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Clinical Data Review Tasks
A. Baseline analysis
B. Safety Review
C. Efficacy Review
D. Surveillance
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A. Getting to know your data

Risk Assessments

AE Incident Rates

Baseline characteristics of Patient Populations

Summary Line Charts- Mean / Mean Chg from BL
Summary Box Whiskers — Baseline/ Chg from BL at Visits
Summary Bar Chart Mean Chg from Baseline

B. Identlfy patients that Died/SAE/Discontinued

1. Kaplan Meier — Rate/Time to death analysis

C. Shifts from Baseline — Laboratory Analysis
1. ldentify patients with abnormal lab results and shift from Baseline
a) Scatter Plot Baseline vs Max, Baseline vs Min for example
b) Report Listings: Highlighting abnormal results

2l i



JReview Exploring Clinical Data
PhUSE presentation September 2012

D. Getting to Know Your Patients
1. Graphical Patient Profiles
2. Patient Visit Data Reports
3. Patient Narratives

E. Special Assessments:
a) Hy's Law example — explore why patients meet the criteria
 (AST/ALT > 3xULN
« andSelect Bilirubin >2xULN
« andSelect Alkaline Phosphatase < 2xULN
b) Elevated Amylase and Lypase -Asymptomatic/Symptomatic
pancreatitis

F. Driven by submission protocol and findings
4. AE results in Therapy interrupted —
a) was patient rechallenged? What was the outcome?
b) What was the cause of interuption? Labeling issue?

G.Benefit Risk Assessment
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Reterence Test Thevagy Retererce et Thersy

| Active Treatment |Placebn

| Subjects

CARDIAC DISORDERS TACHVCARDIA [ 32(8.89%) 1L{6.15%) | 43(7.23%)
ATRIAL FIBRILLATION 1R (6 1%) 9(5.00%) | 31(5.21%)
BRADVCARDIA e 7(3.91%) | 18 ( 3.03%)
CARDIAC FAILURE N 101 2.78%) 2(1.12%) | 12(2.02%)
CARDIAC FATLLIRE CONGESTIVE | 912.50%) 4(2.23%) | 13(2.18%)
E———— LEFT VENTRICULAR HYPERTROPHY P 7(199%) Z(1.12%) | 9(151%)
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VENTRICULAR TACHYCARDIA ! 3(0.85%) T(056%) | 4(0.67%)
ACUTE COROMARY SYNDROME | 5(0.85%) 0(0.00%) | 3(0.50%)
ATRIOVENTRICLILAR BLOCK FIRST DEGREE (o 3 { 0.857%) Z(1.12%) | 51 0.04%)
SINUS TACHYCARDIA 3(0.85%) Z(1.12%) | 5(0.84%)
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MYOCARDIAL ISCHAEMIA 21 0.56%) 1(0.56%) | 3(0.50%)
PERICARDIAL EFFUSION Z{ 0.56%] 070.00%) | 2(0,34%)
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GETTING TO KNOW YOUR DATA USING JREVIEW

1. Risk Assessments

. AE Incident Rates

. Baseline characteristics of Patient Populations

Summary Line Charts- Mean / Mean Chg from BL

. Summary Box Whiskers — Baseline/ Chg from BL at Visits
. Summary Bar Chart Mean Chg from Baseline




JReview: Risk Assessments: SOC

Risk Assessment; all Patient Subgroups (N=539)

MedDRA Categories: Adverse Events - 1 Active Treatment (M=3607) [ Placebo (N=179)
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Risk Assessment - Subset of patients
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JReview: Risk Assessments RR Profiles: Patient Subsets

Risk Assessment - Subset of patients
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JReview: Adverse Event Incident Rates
Cross Tabulations Whole Body and Top N Frequency Bar Charts

IMedDEA FT ar eguivalent

Ackive Treaktment

Flacebo

Subjects

ANAEMIA

180 (50,00%,)

93 (51, 96%)

273 045.88%)

OECEMA PERIPHERAL 153 (42.50%) | 06 (48.04%) | 239 (40,17%,)
GRAFT DYSFUNCTION 137 (36.06%) | 09 (49.72%) | 226 (37.96%)
DIARRHOEA 136 (37.78%) | 53(29.61%) | 189 (31.76%)
URIMARY TRACT INFECTION ¥z (35.56%) | 6O (37.99%) | 196 (32.94%)
COMSTIPATION 113 (31.39%) | 74 (41.34%) | 187 (31.43%)
FYREXTA 94 (26, 11%:) 43 (24.02%) | 137 (23.03%)
HYPERTEMNSION 97 (25.56%) 71(39.66%) | 163 (27.30%)
MALUSEA 86 (23,59%) 43 (24.02%) | 129 (21.66%)
HYPERKALAEMIA 83 (23.06%) 36 (20, 11%) | 119 (20.00%)
LEUKOPENLA Y (22.22%) B2 (20.05%) | 132 (22, 16%)
PROCEDURAL PAIN 73 (20,26%) 31017.32%) | 104 (17.48%)
HYPORALAEMIA B9 (19, 17%) 33 (15.44%) | 102 (17.14%)
WOMITING 65 (15.59%) 33(18.44%) | 101 (16.97%)
HAEMATURIA 67 (15.61%) 34 (15.99%) | 101 (16.97%)
COUGH 67 (15.61%) 24 (13.41%) | 91 (15.29%)
PROTEINURIA 63 (17.50%) 22 (12.29%) | 85 (14,29%)
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HYPOTENSION B2 (17.22%) Z1(11.73%) | 83 (13.95%)
HYPERGLYCAEMIA 60 (16.67%) 26 (15.64%) | &8 (14.79%)
HYPOCALCAEMIA . 60 (16.67%) 15 (10,06%) | 78 (13.11%)
ABDOMINAL PAIN W ST (15.53%) 27 (15.08%) | &4 (14.12%)

BLOOD CREATIMINE INCREASED

54 (15,00%)

32 (17, 88%)

86 (14, 45%)

CYSPROEA
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49 (13.61%)

34 (15.99%:)
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OECEMA 44 (12, 22%) 197{10,61%) | 63 (10.59%)
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Numeric Result/Finding in Standard Units:mean

Numeric Result/Finding in Standard Units:mean
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JReview: Line Chart Summaries
Laboratory Examples: Liver f lab tests
Power of Page By variables

Lab Test or Examination Name: Alanine Aminotransferase

Visit Number
Blinded ARM
-4 Reference - Test Therapy
Lab Test or EXamination Name: Aspartate Aminotransferase

Visit Number

Blinded ARM
-4 Reference # Test Therapy

Numeric Result/Finding in Standard Units:mean

Numeric Result/Finding in Standard Units:mean

1.70
169
1.68
167
1.66
1.65
1.64
1.63
162
161
1.60

Lab Test or Examination Name: Alkaline Phosphatase

10.25
10,00
9.75
9.50
9.25
9.00
8,75
8.50

8.23

Visit Number
Blinded ARM
- Reference - Test Therapy
Lab Test or Examination Name: Bilirubin

Visit Number

Blinded ARM
- Reference # Test Therapy



Numeric Result/Finding in Standard Units:chyg from baseline

Mean
Median
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03
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JReview: Chg from Baseline Box Whiskers

Lab Test or Examination Name: Alanine Aminotransferase

4
Reference Test Therapy
0.940 3,466
1.000 1.000
-4,000 -4.000
5,000 5,000

330 280

Reference
0.518
0.000

-5,000
5.000
342

8 12
Test Therapy Reference Test Therapy
1.944 2.802 0.688
0.00a 1.000 0.00a
-5.000 -5,000 -5,000
5,000 0.000 Z.000
377 339 369

Visit Number
Series

W Reference M Test Therapy

16
Reference Test Therapy
2.863 1,997
1.000 0.00a
-G6.000 -6,000
2.000 2.000
336 370




JReview: Chg from Baseline Box Whiskers
Identifying the outliers and reviewing their data

an Whiskers Plot % Change from Baseline Liver Function PageBy Lab Test - All Patients EJ@[EJ DILI: Lab Liver Function AST/ALT/Bili or, ALP <2xULN - Continuation and Followup -... |
O ¥ 4 = =m P o F B gl Show Filter” ReFresh”
J: Lab Test or Examination Name: Alanine Aminotransferase nlc!ue || Blinded Wisik Wisit Study Da?f Lab Besult : Stc_l ReF.Range LLN : LILN :
Subject ID &RM Number | Mame of Collection | Test |in Std Units |Units | Indicator | Std Urits | Std Urits
07 | — TETC022/0865 | Test Thera 4 WEEK4 (29 ALP |3 ukat/L [HIGH |05 2 -
:
@ Test Thera AT | S 1070 [HIGH 5 35
250 e Tes Thers AT (IR UL (G |7 40
= Test Thera, BILL [17.1 umalfils HIGH 5.1 17
Test Thera & WEEKE |47 ALP 2.8 ukatjL [HIGH 0.5 z
SJDDD ................................................................................................................................................................. Test Ther& ALT _ IU,'IL HIGH 5 35
@ Test Thera, AST (104 UL [HIGH 7 40
% 2};;50 ................................................................................................................................................................. Test Thera EILL | 18.8 le0|,l'|.p HIGH 5.1 17
@ Test Thera| 12 WEEK 12 |81 ALP 3.6 ukatjL [HIGH 0.5 z
2 2500 e Test Thera ALT | I 1070 (HIGH 5 35 J
s Test Thera, AST (@8 [T0fC [HIGH 7 40
E L1 S Test Thera| 16 WEEK 16 |95 ALP |28 ukatL |HIGH 0.5 2
5 Test Thera, AT | IS UL (HIGH 3 35
b o Test Thera, a5 | S UL [HIGH 7 40
“é 1 R TBTCOZ2[0816 | Test Thera| 4 WEEK 4 3 AP 2.2 Ukat/L | HIGH 05 2
; Test Therc:. AT | IS UL (HIGH 5 35
Lo £ 1 | D L U Y Test Thera asT _ L |HIGH 7 40
E Test Thera & WEEKS |59 ALP [1.5 ukatjL [NORMAL 0.5 z
& T lMiMl i ieieAea - I, i iiccic Test Thera ALT P8 1L [HIGH 5 35
£ ® Test Thera, AST (82 [[I0fL [HIGH 7 40
O Test Thers 12 |WEEK 12|85 AP (19 |ukalfL [NORMAL |05 2
T © @ Test Thera{ 16 WEEK 16 | 106 ALP |13 ukatjL [NORMAL 0.5 z
= 8 =] Test Thera ALT |55 IUfL [HIGH 5 35
a 0 Test Thers 25T |72 0L HIcH = )
& ® @ TETCO22/0713 | Test Thera| 4 WEEK 4 |23 ALP (1.1 ukatjL [NORMAL 0.5 z
g 750 @ Test Thera, AT | ISE UL (HIGH 5 35
2 Test Thera, AT | S (1070 [HIGH 7 40
2 s Test Thera, BILL [17.1 umalfls HIGH 5.1 17
Test Thera & WEEKE |49 ALP 1.2 ukatjL [MORMAL 0.5 z
250 Test Thera, AT | [ TUfL (HIGH 5 35
- Test Thera, A5T (800 [ [IUfL [HIGH 7 40
Test Thera| 12 WEEK 12 |81 ALP 1.1 ukatjL [NORMAL 0.5 z
o Test Thera ALT BT (UL [HIGH 5 35
Test Thera, AST |74 IUfL [HIGH 7 40
-250 Test Thera| 16 WEEK 16 |113 ALP 0.9 ukatjL [NORMAL 0.5 z
4 8 12 15 Test Thera, ALT |70 IUfL [HIGH 5 35
_ Test Thera, AST |46 IUfL [HIGH 7 40
Visit Number TETCO22/0565 | Test Thera| 4 WEEK 4 |25 AP |3 ukat/L |HIGH 0.5 z
Series Test Thera, AT | ISE TUfL  [HIGH 5 35
W Reference M TestTherapy Test Thera, A5T | SN | TUL (HIGH 7 40
h_ Test Thera BILI |17.1 urnol L HIGH 5.1 17
View | Arnatation Test Thera| & WEEKE |59 ALP [2.7 ukatjL [HIGH 0.5 z
£ < >)| Page: Total Pages: 4 Properties W Reset [ | Show Caption 7 Test Thers ALT |55 WL |HIGH |5 35 |ﬂv




JReview: Chg from Baseline Box Whiskers
Identifying the outliers and reviewing their data
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JReview: %Chg from Baseline Bar Charts

Hematology: Platelets lab test % Chg from Baseline

Numeric Result/Finding in Standard Units:% chg from haseline:mean

-10

-11

-12

-13

-14

-15

Lab Test or Examination Short Name: PLAT

Visit Number

Blinded ARM
W Reference W Test Therapy

16 |




JReview:Shifts from Baseline Laboratory Analysis
C. Shifts from Baseline — Laboratory Analysis
1. ldentify patients with abnormal lab results and shift from Baseline
a) Scatter Plot Baseline vs Max, Baseline vs Min for example
b) Power of PageBy Variable

Numeric Result/Finding in Standard Units (min):

Mumeric Result/Finding in Standard Units (min):

Lab Testor E ination Name: H tocrit
0.50
0.45
0.40
0.35
0.20
0.25
0.20
0.15
0.10

0.20 0.25 0.30 0.35 0.40 0.45 0.50 0.55 0.60 0.65 0.70 0.75 0.80 0.85
Mumeric Result/Finding in Standard Units (baseline)
Blinded ARM
4 Reference @ TestTherapy

Lab Test or Examination Name: Leukocytes

15.0

1 2 3 4 5 & 7 8 9 10 11 12 13 14 15 16 17 18
Numeric Result/Finding in Standard Units (baseline)

19 20 21 22

23 24 25

Blinded ARM
4 Reference ® TestTherapy

@
=
S
=
=
]
]
e

Numeric Result/Fin

2
=
S
=
E
&
%
2

Numeric Result/Fir

Lab Test or E ination Name: H

6.0 6.5 7.0 7.5 8.0 8.5 2.0 9.5
Mumeric Result/Finding in Standard Units (baseline)

10,0 105 110 115
Blinded ARM
& Reference @ TestTherapy

Lab Test or Examination Name: Platelet

100 150

200 250 3200 350 400 450 500 600 650

Numeric ResultFinding in Standard Units (baseline)

550 700 750 800
Blinded ARM
& Reference ® TestTherapy



JReview:Shifts from Baseline Laboratory Analysis
C. Shifts from Baseline — Laboratory Analysis

1. ldentify patients with abnormal lab results and shift from Baseline
a) Scatter Plot Baseline vs Max, Baseline vs Min for example
b) Report Listings: Highlighting abnormal results

[~ a@ '.E LLab Listing Liver function highlight abnormal results lows/highs 1x, 2x, 3x - All Patie... g@ ;
¥ oBg d ][] = M2 5 B gl | show Filterl ReFresh|
: LAB Test or Examination Name: Alanine Aminotransferase Unique Study | Vislt | Yisit Result Ref Range |Ref Range  Ref Range
Subject ID Day | MNumber |Mame in 5td Units | Indicator | LLN-Std Units | ULK-5kd Units
o 1 1.2
1,400 @ e ------ 0 SCREEMINGIBASELIME
1,200
1,200 ]
= CYCLE 1, DAY 15
g 1,100
@
= 1,000
=1
=
= Q00 .
5 .
g BO00 ‘.
é F00 P
=
i,._|=__ B0
= ]
g SO0 L
2
& 400 L
E N L R200010003 |- SCREEMING/BASELINE
Z sm aLT |24 o 45 BN
45T |31 1] 41 g2
200 BILI |. . . .
- 0.6 0.1 1.2 2.4
100 15 1.02 CYCLE 1, DAY 15 ALP (136 HIGH 35 104 203
ALT |33 i} 45 20
0 45T (41 i} 41 gz
4] 50 100 150 200 250 300 350 400 450 500 BILI |. . . .
Numeric Result/Finding in Standard Units {baseline):LB BL FLG 0.7 0.1 1.2 2.4
. 29 2,01 CYCLE 2, DAY 1 aLF 116 HIGH 35 104 205
Description of Planned Arm T 28 g pT= a0
4 Placebo = Treatment BET |40 a a1 5z
EILI '

> %] Page: 1 Total Pages: 4 Properties W Reset [ | Show Caption (i [ [ D |‘




Numeric Result/Finding in Standard Units (min):

JReview: Hemoglobin Shift from Baseline
Identify patients with abnormal lab results and shift from Baseline

Lab Test or Examination Name: Hemoglohin

LLNR 5 5 5 5 : T ULNR

11.0
105
10.0
9.5
9.0
B.5
2.0
7.5

7.0

6.5
2.0
5.5
2.0
4.5
4.0
3.5

3.0

25

4.0 4.5 5.0 5.5 6.0 5.5 7.0 7.5 2.0 3.5 2.0 9.5 10.0 10.5 11.0 11.5
Numeric Result/Finding in Standard Units (baseline)

Series
& Reference @ Test Therapy



JReview: Hemoglobin Shift from Baseline
Identify patients with abnormal lab results and shift from Baseline

Lab Test or Examination Name: Hemoglobin

LLMR

Blinded Std Tox | Preferred
age | Sex ARM Grade | Term Ackion

14586 (83 |M  |Reference 1 Anasmia | MKMW
103z (43 (M |Reference | |Anasmia |DOSE MNOT CHANG
103z [43 (M |Reference | |Anasmia |DOSE NOT CHAgS
3461 (46 [F  |Test Therapy | |Anasmia |DOSE MOT CHARN,
3530 (56 (M |Reference | [N | Anaemia | DOSE NOT CHAN
001 |71 M| Test Therapy (U anaemia | DOSE NOT CHA
1380 [78 M |Reference |[E00 [Anaemia |DOSE MOT CHA
3423 (75 M |Test Therapy | S | Anasmia |DOSE MNOT CHA
1445 (43 |M  |Reference 1 Anaemia | DRUG IMTERRUPTER:
1445 (43 |M  |Reference 1 fnaemia | DOSE NOT CHANGER
3586 (51 M |Reference | [ | Anaemia | DOSE NOT CHAN
1001 [73 |1 |Test Therapy | N | Anasmia |DOSE MOT CHA
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When patients experience events — especially serious event — reviewers typically
want to note how patients were triaged. Dose modified? Re-challenged?



JReview: Kaplan Meier Rate/Time to death analysis
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JReview: Mean Time to Disposition Events

Interactivity between objects answers many questions instantaneously

Mean time to Standardized Disposition Terms vs Treatment - All Patients
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JReview:Special Assessments Hepatotoxicity
Hy’s Law example - explore why patients meet the criteria

-
Hys Law DILI Max ALT (3xULN] vs Max TBili {ZxULN) Upper Limit Mormal Range Plot Filter: ALP==2xULN - All Patients

Peak Numeric ResultFinding in Standard Units:ALTULRR

—
o
i

,_.
Q
o

T
(%3]

&
[=]

13
m

=
)

®
@
B
A Sl . -
4 i
3x ULRR 5 N ® _
i i L ] | H H H T -
[, T I POREE S IO I 1 T ._..:.__. et
i * 4 .:: * ..3 . *
A S ...‘. & ..: :.:....lli .,...... - .,...... L
P H i 4 i '=|.... g |- .
e 8 a8 R A RW ....x...... L ' " ". ..
« 1 L l - lllft'..' * .
53 a A l s ' +
. } l:oi.l"-' . ‘:,
L R I SR SR o ’ vl .l fge e ®
. ! | 3 1! ‘:
L SeY WS
&
ry
Y

2x ULRR

-

< -

25 [ P ¥
. |
. t .
/16 | R I R .
08 10 13 16 .20 .25 .32 40 50 63 79 L0 L3 L& 20 25 32 40 50 &3 79 100 126 158 200 251 316 398 50.1

Peak Numeric Result/Finding in Standard Units:BILVULRR

Description of Planned Arm
& Placebo = Treatment

J€ = == %] Page: TotaIPages:I

Propetties W Reset |:| Show Caption




JReview: Graphical Patient Profiles
Getting to know patients: Hy’s Law candidates - explained
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JReview:Special Assessments Hepatotoxicity
Hy’s Law example - explore why patients meet the criteria

Using Patient Visit Data Report and Simple Listings

Patient Visit Data Report - Subset of patients

[ Hys Low DILI Max ALT (34ULN) vs Max. TBili (2XULN) Upper Limit Normal Range Plot Filter: ALP<=2xULN - All Patients
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JReview:Special Assessments Hepatotoxicity

Graphical Patient Profile [TBTC_10252010: TBTC022/0334]
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JReview : Benefit Risk Assessment
Interactive Patient Level Display

! |28 Benefit Risk Bi-weekly - Subset of patients
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JReview : Benefit Risk Assessment
Interactive Patient Level Display

[&] DILI Hys Law Patient Visit Data Report - Subset of patients / Output Filter applied
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JReview : Benefit Risk Assessment
Interactive Patient Level Display

Benefit Risk Analysis - HIV(+) MB no growth benefit - Subset of patients
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