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Topics

= Past methods of reviewing clinical data

= Current ‘best practices’ for reviewing clinical data leading to
operational efficiencies.

= JReview — tightly integrated with
OmniComm TrialMaster database
-> standard JReview capabilities
-> put with immediate access to data
when entered at site!

= JReview - Risk Based Monitoring
and OmniComm TrialMaster clinical database




Introduction

= Data review for ongoing clinical trials

Over the past 10 years, the duration and complexity of clinical trials
have steadily increased, Pharmaceutical R&D budgets are tighten and
less resources on longer and more complex clinical trials have been
observed. It becomes more critical to conduct clinical trials with more
effective and innovative approaches.




Data Review — Historical Perspective

= CRAs would review 100% of paper Case Report Forms

= Data management and clinical personnel would review
100% of data listings.

= Exhausting, error prone

= Treats ‘all data as equal importance’




Risk Based ...

Current trend in many areas — Risk Based

Risk based approach to Systems ...
Risk Analysis ...

Risk based monitoring

Risk based site selection for audits (FDA)




Risk Based ...

= Current trend in many areas — Risk Based

= Risk Based = Focus on highest risk issues

= Don't get ‘bogged down in the weeds'’




Clinical Data Review

= Review clinical data — from an aggregate view — to the
details.

= Review summarized views of the data - for an overview
of the data in your trial — lets you look into the items of
interest based on the aggregate view of the data, rather
than doing a patient by patient review of a detail line
listing directly




Tabular Summaries

{Req'd PSC) Abnormal Labs per Arm - Subset of patie... |__||E”§|

| ACTIVE PLACEED Subjects
ALANINE AMINOTRAMSFERASE 30 0.64%:) 10§ 2,14%) 130 2.78%) s
ALEUMIN Z(0.43%) | 10(Z2.14%) | 12(2.57%)
ALEALINE PHOSPHATASE 1(0.21%) | 4(0.86% | S 1.07%)
A5SPARTATE AMIMOTRAMSFERASE 20 0.43%:) 3 0.64%:) 50 1.07%)
BILIRUBIN 4(0.86%) | 5(0.64%) | 7(1.50%
CHLORIDE ZE(E.00%) | 15(3.21%) | 43(9.21%)
CREATIMINE B{1.28%) | GS(1.07%) | 11(2.36%)
GLUCOSE 15(3.21%) | 15(3.21%) | 30 6.42%)
HEMATOCRIT 1(0.21%) | 0(0.00%) | 1(0.21%)
HEMOGLOEIM 170 3.64%) | 13(2.78%) | 30(6.42%)
=] =]
tﬁ;’;ﬁggﬁ; ?Eé;;ﬂ 2&;3;:::; 134( AE Intensity by Treatment - All Patients
NELITROPHILS S{1L9F%) | 4(086%) | 13{ @ % g
FLATELET 5 (1.07%) 110.21%) 5 {Flntenmty | Bctive Placebn Subjects
POTASSILM S(1.07%) | 4(0.86%) | 9 (f— . . .
=O0T0M 300.64%) 1{0.21%) 41 l{ml55|ngj 30 1.53%:) 510 2.55%:) g0 4.08%)
T T TR GRS E B A Mild Z0(10.20%) | 15(9.18%) | 35(19.39%)
e Moderate | 10(5.10%) | 7(3.57%) | 17 ( B.67%)
Sevare 1(051%) | 0(0.00%) | 1(0.51%)
Subjects | 97 (49.499%) | 99(50.51%) | 196 (100.00%)
(Al patients)




Summary to Detail

B3 JReview 9.2
File Edit View Format Browse Window Advanced Help

W i & 8 ZRbEE @ | T

—J E:mCDDISC Items Functions Operator
= o1 -5 Adverse Events A LBSCAT -~
) SEND shs Concomitant Medic LBORRES
Demographics = | LBORRESU
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Exposure LBORNRHI
LESTRESC
Patient Subsets LESTRRC
Bt | RETDEM Al
¥ Al Patients = Value
i | e = FoWEErs ADD express Display Stats || Display Yalues
i Deaths
& Dropouts Andfor Selection Criteria (Text) Selection Criteria (SQL)
¥ Fractures
i Hy's Law
" Mo Elevated ALP
" Patients with Serious AE's
14 Sﬁh]:::ts l:vith Afs : DOlexd
Qurput Sperifications : 13 (2.78%)
1(0.21%, [ 0, B6%) 5 1.07%)
Public E| Z(0.45%) | 3(0.64%) | 5(1.07%)
4 CDISC Standards s 4 0.B6%) 3(0.64%) 7 1.50%)

[#__| Demographics
| Disposition
B4 Labs
Ty abnormal Labs per Arm
348 Abnormal Liver Tests per Arm i
5 Hy's Law Candidates PR
.38 Incidence of Potentially Significant Differences in ¢
-3 Liver Tests 3x Upper Limit Normal by Arm
Liver Tests Sx Upper Limit Mormal by Arm
|'5~_/' ALT Baseline vs Max Yalue Scatter Plot
I'\_/" Liver Test Box Whiskers Plat
I'ﬁ Liver Tests - Baseline vs Max Yalus Scatter Plat
I'\_/" ULM Range Plot A5T vs Bilirubine AMND ALP Mormal
[ Abnarmal Lab Tests

All Patients / Output Filter applied

=y Safety
-3 AE Incident Rates L |
Onset Study Day Summary AE Incident Rate <50
-3 Serious AEs by Arm
1# Treatment Emergent AE Incidence
I'ﬁ AE Start Study Day v DDTerm By <Trt > PageBy <
[ Mean Time to Start of AEs by Arm
|}€’ Taop Ten AEs by Arm
- [% LM Riange Plot ALT vs Bilrubine AND ALP Normal +

< | >
Order output specifications by: KA4D1_L405 | ACTIVE 1 ¥ BILT |5 i 7z
@ Type (O Description alp |8z 20 125
ALT |36 i 48 -

Execute obiject: | Reviews Cutput !! Scheduled Jubsl




Graphic Aggregate Review

= A different type of ‘aggregate’ to detail pattern —is
based on starting with a graphical aggregate view —
such as either scatter plots, bar charts, box whiskers, etc
— with graph patient profiles or detail listings displayed
at the same time — to investigate ‘outliers’.

*** Patient Level Drilldown very useful.
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File Edit W“iew Format Browse Window Advanced Help
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T
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AE - Conmed PYDR

AE with TS parm

-] AE

(=4 Labs

L[ SGOT v SGPT by Treatment

. Formatted Lab Listing

B Liver panel with highlighted ou |

-] Witals el

< il | *

Order output specifications by:
Exeruite @ Type () Descrip...

Execute object:

Revigw Oukpuk | cheduled Jobs

BERMEED

240

220

200

catter (itemX v itemY) Plot

6440.i-review.com:22302)

& ¥

| Jreview

Albumin

alkaline Phosphatase

Creatinine

Bilribin, total

Uric Acid

Urea hitrogen

| Calcium

| Chalesteral, Eatal
Chioride

€02 Cantent

Glucose

Gamma Gt Transpeptide

Paotassium

Lactic Dehydrogenase

Sodium

Togs | [Foces s

&

Urea Mitrogen
¥, b

*

i

Race

& Elack
@ Hispanic
# white

3.5




File Edit view Format Browse MWindow

Advanced Help
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[ JReview
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S
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O(0.00%) | 0(0.00%)| 0¢0.00%) 0(0.00%)| 2(7.41%)
0(0.00%) | 0(0.00%) | 0¢0,00%) 000.00%) | 2(7.41%)
1(357%) | 0(0.00%)| 1(357%) 0(0.00%) | 2(7.41%)
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Types of Review

1. Clinical Data Management-Quality Review

_ 2. Medical Monitoring-Ongoing Safety Review
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Data Quality Review

= Data validation — ensuring validity and consistency of
data

= Data checks to detect
data entry issues/errors
coding errors or inconsistencies
logical data inconsistencies

14



Data Quality Review

Missing data identification
Data reconciliation

Query handling

Outlier detection

Preparation for data analysis.

15



Data Quality Review

= Computer assisted data checking

- check for impossible data using ranges (RDC)

- check for required fields (RDC)
- check for protocol violations (RDC & more advanced checks)
- logical consistency checks
related date consistencies
logical relationship of answers
AE — outcome=med taken
-> check if Conmed with corresponding indication

- review descriptive statistics for strange patterns

. -> may lead to ‘queries’

16



Data Quality Review

= Computer assisted data checking
- Highlighted Exceptions or Exception Listings (only exceptions)

"B Detail Data Listing - All Patients

ENCEES

’ Detail Data Listing - All Patients / Qutput Fi... | = | B |g3m

@ % B4 el Show Filter| Refresh | © % B4 e Show Filter|| Refresh |
] |
Pat ID AE Text Intensity |Related to Inv Med? | Outcome Pat 1D LE Text Intensity | Relate
2010184208 | INCREASED BURNIMG O FEET Moderate | Possible Recovered | 20101842058 | INCREASED BIURMIMG OM FEET Moderate | PossiH
INCREASED BURMING O FEET Moderate | Possible Recovered IMCREASED EURMING ON FEET Moderate | Possi
INCREASED ITCHIMG O FEET Moderate | Possible Recovered INCREASED ITCHIMG ©M FEET Maoderate | Possit]
2010303111 DUCDENALULCER ~ Severs MotRelated  Persistant | 2010303111 DUODENALLLCER — Severs | NatR|
2010303112 |BURMIMG WITH APPLICATION OF DRUG Mild Paossible Recovered || (2010565102 | BLADDER, INFECTION Moderate | Mot R
BURMIMG WITH APPLICATION OF DRLUG mild Possible Recovered ELADDER INFECTION Moderate | Mok R
2010303205 |HEAT REACTION UPON APPLICATION OF MED Mild Highly Probable Recovered 2010565109 | BACK STRAIM Moderate | Mok R
HEAT REACTION UPOM APPLICATION OF MED | Mild Highly Probable Recovered 2010565122 | BLADDER INFECTION Moderate | Mat R
2010303206 | INTESTIMAL UPSET (DIARRHEA) Mild Mot Related Recovered ELADDER INFECTIOMN Moderate | Mok R
IMTESTIMAL UPSET (WOMITING) Tild Mok Related Recovered 2010565204 | ELADDER INFECTICN Moderate | Mok R
2010565102 | BLADDER INFECTION Moderate | Mot Related Recovered BELADDER INFECTION Maoderate | Mok R
BLADDER IMFECTION Moderate | Mot Related Recovered 2010565207 | TOOTH ABSCESS Moderate | Mok R
2010565109 | BACK STRAIN Moderate | Mot Related Recovered TOOTH ABSCESS Maderate | Mok R
2010565111 | COUGH mild Mok Related Recovered 2010632105 | PAIM WITH WISDOM TOOTH GROWIMNG IN Moderate | Mot R{_]
HEADACHE Tild Mok Related Recovered PAIN WITH WISDOM TOOTH GROMIMNG TN Moderate | Mok R
2010565112 |ELECTRODESICCATION & CURETTAGE R MEDIAL Mok Related Recovered 2010632208 | SWELLIMG OF ZMD TOE (MOM-TARGET FOOT) | Moderate | Possig
2010565113 | SORE THROAT mild Mok Related Recovered SWELLING OF ZMD TOE (WOM-TARGET FOOT) | Moderate | Possil
2010865120 | ZRYOTHERAPY Mot Related Recovered SWELLIMG OF 2MD TOE (MOM-TARGET FOOT) | Maderate | Possit]
2010565122 | BLADDER INFECTION Moderate | Mot Related Recovered 2010646102 | LOWER BACK PAIN Maoderate | Mok R
BLADDER IMFECTION Moderate | Mot Related Recovered 2010646103 | PULLED MUSCLE RIGHT SHOLILDER. Moderate | Mok R
2010565126 | FOOT QODOR Tild Possible Recovered 2010646111 | COLD Moderate | Mat R 3
HEADWCHE T4lild Mok Related Recovered [ LT Ll Lok O
T P —— = = ] | ]
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Data Quality Review

= Consistency Checks

- Consistency across study, across visits

- check AEs, Conmeds, Dosage
- Check dates — start/stop dates, overlapping?

- logical consistency checks across ‘CRF' pages
AEs(action taken=med) -> Conmeds (indication?)
(date merge reports)

-> May lead to queries

-> Possible to post manual discrepancies from JReview
-> then need to integrate back into EDC query system

18




Data Quality Review

= Consistency Checks (JReview date merge report)

logical consistency checks across ‘CRF’ pages

i AE - Conmed - ActionTaken=Med - All Patients / Output Filter applied

(=[O &=

O ¥ b4 d|
| AE Conmed
PatID Date Reported Term Concomitant or add. trmt. given? | Reported Medication IndicationfUse -char CM End Dat
MISTATINA OTHER 02JUL2008 (o
08-04-2006 | AMEMLA YES ALUMINUM HYDRCSIDE OTHER 04 AUG200&
CALCIUM CARBOMATE OTHER. 0442006
FUROSEMIDE OTHER. O4AUGE2005
WAMCOMICTMA ADWERSE EWEMT 0zJuLz00g
WAMCOMICTNA ADWERSE EWEMT 2Z25EPZ006
08-05-2006 CALCIO CARBOMATE OTHER 20JUMz2007
CALCIUM CARBOMATE OTHER 02JULz005
FURSSEMIDE OTHER. 05AUG2005
08-06-2006 A FOLIC OTHER. 02JUL2005
03-03-2006 WALGAMNCICLOVIR PROPHYLAXIS OF Chy 0zJuLz00g
WALGAMNCICLOVIR PROPHYLAXIS OF Chy 105EFZ006
08-16-2006 | HYPERTRIGLICERIDEMIA YES
08-20-2006 PRECNISOMNE MAINTEMAMNCZE IMMUMOSUPPRESSION | 2200CT 200
08-22-2006 PRECNISONE MAINTEMAMCE IMMUMNOSUPPRESSION | 02IULZ005
09-11-2006 | URIMARY TRACT INFECTION YES CIPROFLORACIN ADWERSE EVENT O2JUL2005
CIPROFLOWACIN ADWERSE EWEMT 285EPZ006
WALGAMNCICLOVIR PROPHYLAXIS OF Chy 0zJuLz00g
VALGANCYCLOVIR PROPHYLARIS OF ChY 2FOCT 2008
10-18-2006 MYCOPHEMOLATE MOFETIL | MAIMTEMAMCE IMMUMNCSUPPRESSION | 300:CT 2008
10-23-2006 PRECNISONE MAIMTEMAMCZE IMMUMOSUPPRESSION | 29T 200N
10-27-2006 | URIMARY TRACT INFECTION YES CIPROFLORACIN ADWERSE EVENT 12MNOW2006
10-30-2006 | LELWCOPEMIA YES MEUPOGER ADWERSE EWEMT S0OnCT 2006
PREDNISIOMNE MAIMTEMAMCE IMMUMOSURPPRESSION | 26DEC2006)
11-01-2006 | THORACLZ PAIM YES MYLAMNTA ADWERSE EVENT O1MOY 2008
11-05-2006 MYCOPHEMOLATE MOFETIL | MAIMTEMAMCE IMMUMCSUPPRESSION | 14MOY 2008
q D]

-
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Coding Consistency

AE PT to Verbatim (Coding Check) - All Patients

[o (& =

[TT+]

O ¥ B4
|
MedDRA PT or equivalent | Reported Term
ACUTE PULMOMNARY OEDER ACUTE LUNG EDEMA
ACUTE SEDEMA OF THE LUMG
LUMG ACUTE EDEMA
PULMOMARY ACUTE OEDEMA
ACUTE RESPIRATORY DIST ACUTE RESPIRATORY DISTRESS SYNDROME
ARDS DUE TO FLASH PULMOMNARY EDEMA AMND PNEUMOMNLA
ACUTE RESPIRATORY FAIL ACUTE RESPIRATORY FAILLURE
ACUTE SIMUSITIS ACUTE MAXILLARY SINUSITIS
ADREMAL ADENCMA EBEMIGN ADREMAL ADEMOMA
ADREMAL INSUFFICIEMCY | ADREMAL INSUFFICIEMCY
ADVERSE EVENT ORTHOSTATISM
AGELSIA LO55 OF TASTE FOR FOOD
AGITATION AGITATION
INTERMITTEMT AGITATICON
AGRAMULCCYTOSIS AGRANULOCYTOSIS
ALANIME AMINOTRANSFER) ALT ELEWATION
ALT INCREASE
ELEWATED ALT
ELEWATED ALT {LIVER EMZYME)
ELEYATED ALT LEVEL
IMCREASE OF GLUTAMIC PYRUYIC TRANSAMINASE LEVEL
INCREASE OF GLUTAMIC PYRUVIC TRANSMINASE LEVEL
IMCREASE OF LIVER EMZYMES ALT

= Coding — consistency/accuracy
Review original text vs. coded terms

Missing coded terms?
Check dates — start/stop dates, overlapping?

. AE Coding - Verbatim terms not coded - All Patients / Output Filter applied

& ¥ pd|

Dictionary-Detived Term

Reparted Term Far the Adverse Event

{L) SIDE FACE WEAKNE, (L) LE= WEAKNESS, CvA

15T SEIZURE-GRAMND MAL-INCONTINENT URIMNE ; ETOH

PCARDIAC ARRYTHMLA, FOUND NOT BREATHIMG, UMRES, RESP
ARREST, WEG, STATE

ABDOMIMAL | LOWER BACK PAIN; ONSET OF LOW THOROINE

ABDOMINAL PAIN, PANCREATITIS, ETOH, AMYLASE WAS 140

ABDOMIMNAL PAIM, YOMITIMG, POTASSIUM 2.9, ETCH , AMYLASE
132

ACUTE ETOH, SUICIDAL THOUGHTS

ADMIN-LONG TERM CARE; RO RELAPSE

ADMIT RJO PULM TB, COUGH/PRODUCTIVE, NIGHT SWEATS, WT
L0135, SPUTUM SM+ & GEM PROEBE IS MTE+

ADMITTED TO MED SWC, ETOH, SOCTAL PROBS, ETH INTOX,
PERMAMENT SEQUELAE OF ETOH

ALCOHOL ABUSE, WOMITING, DIARRHES, SMOKER'S COUGH, ETCOH

AMEMIA, METASTATIC; GEMERAL WEAKMESS; PAIN IN BACK &
SPIME; CA METASTASES, FX SPINE

AMELRYSMIDISSECTION

ANOREXIA, DIABETES OC, GEMERALIZED WEMKNESS'WT. LOSS, DM,
ETOH, AMEMIA

ARMWEAKMS,, TIA Y5 BRAINSTEM EVENT, ALTERMNATING ARM
WEAKMES, PSTROKE

ASTE TV IN ADR AATRI EAA YRS AT BALIKEY UTST SE CTod
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Protocol Violations

= Review protocol violations

- Inclusion/Exclusion criteria
- Data based protocol violations —
- disallowed meds?
- objective checks of protocol entrance criteria (BP levels, etc.)
- Study drug dosing, termination
- Switched group?
- Expected/required page inventory

- review primary safety & efficacy endpoints

21



Medical Monitoring

= Ongoing review of accumulating, blinded,
aggregated study data to:
Ensure patient safety
Ensure study integrity
Improve understanding of data

= Patient safety — look at safety data in aggregate
to spot trends of concern then inspect patients
of interest.

= Medical Monitoring <> Data Review

22



Adverse Events

by highest freq.

Drill into AE cells

-> Detail listings —

Date Merged
AE/Conmed

Medical History

Aggregate view(crossta

Medical Monitoring

File Edt View Format Browse Window Advanced  Help
i T m "
lh! [=F=] LW W4 E [ =R b | Revien ] [Reestablisn J
il N\ B Patient Selection Criteria - SUBSET; 55 of 196 patients,
A % Panels Trenis Functions Operatar
L@ kaze2 Final Al EndTine ~ : A
[ERIT™® [EE] AFs: MEDDRA SOC, PT, Verbation by Treatment - Subset of patients
Lab Lrinal :
Patient Subsats 8 ¥ b4
bl [Acive  TPlacsbs -
Public 1(051%) | L(0.51%) 51%) [=
§ 8l patierts ~ T(0.50%)| L(050%)| 1(051%)
[ 1CRA T(0.51%)| L(0501%)| 1(051%)
| EsHTest T(0.50%) | L(050%) | 1(051%)
|1 General Update: T(0.50%) | L(050%)| 1(051%)
|1 Mycology - andfor T(0E1%)| L{050%)| 1(0.51%) [
| | PatientReview @ T(0.51%)| L{050%)| 1(051%)
T(0.51%)| 1{050%)| 1(051%)
Output Spectications dumie] G| DN
T(0.51%)| 1{050%)| 1(0.51%)
Public x : 1(0.51%)| 1(0.51%) | 1(0.51%)
=) AT LE e, [ Excluel Ganeral d T(0.51%)| L(050%)| 1(0.51%)
~ etal discr
Demographic Listing (545 datasets) = T(051%) | T(0.50%) | 1(0.51%)
Demographic with completion status I T(051%) | L(051%) | 1(051%)
Demography & Final (StudyGroup) T(051%) | 1t05i%)  1(051%)
Demography - by Treatment, Tnw - with mean age mﬂwm T(05i%) | 1tostm) | 1(0.50%)
Discontinuation reason - by breatment, patient id e S .eﬂm; T(051%) | 1{050%)| 1(051%)
T(0E1%)| L{050%)| 1(0.51%)
[ Reasons for Discontinuation T(051%) | L(0.50%)| 1(0.51%)
- Record Inventary T(051%) | L(0.50%)| 1(0.51%)
~F% Create SAS Datasets
~F% ProcFreq: Race by Sex
- [ Demography, Conmeds (OraclefFormats) - printFar bset of pa =] edica 0 bset of patie =
~[B8) Demography, Conmeds - PatientSet o
L . iter| R
|1 Patient Narratives $. L prn e |ecea —
1R Seripts 5 . )
] ST4T Program Reg T (56PT) Pat 1D ovascular Disease | Allray | RenakHepatic Dise:
"\ Safety PREMARIN 2,51 ]} 20101184208 |No fo Yes  |Mo =
AE Risk Assessment (Project Level) 01-01-1530 1SOPTIN 2010603111 |No fio W  |Wo
AE Risk Assessment: - Sex, Race, Diabetes, Cardiova = TAGAMENT 2010303112 JNo Mo No_ |No
-3 A€ by Trastment, Sex, N(%) Descending (Active) 10-07-1991 |2 i 141 18 THCREASED BLIRNING ON FEE | Moderate 2010503205 | No es o o
-4 A€ Explorer Check (AE vs Patfio) THCREASED BLIRNING ON FEE | Moderate 2010503206 | No o Yes o
- Kaplan Meter - Dist due to AE i TNCREASED ITCHING ON FEETy| Moderate 010565102 (Mo fio o |fo
-7 Risk Benefi (by Treatment) 11-05-1991 65 141 18 2010565108 Mo fo N Mo
- Risk Benefit by Treatment) (Unit=Wesks) 2010565111 o Na Yes  |Mo
8 Formatted Profile with Demagraphy, AF, Conmed, Fi 2010303111 | 09-01-1976 ESTRACE 2010565112 [No fo N0 [No
Safety Graphic Patient Profle 06-16-1931 |2 125 13z z 2010565113 [No fo N |Ho
Safety Graphic Patient Prafile - no legend - with Dos: 05-04-1891 DUCDENAL ULCER. Severe 2010565120 |No fio Wo  |Ho
Safety Graphic Patient Profile - no legend, abnormal 09-05-1991 ZANTAC AL ) [ |13 M [No
Safety PGraphic Patient Prfile - with Vists & 2010565126 |No No No  [MNo
& 1 2 2010303112 | (missing) 2010565128 |No fio Yes Mo
e ——— 10-25-1991 (2 120 153 3 2010565204 | No fio o |Ho
rder output specifications by:
s 11-08-1991 ELRNING WTH APPLICATION, Hid 2010565205 | Mo o o [ho =
@ Type () Description 1 - T ] LW T
Evecute object: | Review Output | Scheduled Jobs |
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Medical Monitoring
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Risk Assessment
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Numeric Result/Finding in Standard Units:mean

Numeric Result/Finding in Standard Units:mean

33
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Line Chart Summaries
Laboratory Examples: Liver tn lab tests

Lab Test or Examination Name: Alanine Aminotransferase

\isit Number
Blinded ARM
- Reference -# Test Therapy
Lah Test or Examination Name: Aspartate Aminotransferase

Visit Number

Blinded ARM
- Reference -# Test Therapy

Numeric Result/Finding in Standard Units:mean

Numeric Result/Finding in Standard Units:mean

1.70
1.69
1.68
1.67
1.66
1.65
1.64
1.62
1.62
1.61

Lah Test or Examination Name: Alkaline Phosphatase

1.60

10.25
10.00
9.75
9.50
9.25
9.00
B8.75
B.50
B.25

isit Number
Blinded ARM
- Reference -# Test Therapy
Lab Test or Examination Mame: Bilirubin

Visit Number

Blinded ARM
- Reference -# TestTherapy
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Chg from baseline Box Whiskers

Lab Test or Examination Name: Alanine Aminotransferase

600
550
500
450
400
350
300
250
200
150
100

Numeric Result/Finding in Standard Units:chg from baseline

Reference Test Therapy Reference Test Therapy Reference Test Therapy Reference Test Therapy
Mean 0.940 3.466 0.51a8 1.944 2.802 0.688 3.863 1.997
Median 1.000 1.080 0.0a0 0.0a0 1.0a0 0.aao 1.080 0.0a0
01 -4.000 -4,000 -5.000 -5.000 -5.000 -5.000 -6.000 -6.000
03 5.000 6.000 6.000 6.000 9.000 7.000 3.000 3.000
M 350 380 242 377 339 269 335 370

Visit Number

Series
W Reference M Test Therapy
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Chg from Baseline Box Whiskers
select outliers
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3,250 Test Thera EILI [17.1 umolfl HIGH 5.1 17
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01— Tost Thers, AT | I U7 [FieH < =
@ Test Thera AST (0% |[T0fC [HIGH 7 40
% 2,750 Test Therae EILI |18.8 urnolfLe| HIGH 5.1 17
& Test Thera 12 WEEK 12 |8l ALF |38 ukat/L |HIGH 0.5 z
2 5500 Test Thera ALT | IS | 1O [HIGH S 35
£~ Test Thera AST (B8 |[TUiL [HIGH 7 40
g E
o T T B Test Thera, 16 WEEK 16 |95 ALF |38 ukatfL |HIGH 8.5 Z
g = Test Thera ALT | IS | 1O [HIGH S 35
% © Test Thera AST | IS U HIGH 7 40
2000 TETCOEE/0316 |Test Thera 4 Wk s 151 IR 2 Okt | FTGH s z
=2 a
2 Test Thera. AT | ISR T HIGH 5 35
% 1,750 Test Thera AST | IEEI U HIGH 7 40
g Test Thera & WEEKE |59 ALF [1.5 ukat/L [NORMAL 0.5 z
=7 S Test Theras ALT [FE IO HIGH 5 35
.
g e Test Thera AST (88 IO [HIGH 7 40
£ Test Thera 12 WEEK 12 |85 ALF [1.3 ukat/L [NORMAL 0.5 z
e Test Thera 16 WEEK 16 | 106 ALF (1.3 ukat/L |[NORMAL 0.5 H
5 Test Thers ALT |55 L |HIGH 5 35
= 1,000 Test Thera AST |72 I0fL |HIGH 7 40
g TETCOZZ/0713 | Test Thera 4 WEEK 4 |23 ALP (1.1 ukat/L [NORMAL (0.5 H
£ 750 Test Thera. AT | IS 0 HieH 5 35
2 Test Thera AST | S | U [HIGH 7 40
% 500 Test Therae EILI [17.1 uriolfle| HIGH 5.1 17
Test Thera & WEEKE |49 ALF |12 Ukat/L [NORMAL 0.5 z
250 Test Thera ALT | IS | 1O [HIGH S 35
- Test Thera AST (B0 IO [HIGH 7 40
Test Thera 12 WEEK 12 |81 ALF (1.1 Ukat/L [NORMAL 0.5 z
o Test Thera. AT [BE T HIGH 5 35
Test Thera AST |74 0L HIGH 7 40
-250 Test Thera 16 WEEK 186|113 ALF |03 ukat/L [NORMAL 0.5 z
4 g 12 15 Test Thera ALT |70 L [HIGH 5 35
. Test Thera AST |48 0L [HIGH 7 40
Visit Number TETCOZ2/0568 | Test Thera 4 WEEK 4 |25 AP |3 ukat/L |HIGH 0.5 B
Series Test Thera ALT | USENN T HIGH H 38
W Reference M TestTherapy Test Thers. AT | IS | UL |[HIGH 7 40
L Test Thera BILL [17.1 umnlfly HIGH 5.1 17
Wiew | Annotation Test Thera & WEEK, & 2] ALP |2.7 ukatfL |HIGH 0.5 2
£ < > >I Page: E Total Pages: 4 Properties W Reset [ | Show Caption I‘ T Test Thera, ALT |55 WL HIEH | ] 35 5 =
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Chg from Baseline Box Whiskers
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%Chg from Baseline Bar Charts

Hematology: Platelets lab test % Chg from Baseline
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Shifts from Baseline Laboratory Analysis

Baseline vs Max, Baseline vs Min for example
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Hemoglobin Shift from Baseline

Identify patients with abnormal lab results and shift from Baseline

Numeric Result/Finding in Standard Units (min):
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Hemoglobin Shift from Baseline

Identify patients with abnormal lab results and shift from Baseline
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Kaplan Meier Rate/Time to death analysis

Ba Kaplan Meier Disc because of AE or Death - Subset of patients
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Mean Time to Disposition Events

Start Day of Disposition Event:mean
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Special Assessments Hepatotoxicity
Hy's Law (DILI

=
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Graphical Patient Profiles
from Hy's Law plot — patient drilldown

I Patient Profile [TBTC_10252 :TBTCO022/0334]
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Special Assessments Hepatotoxicity

B4 Ll

Patient Yisit Data Report - Subset of patients
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Special Assessments Hepatotoxicity

Hy's Law example —
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Preparation for Data Analysis

Check for Missing Data or Missed Coding, for example, AE MedDRA term mapping

Look for Reported (Verbatim) Adverse Events which don't have
corresponding MedDRA terms (SOC, HLGT, HLT, PT, etc.)

If AE analysis is based on coded terms (SOC, etc.),
and not all AEs were mapped -> analysis not including all AEs

~ Verify Visit, Visitname, Epoch/Period/Phase are mapped properly

EPOCH Visit Mapping - All Patients

o 5 bdl]
] count subjects

Epoch Wisit Murmnber | Yisit Mame Wisit Marme
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