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Disclaimer for Spotfire safety review
package

* There is currently no guidance on interactive displays
from regulatory or the PhUSE Analysis and Display
Whitepaper (ADW) Project Team

 We don’t recommend to create these displays instead
of the recommended ones by ADW or in sponsor’s
standards library

« Updates/modifications will be needed when the
package is adopted for a study
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Why interactive visuals?
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Interactive Visualizations at Lilly

* Data Review and Exploration

* Generating Static Reports included for study
reports, submission documents, regulatory

response documents.
* Advisory board meeting
* Data mining and publication efforts
* Other
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What is Spotfire?

* Atool that allows users to create interactive visuals
* Interact across visuals, datasets, and pages

e Can integrate other scripts from programs such as R
and Python

* Two types of accounts
— Professional: Creates the visuals

— Webplayer: Can view and interact with visuals through a
web browser

* A company needs to set-up a server
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Where to find the Spotfire file?

* Uploaded to GitHub as a DXP file

— https://github.com/phuse-org/phuse-
scripts/tree/master/contributed/Spotfire

— DXP file contains:

* Embedded de-identified ADaM data

— Original data files: https://github.com/phuse-org/phuse-
scripts/tree/master/data/adam/cdisc

* Multiple pages with interactive visualizations for safety
analyses
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Cautions when using interactive

visuals?
e How to validate?

— Procedures to validate interactive visuals

* Design challenges
— Use good graphic principles
* Just because you can do it doesn’t mean you should
* Principles still applied with interactive visuals

— Use of interactive features
* Designing interactive visuals should put the customer experience first
* How does interacting with one visual affect the rest of the package?

* Working model shift

— Team collaboration greatly increases with interactive visuals
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Spotfire

The premier community for people phﬂ—?
working in the biometric area L/e
phuse.eu

O @PhUSETwitta
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Back-up slides
(static version of
interactive demo)
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Overview of Patient Level Safety Data

[ adsl Patient Info
Unique Subje... Patient: 01-701-1317,  Age: 68, Sex: Male, Race: WHITE, Ethnicity: NOT HISPANIC OR LATINO
01-701-1015
01-701-1023
01-701-1028
01-701-1033 [ Lab Over View
01-701-1034 Parameter Value Over Time Normality v

01-701-1047 Alanine Aminotransferase (U/L) \/\/\/_\/ Pird
01-701-1097

01-701-1111

01-701-1130
01-701-1133

01-701-1153

01-701-1120 Cholesterol (mmoliL) \/\/\/\/\
01-701-1181 Creatine Kinase (U/L) _.—\/\"’\/

01-701-1188

Creatinine (umol/L) [\/\/—
01-701-1192

o

Albumin (g/L) V\H
01-701-1115 Alkaline Phosphatase (U/L) /\/\/_
01-701-1118 Aspartate Aminotransferase (U/L) /\/—\/
Blood Urea Nitrogen (mmol/L) I\/\/\/\
01-701-1146 Calcium (mmollL) M
01-701-1148 Chloride (mmol/L) 1/\/\/\-/

01-701-1203

01-701-1211 Glucose (mmoliL) ___\/_/ﬂ
Phosphate (mmol/L) \/\/\—"_/
01-701-1275 Potassium (mmol/L) /\/\/
01-701-1287 Protein (g/L) \/\/\,_\/
Sodium (mmoliL) ,\/\/\/
Urate (umol/L) '\/\/—-—'\/

01-701-1324 Bilirubin (umoliL) -/

01-701-12234
01-701-1239

01-701-1294
01-701-1302

01-701-1341
01-701-1345
01-701-1360

G yl Transf (UIL) \/\N
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Discontinuation Reason: Completed

01-701-1363
01-701-1383
01-701-1387
01-701-1392
01-701-1415
01-701-1429
01-701-1440

Choose the patient of interest and the display
will be updated.

01-701-1442
01-701-1444
01-702-1082
01-703-1042
01-703-1076
01-703-1086
01-703-1096
01-703-1100
01-703-1119
01-703-1175

Number of AE and TEAEs

[ Adverse Events
Dictionary-Derived Term
APPLICATION SITE ERYTHEMA

APPLICATION SITE PRURITUS
APPLICATION SITE URTICARIA
DEPRESSED MOOD
DYSPHONIA

FATIGUE

CYST

ONYCHOMYCOSIS
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Adverse Event Data in Connection of Lab
Data Review

[Ad

Percent of Patients with AEs by  Body System or Organ Class ~ |- Sorted by decreasing frequency ZoomSlider On/Off | ‘
Data limiting: Lab Over Time for Patients with Selected AEs
general disorders and administrationsit... Current page...
Population
skin and subcutaneoustissue disorders Data table:
nervous system disorders adae «
gastrointestinal disorders Marking:
@ Mar.. ~
cardiac disorders
Color by:
infections and infestations v + v
respiratory, thoracic and mediastinal dis... @ Placebo
psychiatric disorders @ Xanomelin...
@ Xanomelin...

investigations

g musculoskeletal and connective tissue... ,
% injury, poisoning and procedural compli... +
§ renal and urinary disorders 4
E metabolism and nutrition disorders g No datato display. All data may have been filtered out or the data tableis empty.
(% vasculardisorders ﬁ
§ eye disorders E

surgical and medical procedures

ear and labyrinth disorders

congenital, familial and genetic disorders

neoplasms benign, malignantand unsp...
reproductive system and breastdisorders
immune system disorders

social circumstances

hepatobiliary disorders
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Dictionary-Derived Term

Percent of Patients with AEs by  Dictionary-Derived Term ~ - Sorted by decreasing frequency

Lowest Level Term

Dictionary-Derived Term Pati

High Level Term Dro p down to

choose the
MedDRA Hierarchy
for the AE terms.
See how the y axis
of the bar chart
changes as the drop
down selection
changes.

application site erythema
sinus bradycardia
nasopharynagitis

syncope

atrial fibrillation

salivary hypersecretion
excoriation

rash pruritic

dyspnoea

skin laceration

application site perspiration
depressed mood
palpitations

vertigo

benign prostatic hyperplasia
dysuria

nephrolithiasis

alcoholuse

application site discolouration
body temperature increased
colon cancer

dermatitis contact

feeling cold

hot flush

jointdislocation

myalgia

paraesthesia oral

prostate cancer

rhinitis

stomach discomfort

tinnitus
wolff-parkinson-white syndrome
blood alkaline phosphataseincreased
cardiacfailure congestive
dehydration

emphysema

gastroenteritis viral

heart rate irregula
parkinson’s disease

sinus arrhythmia

High Level Group Term
Body System or Organ Class
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Dictionary-Derived Term

Zoom slider can be turned on to
get a zoomed in look at the plot.

Percent of Patients with AEs by Dictionary-Derived Term ~ - Sorted by decreasing frequency

pruritus

application site pruritus

erythema

application site erythema

rash

dizziness

application siteirritation

application site dermatitis

diarrhoea

sinus bradycardia

headache

hyperhidrosis

cough
skin irritation

vomiting

nasopharyngits

nausea

application site vesicles

fatigue

myocardial infarction

upper respiratory tractinfection
syncope

nasal congestion

0.00 % 5.00 % 10.00 % 15.00 % 20.00 % 25.00 % 30.00 %

Percent of Patients with AE v 4+ «

ZoomSlider On/Off

Data limiting: Lab Over Time for Patients with Selected AEs

Currentpage... @)
Population
Data table:
adae v
Marking:
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Color by:

v 4+ v

@ Placebo

@ Xanomelin...
@ Xanomelin. ..

+ -

No datatodisplay. All data may havebeen filtered
empty.

Analysis Value ~
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Choose an AE of interest and have all the lab information for those patients
reporting that AE show up. Users can choose which labs they would like to
show. Note: in this case, only one patient reported ‘Hyperbilirubineamia’.

- . o . A
Percent of Patients with AEs by Dictionary-Derived Term Sorted by dgfreasing frequency ZoomSlider On/Off A4
Data limigfig: Lab Over Time for Patients with Selected AEs
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Event Density and Onset

Choose row by: Time to Event Start vs. # of Events Per Patient
Placebo Xanomeline Low Dose Xanomeline High Dose
(None) ~ Expression
0.00 Data table:
adae ~
Color by:
Actu.. v + «

Data limiting:

@ Placebo
(@ Xanomeline Lo...
@ xanomeline Hi...

More adverse
events and
happens earlier
during the
treated period.
There is a dose
relationship —
high dose has
even more AE
than lower dose.
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Choose row by:

Drop down list for subgroup
analysis

| Time to Event Start vs. # of Events Per Patient
Placebo Xanomeline Low Dose

Time to Event Start ~
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AE Summary Based on SMQs

Summary of Patients with Adverse Events - For Selected SMQs

Dictionary-Derived Term Placebo Xanomeline Low Dose Xanomeline High Dose
Count Percent Count Percent Count Percent
-
CARDIAC FAILURE CONGESTIVE 1 1.16 % --- - --- ---
OEDEMA PERIPHERAL 2 233% 1 1.19% 2 238%
OEDEMA --- 2 238%
Grand total 3 349% 3 357% 2 238%

Summary of Patients with Adverse Events - For Selected SMQs

Dictionary-Derived Term Placebo
Count Percent
-~
CARDIAC FAILURE CONGESTIVE 1 1.16 %
Grand total 1 116%

Grand total of  Grand total of Choose SMQs
Count Percent ;
Type to search in list
Cardiac arrhythmia terms, nons...
| cardiac failure (SMQ)

1 039% Cardiomyopathy (SMQ)

5 197% Cholestasis and jaundice of hep...

2 079 % Chronic !(idney disease (SMQ)
Conduction defects (SMQ)

8 315%

-

Choose SMQ(s)

[¥] Broad

[¥] Narrow

Scope M

Grand total of  Grand total of
Count Percent

1 039%

1 039%

Choose SMQs

Type to search in list

Convulsions (SMQU)

Depression (exclsuicide and s...
Disorders of sinus node functio... | |
Dyslipidaemia (SMQ) '
Embolic and thrombotic events, ...
Eosinophilic pneumonia (SMQ)
Gastrointestinal haemorrhage (...

[] Broad

Define scope

[¥] Narrow
]

Scope -

Congenital, familial and genetic ...



Safety for Patients Met a Lab

Define Threshold

Threshold

Choose a Threshold: " # of Patients Ever Met Threshold (Step1) # of Patients with the Counts of Obs Over Threshold List of Patients With Obs Met Threshold (Step3)
100.00 1860.00 Planned # of Patients (Step2) Unique Subject |...
. Treatment - Counts of # of Patients
Obs Met
Iciue ety vales o L
Xanomeline Hig... [N
Placebo (| 1
Grand total 3 2
Zoom Slider On/Off Grand t... < :
Reset All Markings

AEs for the Selected Patients

Dictionary-Derived Term Placebo Xanom...

High
Dose

ABDOMINAL PAIN
APPLICATION SITE PRURL...
CONSTIPATION
HYPERBILIRUBINAEMIA
MYOCARDIAL INFARCTION
RASH PRURITIC

WO HAEMORRHAGE

Adverse Events for
those whose lab
measures met the
threshold.

Lab Measures Over Time for Selected Patients (Defined in Step3)
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+ -

Max. Bilirubin {umollL) xULN ~

06

0.4

Max. Bili vs Max. ALT

Max.Bilirubin (umol/L) XULN vs. Max.Alanine Aminotransferase (U/L) XULN

Zoom Slider On/Off

Marking:

@ PatientID ~

Color by:

Planned Treatment v + «
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Shape by:
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Mark the dot of
interest




Dictionar. ..

+ -

XULN ~

‘Patient Profile Page’ is synchronized to the
patient selected in the previous page.

Patient Profile for Subject: 01-705-1186, Age: 84, Sex: Female, Race: WHITE, Ethnicity: NOT HISPANIC OR LATINO

Niscontinuation Reason: Phvsician Decision
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