1 12.50
electronic patient diaries
completion)

Data Quality Data Trends Other(body temperature) 1 12.50
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Category Sub-Category Risk Indicator SCHkER %

Data Quality Data Trends Other(data tampering to 1 12.50
meet the eligibility
criteria)

Data Quality Data Trends Other(fraud in patient 1 12.50
diaries completion)

Data Quality Data Trends Other(psychometric 1 12.50
properties of the scale)

Data Quality Data Trends Other(QT interval) 1 12.50

Data Quality Data Trends Other(scoring that 1 12.50
appears non-random)

Data Quality Discrepancy Query count (critical 1 12.50

Management DP)
Data Quality Discrepancy Reissued manual query 1 12.50
Management rate

Data Quality Protocol Compliance Other(inappropriate 1 12.50
handling of  blood
samples)

Issue Management Protocol Compliance Deviation Outliers 1 12.50

Issue Management Protocol Compliance Eligibility  deviations 1 12.50
rate

Issue Management Protocol Compliance Major protocol deviation 1 12.50
rate

Issue Management Protocol Compliance Rate of Subjects with 1 12.50
Procedures Not Done

Issue Management Site Compliance Issue resolution time 1 12.50

Issue Management Site Compliance Other(General concern) 1 12.50

Issue Management Site Compliance Rate of Data Integrity 1 12.50
Issues

Staffing, Facilities and | Site/Staff Turnover Number of changes in 1 12.50

Supplies PI, sub PI or other (study
co-ord)

Staffing, Facilities and | Site/Staff Turnover Number of non-Pl site 1 12.50

Supplies staff turnovers

Subject Recruitment and | Subject Discontinuation | Number or rate of 1 12.50
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Category

Sub-Category Risk Indicator

SCHREL

%

Discontinuation

subjects lost to follow up

Risk Indicator T H 4, (3CHik)

Category, Sub-Category = & @ SCEREcH 7 > b

Category Sub-Category CHRER | %
Data Quality Data Trends 5 62.50
Data Quality Discrepancy Management 4 50.00
Issue Management Site Compliance 4 50.00
Data Quality CRF Completion 3 37.50
Issue Management Protocol Compliance 3 37.50
Safety Adverse Events 3 37.50
Subject  Recruitment | Enroliment 3 37.50
and Discontinuation
Subject  Recruitment | Subject Discontinuation 3 37.50
and Discontinuation
Safety Serious Adverse Events 2 25.00
Safety Study Drug Discontinuation 2 25.00
Subject  Recruitment | Screen Failures 2 25.00
and Discontinuation
CRA/On-site CRA Compliance 1 12.50
Workload
Data Quality Adverse Events 1 12.50
Data Quality Protocol Compliance 1 12.50
Staffing, Facilities and | Site/Staff Turnover 1 12.50
Supplies
Risk Indicator THE 4 (3Ciik)  Category Z & SCHkEch 7o b
Category SCEREL | %
Data Quality 7 87.50
Issue Management 5 62.50
Safety 5 62.50
Subject Recruitment and Discontinuation 4 50.00
CRA/On-site Workload 1 12.50
Staffing, Facilities and Supplies 1 12.50
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SRRl U A B

Sk O Risk TransCelerate-RI-Library = —5 ¢ > 7 & #
Indicator cat Sub.Cat Risk Indicat [ fiE i 2 Reference
ategor ub-Categor isk Indicator
) CRF Timeliness of data
Data entry delay | Data Quality .
Completion entry
. . Discrepancy
Rate of queries | Data Quality Query rate We developed a data-
Management
. ) driven risk assessment
Open query ) Discrepancy Query aging (all
_ Data Quality system to rank 133
duration Management DP) ) ) )
- - investigator sites
Rate of re- . Discrepancy Reissued manual - )
. Data Quality comprising 3442 subjects
opened queries Management query rate S )
- and identify those sites that
Rate of Site . . L
. Issue Management . Site Issue Outlier pose a potential risk to the
noncompliance Compliance ) ) [1]
—— — integrity of data collected
Unavailability . CRF Missing pages . .
. Data Quality ) . in implantable cardiac
of critical data Completion (critical forms) . o ]
device clinical trials.
. ] . . Number or rate of . . .
Rate of subject | Subject Recruitment Subject This included identification

subjects lost to

follow-up and Discontinuation Discontinuation
follow up

_ Site . .

noncompliance | Issue Management . Site Issue Outlier
Compliance
Corrective Site Issue resolution
. . Issue Management . .

actions pending Compliance time

of specific risk factors and
a weighted scoring
mechanism.
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Severe

. Protocol Major protocol
noncompliance | Issue Management . o
o Compliance deviation rate
incidence
Informed ] ]
Site Number of informed
consent Issue Management . .
o Compliance consent issues
violations
. . Subject Recruitment Subject Subject
Subject attrition . . ] . . ] . ] ]
and Discontinuation Discontinuation | discontinuation rate

. . _ . Number of changes
Site personnel Staffing, Facilitiesand | Site/Staff

] in Pl, sub Pl or
replacement Supplies Turnover
other (study co-ord)
Site personnel Staffing, Facilitiesand | Site/Staff Number of non-PI
attrition Supplies Turnover site staff turnovers
Adverse event
. Safety Adverse Events | AE rate
over-reporting
Adverse event
. Safety Adverse Events | AE rate
under-reporting
Adverse event . CRF Timeliness of data
] Data Quality ]
reporting delay Completion entry (AEs)
Unmonitored o
. CRA Monitoring report
case report CRA/On-site Workload .
Compliance delays

forms
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Monitoring

Recent on-site . CRA o
] CRA/On-site Workload ] visit/activities
monitor Compliance
delays
Monitoring
. CRA L
assessment CRA/On-site Workload ] visit/activities
Compliance
delays
o Monitoring
Historical on- . CRA o o
] CRA/On-site Workload ] visit/activities
site Compliance
delays
. Monitoring
monitor . CRA o
CRA/On-site Workload ] visit/activities
assessment Compliance
delays
Frequency of CRA CRA compliance
on-site monitor | CRA/On-site Workload . with monitoring
o Compliance
visits plan
Subjective assessment of
Site Other(General site performance and/or
General concern | Issue Management . - o
Compliance concern) objective concerns not
covered by triggers.
[2]
Eg.
Overall CRF Site Rate of Data <80% of
Issue Management . . -
return rate Compliance Integrity Issues expected
CRFs
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received +
>20 CRFs
outstanding

Return rate, Site Rate of Data As above, for
. Issue Management ) . .
specific CRF Compliance Integrity Issues specific CRF
Return rate, . .
. Site Number of informed | As above, for
Patient consent | Issue Management . . o
Compliance consent issues specific CRF
form
Eg.
] >5% of data
Data query rate . Discrepancy . L
Data Quality Query rate items missing
(overall) Management
or under
query
Data query rate .
o ) Discrepancy As above, for
(specific Data Quality Query rate .
. Management specific CRF
guestion)
Eg.
>50% of
. missing or
Data query . Query response time .
Data Quality Data Trends queried data

resolution time

(all DP)

items
outstanding
for >3 months
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SAE rate (high)

Safety

Serious
Adverse Events

SAE rate

Eg.

number
SAEs/person
years on
study >
threshold
(based on
average for
trial)

SAE rate (low)

Safety

Serious
Adverse Events

SAE rate

Eg.

number
SAEs/person
years on
Study <
threshold
(based on
average for
trial)

Protocol
deviation
(treatment)

Issue Management

Protocol
Compliance

Volume of protocol
deviations

Eg.
treatment
administered
when clinical
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tests out of

range
Eg.
Protocol -
L Protocol Eligibility date of
deviation Issue Management ] o . o
o Compliance deviations rate investigation
(eligibility)
out of range
Eg.
] failure to
Protocol Rate of Subjects
L Protocol ] perform
deviation Issue Management . with Procedures Not
Compliance blood test
(procedure) Done
when
mandated
Eg.
>20% of
Protocol .
o . . ) . patients at
deviation Subject Recruitment Subject Subject .
] ) ] ) ) ] ] ] . . site recorded
(withdrawal and Discontinuation Discontinuation | discontinuation rate
as completely
rate) )
withdrawn
from trial
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>30 patients

For exploratory prognostic
analyses, a high recruitment

. . ) (Trial 1); trigger was defined
High Subject Recruitment . .
. . ) . Enrollment Enrollment rate >10% retrospectively for all trials
recruitment and Discontinuation } . . )
patients (trial | as a site ranked in the top
2 —never met) | 10% of sites ordered by
recruitment.
[ Low risk]
No instances
of a missing
informed
consent
Missing ) ) [ Moderate
. Site Number of informed |
informed Issue Management . . risk] — - [3]
Compliance consent issues )
consent [High

risk] At least
one instance
of a missing
informed
consent
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Randomized per
week active

Subject Recruitment
and Discontinuation

Enrollment

Enrollment rate

[Low risk]
<5 % more
than median
value of all
sites

[ Moderate
risk] >5and
<15 % more
than median
value of all
sites

[High
risk] >15 %
more than
median value
of all sites

Percent screen
fail of total
patients

Subject Recruitment
and Discontinuation

Screen Failures

Screen fail rate

[Low risk]
<5 % more or
less than
median value
of all sites

[ Moderate
risk] >5and
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<15 % more
or less than
median value
of all sites
[High
risk] >15 %
more or less
than median
value of all
sites

CRF entry
response time

Data Quality

CRF
Completion

Timeliness of data
entry

[Low risk]
<5 % more
than median
value of all
sites

[ Moderate
risk] >5and
<15 % more
than median
value of all
sites

[High
risk] >15 %
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more than
median value
of all sites

Queries per
patient week

Data Quality

Discrepancy
Management

Query rate

[Low risk]
<5 % more or
less than
median value
of all sites

[ Moderate
risk] >5and
<15 % more
or less than
median value
of all sites
with at least 2
queries per
patient week

[High
risk] >15 %
more or less
than median
value of all
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sites with at
least 2
queries per
patient week

Query response
time

Data Quality

Data Trends

Query response time
(all DP)

[Low risk]
<5 % more
than median
value of all
sites

[ Moderate
risk] >5and
<15 % more
than median
value of all
sites

[High
risk] >15 %
more than
median value
of all sites

88




SAE per patient
week

Safety

Serious
Adverse Events

SAE rate

[Low risk]
<5 % more or
less than
median value
of all sites

[ Moderate
risk] >5and
<15 % more
or less than
median value
of all sites

[High
risk] >15 %
more or less
than median
value of all
sites

AE per patient
week

Safety

Adverse Events

AE rate

[Low risk]
<5 % more or
less than
median value
of all sites

[ Moderate
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risk] >5and
<15 % more
or less than
median value
of all sites
[High
risk] >15 %
more or less
than median
value of all
sites

Percent
discontinued of
randomized
patient

Subject Recruitment
and Discontinuation

Subject
Discontinuation

Subject
discontinuation rate

[ Low risk]
<15 % more
or less than
median value
of all sites

[ Moderate
risk] >15
and <30 %
more or less
than median
value of all
sites with an
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observed
percentage of
at least 3
[High
risk] >30 %
more or less
than median
value of all
sites with an
observed
percentage of
at least 3

misreporting of
adverse events

Data Quality Adverse Events | AE Errors

due to lack of
training
data tampering Other(data
to meet the ) tampering to meet

o Data Quality Data Trends T
eligibility the eligibility
criteria criteria)

Atypically few adverse
events recorded in Center
A, with an atypically high
proportion of serious
adverse events in that
center

Atypical distribution of a
psychiatric score observed
in all centers of Country
B; the score value at the

[4]
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non-compliance

eligibility visit determines
patient eligibility

Atypical propagation of
respiratory rate, systolic
blood pressure

and diastolic blood pressure
in Center C: more than

95 % of the

observed values for those
variables are duplicates of
the values observed at the
previous visit

to the protocol Site . .
Issue Management . Site Issue Outlier

related to Compliance

sloppiness

inappropriate Other(inappropriate

. . Protocol )
handling of Data Quality . handling of blood
Compliance

blood samples samples)

fraud in patient Other(fraud in

diaries Data Quality Data Trends patient diaries

completion completion)

Atypically high within-
patient variability for
several laboratory
results in Center D

Electronic patient diaries
completed in a very
concentrated period of time
(only seconds or few
minutes apart) in Center E
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atypical pattern
in electronic

Other(atypical

pattern in electronic

Time of completion of
electronic patient diaries

) L Data Quality Data Trends ) L abnormally concentrated
patient diaries patient diaries .
. ) around the same evening
completion completion) o
time in Center F
Histogram of mean
temperatures (in degrees
body . Other(body o
Data Quality Data Trends Celsius) in the 218 centers
temperature temperature) L o
of a multinational clinical
- trial with two groups [5]
Boxplot of QT interval
] ) ) durations (in ms) in centers
QT interval Data Quality Data Trends Other(QT interval) .
511 and 815 compared with
the other centers
A funnel plot
with risk
thresholds
early Study Drug . . based on
] ] ] Safety ) ) ] Discontinuation rate - [6]
discontinuation Discontinuation 95%(moderat
e limits) and

99.7%(severe

limits)
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confidence
intervals.

Queries per 100 ) Discrepancy
. Data Quality Query rate
fields Management
Primar Discrepanc uery count
-y . Data Quality pancy Q . -y
endpoint queries Management (critical DP)
Critical field ) Discrepancy Query count
] Data Quality -
queries Management (critical DP)
Time to query . Discrepancy Query aging (all
] Data Quality
resolution Management DP)
Time from o
] o ) CRF Timeliness of data
patient visit to Data Quality )
Completion entry
CRF entry
Protocol Protocol Volume of protocol
o Issue Management . o
deviations Compliance deviations
Protocol
deviation Protocol o .
Issue Management . Deviation Outliers
under/over Compliance
reporting

Adverse events
under/over
reporting (by

Safety

Adverse Events

AE rate

This article provides a
framework to assist
biopharmaceutical
companies in selecting and
implementing a risk-based
monitoring approach or

selecting a service provider.

[7]
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comparison

with study
median)
Serious adverse ) Discrepancy Query count
. Data Quality o
event queries Management (critical DP)
Adverse event ) Discrepancy Query count
] Data Quality -
queries Management (critical DP)
Time to serious o
. CRF Timeliness of data
adverse event Data Quality ]
. Completion entry (SAEs)
reporting
Subject Recruitment
Enrollment rate Enrollment Enrollment rate

and Discontinuation

Screenfail rate

Subject Recruitment
and Discontinuation

Screen Failures

Screen fail rate

S Study Drug o
Discontinue rate | Safety ) o Discontinuation rate
Discontinuation
the expected relationship

. ) between items of a scale

psychometric Other(psychometric . .
] . ] (intra-scale item

properties of the | Data Quality Data Trends properties of the [8]

scale

scale)

consistency) and the
expected relationship
between items and total
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scoring that
appears non-
random

Data Quality

Data Trends

Other(scoring that
appears non-
random)

scores on different scales
(inter-scale consistency)

score patterns, for example,
a majority of items are
scored the same;
variability, for example, a
majority of item scores do
not change from prior visit;
unexpected change, for
example, scores that are
significantly different from
the mean change from the
prior visit, or a dramatic
increase or decrease from
the prior visit, and so forth.

(8]
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D-3 CM #EfEdT 2 9 2 TEEIC

LTS A XA HILUTHZLTIESW, (A

F F )
ik + A Statistical Approach to Risk-Based Monitoring (Buyse)

- Strategies for dealing with fraud in clinical trials (Jay Herson)

« Central site monitoring Results from a test of accuracy in identifying trials
and sites failing Food and Drug Administration inspection (Anne S Lindblad)
mE

FDA + A Risk-Based Approach to Monitoring of Clinical Investigations Questions

and Answers
+ Oversight of Clinical Investigations — A Risk-Based Approach to
Monitoring

TransCelerate

« Initiatives: Risk Based Monitoring
* RBM Information Materials Modules: Risk-Based Monitoring Methodology
+ Position Paper: Risk Based Monitoring Methodology
+ Risk Assessment and Categorization Tool (RACT) Template
+ Risk Indicator Library

RISK-BASED QUALITY MANAGMENT:QUALITY TOLERANCE
LIMITS AND RISK REPORTING
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