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The Premise

‘%You're a Clinical Reviewer - You Have To make a Filing Determination




The Background

1. Not All Applications receive a JumpStart Service

2. Not all JumpStart analyses are included today

3. We've used "dummy" data to generate the reports
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Let's Interact

We'll ask questions, you respond, using either:
1. Poll Everywhere - PollEv.com/jessej511

2. Microphone
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JumpStart uses SDTM and ADaM data

» Study Data Tabulation Model — SDTM is a representation of data collected on
subjects in a clinical trial. Sources include Case Report Forms (CRF), Electronic Data
Capture (EDC), Electronic transfers (e.g., lab, ECG), and Electronic Health Records
(EHR)

» Analysis Data Model — ADaM datasets are typically built on/derivable from SDTM
domains and provide the data elements and derived data needed for a specific analyses

SDTM to
ADaM

ISS
Assessment

SDTM

Assessmont Traceability

» Assessment of the

ESSh » Comparison of key » Summary of ISS
Define file, SDRG, variables between documents and
and all SDTM SDTM and ADaM ADaM datasets
domains datasets provided

» ldentification of
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Core DataFitness




s :
ﬂQj Core DataFitness Assessments (Core DF)

* Core DataFitness Assessments (CoreDF) are a set
of automated reports
— Data Quality information for clinical reviewers
— Early in the review process.
— Common data quality errors
— Standalone
— Self-explanatory

* Approximately 75% of data quality information
previously provided only through a JumpStart
Service.

* Pilot




AE Term Matching Report

Description

This report will help you compare verbatim terms in the variable AETERM to the MedDRA terms (LLT or PT) they were coded to in
the variable AEDECOD. The uderlying logic uses a keystroke by keystroke match of the two phrases, and puts a score to how similar
each term is. It does not use any medical context . A score of 100 means the two terms are identical. Case does not impact score. A
low score does not mean that data was poorly coded.

Adverse Events Coding of Verbatim Terms

Verbatim Term (AETERM)

Ed MedDRA PT (AEDECOD )} Match Details

WEAK AND SHAKY - HYPOGLYCEMIC EPISODE Asthenia Could not match 0 1
SYMPTOMATIC HYPOGLYCEMIA (BS=46MG/DL) Blood glucose decreased Could not match 0 1
SYMPTOMATIC HYPOGLYCEMIA (BS=47MG/DL) Blood glucose decreased Could not match 0 1
SYMPTOMATIC HYPOGLYCEMIA (BS=70MG/DL)  Blood glucose decreased Could not match 0 1
HYPOGLYCEMIA - SHAKY, SWEATY Hyperhidrosis Could not match 0 1
HYPOGLYCEMIA, SHAKY, SWEATY Hyperhidrosis Could not match 0 3
SYMPTOMATIC HYPOGLYCEMIA (BS=73MG/DL) Impaired healing Could not match 0 1
HYPOGLYCEMIA - SHAKY, SWEATY Tremor Could not match 0 1
HYPOGLYCEMIA, SHAKY, SWEATY Tremor Could not match 0 3
HYPOGLYCEMIC "SHAKE" Tremor Could not match 0 1
HYPOGLYCEMIC EVENT - SHAKING Tremor Could not match 0 1
WEAK AND SHAKY - HYPOGLYCEMIC EPISODE Tremor Could not match 0 1
OCCASIONAL SYMPTOMATIC HYPOGLYCEMIA Hypoglycaemia Partial word match to PT 35 1
SYMPTOMATIC HYPOGLYCEMIA (BS=46MG/DL) Hypoglycaemia Partial word match to PT 35 1
SYMPTOMATIC HYPOGLYCEMIA (B5=47MG/DL) Hypoglycaemia Partial word match to PT 35 1
SYMPTOMATIC HYPOGLYCEMIA (BS=70MG/DL) Hypoglycaemia Partial word match to PT 35 1




Question: Is a hypoglycemic
events signal being diluted?

Description

This report will help you compare verbatim terms in the variable AETERM to the MedDRA terms (LLT or PT) they were coded to in
the variable AEDECOD. The uderlying logic uses a keystroke by keystroke match of the two phrases, and puts a score to how similar
each term is. It does not use any medical context . A score of 100 means the two terms are identical. Case does not impact score. A
low score does not mean that data was poorly coded.

Adverse Events Coding of Verbatim Terms
Verbatim Term (AETERM) Ed MedDRrA PT (renECODE Match Details B score Bl Rows Impacted
WEAK AND SHAKY - HYPOGLYCEMIC EPISODE Asth ould not match 0
SYMPTOMRTIC HYPOGLYCEMIA (BS=46MG/DL) g Could not match 0
SYMPTOTIC HYPOGLYCEMIA (BS=47MG/DL) alele y = ould not match
SYMPTOMAMTIC HYPOGLYCEMIA (BS=70MG/DL) Blood glucose decreased Culd not match

Qo

HYPOG & 1A - SHAKY, SWEATY rhi Co\ld not match

HYPOG 1A, SHAKY, SWEATY Hyperhidrosis Could not match
SYMPTO C HYPOGLYCEMIA (BS=73MG/DIJ Impaired healing Coull not match
HYPOE IA - SHAKY, SWEATY Tremor | not match

HYPQIGLYCEMRA, SHAKY, SWEATY ot match

HYPRGLYCEM ot match

HYBOGLYCEMIE EVENT - SHAKING Tremor Could not match

WEAK AND SHAKY - HYPOGLYCEMIC EPISODE d not match

OGCASIONAL SWPTOMATIC HYPOGLYCEMIA Hypoglycaemia Paftial word match to PT

SYMPTOMATIC MYPOGLYCEMIA (BS=46MG/DL) Hypoglycaemia Partial word match to PT

FMPTOMATIC HYPOGLYCEMIA (BS=47MG/DL)  Mypoglycaemia /Partial word match to PT

MPTOMATIC HYPOGLYCEMIA (BS=70MG/DL) Hywg Partial word match to PT
Look how all these terms don’t align
under a single clinical concept

Qo Q|o | olc Q|
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Supplemental Datasets Report

Application: OCS Data Generated: 2018-02-15T22:59:06
Study: PhUSE CSS 2018

Back to Summary

Description
Here is a list of variables available in supplemental datasets (starts with SUPP) - a place where

applicants put information that does not fit well into an existing SDTM structure. These variables may
be useful for analysis.

Supplemental Contents

Dataset Ed variable Namelg Variable Label (QLABEL) i Count -
SUPPEG INFARD Infarction Detail 50




Question: Wouldn’t you want to know
more about these 50 infarctions?

Application: OCS Data Generated: 2018-02-15T22:59:06
Study: PhUSE CSS 2018

Back to Summary

Description

Here is a list of variables available in supplemental datasets (starts with SUPP) - a place where

applicants put information that does not fit well into an existing SDTM structure. These variables may
be useful for analysis.

Supplemental Contents

Dataset Variable Namelj@ Vzriable Label (QLABEL) @ Count
SUPPEG INFARD Infarction Detail 50




AESTCTC after DSSTDTC Report

Application: OCS Data Generated: 2018-02-15T722:59:06
Study: PhUSE CSS 2018

Back to Summary

Finding
324 (10.3%) of adverse events started after the |last disposition date in the DS dataset

Impact
This usually occurs in ongoing studies or if subject discontinuation date is not collected.

AE start date is after the latest Disposition date

-SEQ B usuBiiD E4AEDECOD B AESTDTC
286 017 Blood creatine phosphokinase increase 2001-02-01
287 '()17 Lower respiratory tract infection 2001-03-25
288 '017 Proteinuria 2001-03-29
289 017 Diverticulitis 2001-06-08
290 017 Cardiac failure congestive 2001-06-08
291 017 Left ventricular dysfunction 2001-06-08

292 '017 Ventricular tachycardia 2001-06-24




Question: This subject was having a lot
of problems — what’s their story? What
Application: OCS Data arm We re they in?'werated:2018—02—15T22:59:O6

Study: PhUSE CSS 2018

Back to Summary

Finding
324 (10.3%) of adverse events started after the |last disposition date in the DS dataset

Impact
This usually occurs in ongoing studies or if subject discontinuation date is not collected.

AE start date is after the latest Disposition date

-SEQ BusuBliID [E4AEDECOD B3 AESTDTC

286/01 Blood creatine phosphokinase increase 2001-02-01

247 '017 \ Lower respiratory tract infection 2001-03-25

288 017 Proteinuria 2001-03-29

289017 _pwecdlits 2001-06-08
L4

2b0 017 ( Cardiac failure congestive )  2001-06-08

241 017 “\_Left ventricular dysfunction_—~"  2001-06-08

294017/ Ventricular tachycardia 2001-06-24
N




Potential duplicate AEs Report

Application: OCS Data Generated: 2018-02-15T22:59:06
Study: PhUSE CSS 2018

Back to Summary

Finding

48 (1.5%) of adverse events are potential duplicates

Impact

Potential duplicates are any adverse events with the same Unique Subject Identifier (USUBJID),
Reported Term (AETERM), Dictionary-Derived Term (AEDECOD), Category (AECAT), Subcategory

(AESCAT), Severity (AESEV), Toxicity Grade (AETOXGR), and Start Date/Time (AESTDTC). Data
manipulation may be required to avoid double counting.

Duplicate records in AE domain

usueJID Bl AeseQ Bl AEGRP Bl AESPICR AETERM [ AEDECOD Bl AEBODSYS B3 AEsEVE] AESEREE AEACN B AEREL

027 3.1 3 2 VOMITING  Vomiting Gastrointestinal disorders SEVERE N DOSE NOT CHANGED  POSSIBLE, REASONABLE PC 2
027 32 3 " VOMITING  Vomiting Gastrointestinal disorders SEVERE N DOSE NOT CHANGED ~ POSSIBLE, REASONABLE PC 2
044 4.1 s 2 VOMITING  Vomiting Gastrointestinal disorders SEVERE Y DRUG WITHDRAWN  NO, NOT RELATED, NOT SL 2
'[144 '4 2 '4 '2 VOMITING Vomiting Gastrointestinal disorders SEVERE Y DRUG WITHDRAWN  NO, NOT RELATED, NOT SL 2




Question: The overall amount of
potential duplicates is small — but
these two sets are classified as severe.
Is that enough to skew a signal?

Application: OCS Data Generated: 2018-02-15T22:59:06
Study: PhUSE CSS 2018

Back to Summary
Finding
48 (1.5%) of adverse events are potential duplicates

Impact

Potential duplicates are any adverse events with the same Unique Subject Identifier (USUBIJID),
Reported Term (AETERM), Dictionary-Derived Term (AEDECOD), Category (AECAT), Subcategory
(AESCAT), Severity (AESEV), Toxicity Grade (AETOXGR), and Start Date/Time (AESTDTC). Data
manipulation may be required to avoid double counting.

Duplicate records in AE domain

ususJID B AESEQ Bl AEGRP B AESPIR AETERM B AEDECOD Bl AEBODSYS B4 Acse\/Ed AeSERB ASACN B AEREL

027 31 3 2 VOMITING  Vomiting Gastrointestinal disorders SEVERE N DASE NOT CHANGED  POSSIBLE, REASONABLE PC 2
027 32 3 ) VOMITING  Vomiting Gastrointestinal disorders SEVERE N D@SE NOT CHANGED  POSSIBLE, REASONABLE PC 2
044 4.1 3 P VOMITING  Vomiting Gastrointestinal disorders SEVERY Y DRUG WITHDRAWN  NO, NOT RELATED, NOT SL 2
‘044 4.2 4 p) VOMITING  Vomiting Gastrointestinal disorders SEVERE\ Y JRUG WITHDRAWN  NO, NOT RELATED, NOT 5L 2




DS Coding Report

Application: OCS Data
Study: PhUSE CSS 2018

Back to Summary

Description

This report will help you compare verbatim terms in the variable DSTERM to the terms they were coded to in the variable DSDE
keystroke match of the two phrases, and puts a score to how similar each term is. It does not use any medical context . A score
does not impact score. A low score does not mean that data was poorly coded.

Disposition Coding Quality

Standardized Ter

Reported Term (DSTERM) B (DSDECOD)
CONTINUED HYPERGLYCEMIA OTHER
D/C PER TAKEDA DUE TO LACK OF ADEQUATE DOUBLE BLIND DRUG SUPPLY OTHER
DETERIORATING GLYCEMIC CONTROL PER DAILY FBG CHECKS ON HOME GLUCOMETER OTHER
DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY OTHER
DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. OTHER
DISCONTINUED DUE TO PENDING SURGERY OF PRE EXISTING CONDITION OTHER
DROPPED PER SPONSOR REQUEST - PATIENT DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY OTHER
DROPPED PER SPONSOR REQUEST DUE TO INSUFFICIENT DRUG SUPPLY.RE-SCREENED UNDER NEW NUMBER OTHER
HYPERTRIGLYCERIDEMIA DIABETIC LIPEMIA OTHER

INVESTIGATOR OPINION: EXCLUDE PT DUE TO ELEVATED ALKALINE PHOSPHATASE FOUND AT V-1, V-1 RETEST & V-2 OTHER
PATIENT #88136 WAS DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. RE-SCREENED UNDER NEW NUMBER OTHER
PATIENT DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. PATIENT WAS RE-SCREENED UNDER A NEW NUMBER  OTHER




Question: why do so many verbatim
terms that could be easily coded to the
designated controlled terminology get

coded instead to ‘OTHER’?

Keystroke matcn or tne Two pnrases, and puts a score 10 NOW Similar eacn term Is. IT goes not use any meaical context . A Score
does not impact score. A low score does not mean that data was poorly coded.

Disposition Coding Quality

Standardized Ter
Reported Term (DSTERM) B4 (DSDECOD)
ONTINUED HYPERGLYCE OTHER

D/C PER TAREDR O LACK OF ADEQUATE DOUBLE BLIND DRUG SUPPLY OTHER
REFERTORATING GLYCEMIC CONTROL PER DAILY FBG CHECKS ON HOME GLU OTHER
DISCONTINUED DUE TOTNSUFFICIENT DRUG-SUPPLY - OTHER
DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. OTHER
DISCONTINUED DUE TO PENDING SURGERY OF PRE EXISTING CONDITION OTHER
DROPPED PER SPONSOR REQUEST - PATIENT DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY OTHER
DROPPED PER SPONSOR REQUEST DUE TO INSUFFICIENT DRUG SUPPLY.RE-SCREENED UNDER NEW NUMBER OTHER
HTPERTRIGLYCERIDEMIA DIABETIC LIPE OTHER
INVESTIGATOR OPTRIONTEXCTODE PT DUE TO ELEVATED ALKALINE PHOSPHATASE FOUND AT V-1, V-1 RETEST & V-2 OTHER

PATIENT #88136 WAS DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. RE-SCREENED UNDER NEW NUMBER OTHER
PATIENT DISCONTINUED DUE TO INSUFFICIENT DRUG SUPPLY. PATIENT WAS RE-SCREENED UNDER A NEW NUMBER  OTHER




Inconsistent Units Report

Application: OCS Data Generated: 2018-02-15722:59:06
Study: PhUSE CSS 2018

Back to Summary

Finding
4,702 (2.6%) of observations use inconsistent values for Standard Units (LBSTRESU)

Impact
Manipulation or sub-setting may be needed before the effected records are analyzed.

Inconsistent value for Standard Units

LBTESTCD B3 LBTEST B ecAT B LBsc/Rd LBSPERd LBMETR LBSTRESU

CREAT Creatinine CHEMISTRY IU/L 4677
CREAT Creatinine CHEMISTRY mg/dL 4649
FATACFR Free Fatty Acid CHEMISTRY mg/dL 3270
FATACFR Free Fatty Acid CHEMISTRY MG/DL 19
TSH Thyrotropin CHEMISTRY ulU/mL 1512
TSH Thyrotropin CHEMISTRY Ulu/ML 6




Question: Why does this happen?

Application: OCS Data Generated: 2018-02-15722:59:06
Study: PhUSE CSS 2018

Back to Summary

Finding
4,702 (2.6%) of observations use inconsistent values for Standard Units (LBSTRESU)

Impact
Manipulation or sub-setting may be needed before the effected records are analyzed.

Inconsistent value for Standard Units

LBTESTCD B LBTEST BdecAT B LBsC/d LBSPERA LBMER LBSTRESU B Row Count B8
CREAT Creatinine CHEMISTRY IU/L 4677
CREAT Creatinine CHEMISTRY mg/dL 4649
FATACFR Free Fatty Acid CHEMISTRY mg/dL 3270
FATACFR Free Fatty Acid CHEMISTRY MG/DL 19
TSH Thyrotropin CHEMISTRY 7‘ I ulU/mL 1512
TSH Thyrotropin CHEMISTRY / /1 UIU/ML 6

V

And these two sets are the same



Getting to
Know Your
Data




Know Your Data

Accessing Your Data

+ Data sets can be accessed through the EDR or GS Review,
« All of the data sets are located in Module 5, within the Tabulations folder

Types of Data

* SDTM and/or ADaM vs. Legacy
* IS8 vs. Individual Study

Learning About Your Data

» Define.xml lists the names/descriptions of data sets

* Examples data sets include AE, DM, ADSL, or ADAD
* The SDRG serves as the roadmap to the study data

Selecting Studies and Subject Population

« Efficacy population limited to studies used for primary efficacy analysis

« Safety population should include all studies conducted regardless of indication
+ Subset out subjects within datasets using different variables




SDTM to ADal
Traceability
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SDTM to ADaM Traceability
Assessment

« JumpStart’'s SDTM to AdaM traceability assessment helps
answer questions such as:

— Can you trace data from ADaM back to SDTM?
— Are there data inconsistencies that may impact analyses?
— Are data missing?

« The main datasets compared are:
— DM vs ADSL
— AE vs ADAE
— LB vs ADLB
— VS vs ADVS




Example Methodology

+ Datasets:
— DM (SDTM) vs ADSL (ADaM)
« Comparison:

— Counts of subjects, Demographic characteristics, Reference dates,
and Treatment variables

» Records are joined by USUBJID and the following variables are

compared:
Characteristic DM Variable ADSL Variable

Age AGE AGE

Age Unit AGEU AGEU

Sex SEX SEX

Race RACE RACE

Ethnicity ETHNIC ETHNIC

Treatment Start Date RFXSTDTC TRTSDT

Treatment End Date RFXENDTC TRTEDT

Planned Treatment ARM TRTO1P

Actual Treatment ACTARM TRTO1A 11
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ISS Assessment

Provide reviewers with information on how the ISS was constructed
and highlight potential issues that can influence the overall
assessment of safety.

Includes review of ISS reports, ISS datasets, Clinical Summaries, and
other supporting documents

ISS it
Statistical %;"f:t:'
Analysis Summa
Plan ry ISS
ADRG

ISS
Define.xml | |

1SS
Datasets

O
\‘((\Q Summary
Presentation

12




ISS Assessment

» The four topic areas covered in an ISS assessment are:

Submission

Datasets/Documents and
Integrated Studies

A summary of the
integrated
datasets/documents that
have been submitted
and a listing of the
studies which have been
pooled into the ISS
datasets.

— e —

o —————————

Fo——— -

Analysis
Sets,
Treatment
Arms, and

Safety
Population

An overview of the i
analysis sets the |
applicant used when l
performing safety |
analyses, as well as :
highlighting any |
treatment arm pooling l
that was done. |

—_——— e ———— e — — 1

Important
Analysis
Variables

Important variables that l
support the reviewer's |
safety review are |
highlighted. These |
include analysis set |
population flags and |
treatment emergent I
flags. |

—

MedDRA
Analysis

e —————————————— —

| A summary of the |
| MedDRA versions used |
| forindividual studies |
' and the version used for |
| integrated data showing |
| any MedDRA |
| inconsistencies. |

13
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Tool

Safety Analyses Overview

Clinical Study Data
Analyses Tools

Analyses

Adverse Events
Patient Profiles
Laboratory Results
Identify Hy's Law
Candidates

Vital Signs

Strengths

Drill down to specific subjects for which a potential
signal exists

Determine if an AE coincides with any other
events/exposures

View Venn Diagrams and Forest Plots for AEs of interest

Liver Lab Panel

Labs Greater than
ULN

Possible Hy's Law
Maximum Lab Values
Compared to Baseline

|dentify subjects with potential drug induced liver injury

MedDRA at a Glance Adverse Events + Easily follow a potential signal across multiple levels of
the hierarchy in a combined view

Severity/Toxicity Adverse Events * View adverse events by maximum severity/toxicity for

Panel each subject

MAED Adverse Events + ldentify possible safety signals by looking at risk

SMQs

difference and relative risks at each level of the
MedDRA hierarchy

Drill down to specific subjects Use SMQs to identify
specific medical conditions or areas of interest that are
not seen through comparing SOCs and compare
potential findings across arms

Determine the PTs that are driving each SMQ




Analyses to Identify Potential
Hy’s Law Candidates

Possible Hy's Law Cases

Combinations for Possible Hy's Law Cases: At the Same Visit

Liver Lab Test
At Same Visit

600 mg BID

 N=204

Event Count  Subject Count % of Subjects

ALT orAST= 3 ULN, TB = 1.5 ULN & ALP normal 1 1 ’

ALT orAST= 3 ULN, TB = 2 ULN & ALP normal 0 0 0.00
ALT orAST =5 ULN, TB = 3 ULN & ALP normal 0 0 0.00
ALT orAST= 3 ULN, TB 2 1.5 ULN & ALP > nomal 9 3 1.47
ALT orAST= 3 ULN, TB = 2 ULN & ALP > nomal 7 3 1.47
ALT orAST=5 ULN, TB = 3 ULN & ALP > nomal 6 2 0.98
Total Subjects 0 3 1.47
ALT orAST =3 ULN, TB = 1.5 ULN 10 3 1.47
ALT orAST = 3 ULN, TB = 2 ULN 7 3 1.47
ALT orAST = 5 ULN, TB = 3 ULN 6 2 0.98
Total Subjects 0 3 1.47

Notes: All scores are post-baseline. Cases that have the lab combinations occurring at the same visit.




Plot to Identify Potential
Hy’s Law Candidates

Hy’s Law Plot: ALT>3xULN vs TBili>2xULN with ALP <2xULN,
Double-blind Pool

e |

Peak Numeric Result/Finding in Standard Units:T

BEeREENaBELEESE S

HD6H 10 16 B 40 63 10 16 25 40 63 100 158 251 398 631 1000 1585
Peak Numeric ResultFinding in Standard Units:ALT (SGPT)ULRR
Planned Treatment Group 1
A A200mg e 1600mg ¢  1800mg » 400mg # 600mg + 800mg © PLACEBO




Graphical Patient Profiles

General Tablesl Demographics|

4 Demographic

Subject Age Sex Race Site Am

NOTE: Shudhy D

Start Date EndDate Study
300mg

MNOTE: Study Day is set to 0 whenenver Start Date is missing

4 = Profile

INFORMED CONSENT OBTAINED
RANDOMIZED

WITHDRAWAL BY SUBJECT
DEATH

=

Gamma-glutamyftransferase increased
Hypomagnesaemia

PARACETAMOL
PROCHLORPERAZINE
TAXOL/CARBOPLATIN
TAXOL

UGCU&TE SODIUM
DOXIL/CARBOPLATIN
LORAZEPAM
IBUPROFEN
DEXAMETHASONE
CALCIUM CARBONATE
OMEPRAZOLE

HERBAL PREPARATION

AMILORIDI
MAGNESIUM CHLORID
CYCLOPHOSPHAMIDE
i

ALT

AMYLASE

APTT

narm

Visits

8 St iubbimdmd {s L 4 "W
Exposure

Disposition

Adverse Events Analysis Dataset
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L]
e

Concomitant Medication Analysis Dataset
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Laboratory Test Results

4Legend
Adverse Events Analysis Datase
w—|\lild ¥ Seriows

wn Moderte  + Not Seriots
— R
Life Threatening

— ()3

Events and Interventions

wmm [efined Range by Dates or fag
= = StartorEnd Dates Missrg

4 Frior Flag

» Ongoing Flag

7 DatesorFlags Confict
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Numeric Findings with High o |
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Analyze Structured MedDRA Queries (SMQs)
with MAED

Al > Je | WARNING: THIS IS ONLY AN EXPLORATORY ANALYSIS! "I

1 A ’ B ' € | D E F G H ] J K =
1 [WARNING: THISTS ONLY AN EXPLORATORY ANALYSIS!

2 " after SMQ name indicates SMQ with narrow terms only. Broad search will yield the same results.

3 Number in parenthesis before SMQ name represents SMQ level

4 P-values should be used for ranking purposes only, not for determining statistical significance.

6 1200 mg (N = 410) . 800 mg (N = 415) . 400 mg (N = 196) f

Number of Proportion Number of Proportion Number of Proportion

T SMQ (Narrow Search) X Events |~ subjects | ~ (%) X Evenis |~ subjects |~ (%) Events subjects |~ (%a) Events

8 (2) Gastrointestinal nonspecific symptoms and 184 101 2463 136 87 20.96 51 34 17.35 88

9 (1) Gastrointestinal nonspecific inflammation and 195 103 2512 149 92 2217 52 35 17.86 97 =
10 (1) Hearing and vestibular disorders 43 N 7.56 20 12 2.89 6 6 3.06 4

11 (2) Vestibular disorders 39 27 6.59 19 11 2.65 6 6 3.06 2

12 (1) Hyponatraemia/SIADH 16 15 3.66 9 9 217 3 3 1.53 1

13 (1) Depression and suicide/self-injury 22 17 4.15 15 10 241 = 8 4.08 15

14 (2) Depression (excl suicide and self injury) 22 17 415 9 8 1.93 9 8 4.08 14

15 (2) Leukopenia 10 8 1.95 8 6 1.45 3 3 1.53 4

16 (1) Ocular motility disorders 8 8 1.95 8 4 0.96 3 3 1.53 3

17 (1) Dyslipidaemia * 13 1 2.68 21 12 2.89 8 4 2.04 9

18 (1) Haematopoietic cytopenias 12 9 2.2 10 7 1.69 5 5 2.55 6

19 (1) Extrapyramidal syndrome 6 5 1.22 7 1 0.24 0 0 0 3

20 (1) Thyroid dysfunction 5 5 1.22 7 7 1.69 2 2 1.02 3

21 {2) Hypothyroidism 5 5 1.22 4 4 0.96 1 1 0.51 3

22 (2) Hearing impairment 4 4 0.98 1 1 0.24 0 0 0 2

23 (1) Hepatic disorders 7 3 0.73 8 4 0.96 3 3 1.53 2

24 (2) Drug related hepatic disorders - 7 3 0.73 T 3 0.72 3 3 1.53 2

25 (3) Liver related investigations, signs and 7 3 0.73 7 3 0.72 2 2 1.02 2

26 (1) Lack of efficacy/effect * 3 3 0.73 1 1 0.24 2 2 1.02 1

27 (4) Disorders of sinus node function * 2 2 049 4 4 0.96 0 0 0 0

28 (1) Ocular infections 2 2 0.49 1 1 0.24 0 0 0 0

29 (1) Hypertension * 16 12 2.93 13 1 2.65 9 6 3.06 13

30 (2) Gastrointestinal nonspecific inflammation 3 3 0.73 T 7 1.69 0 0 0 2

31 (2) Thrombocytapenia 2 2 0.49 1 1 0.24 1 1 0.51 1

32 (1) Asthma/bronchospasm 1 1 0.24 0 0 0 1 1 0.51 0

33 (1) Dementia 1 1 0.24 0 0 0 0 0 0 0

34 (2) Dystonia 1 1 0.24 2 1 0.24 0 0 0 0

35 (2) Parkinson-like events 0 0 0 0 0 0 0

36 (1) Gastrointestinal perforation, ulceration, 3 2 0.48 0 0 0 0

37 (2) Gastrointestinal haemorrhage * 7d 1 024 0 0 0 0

38 (2) Oropharyngeal allergic conditions * 0 0 0 0 0 0 0

39 (2) Gingival disorders * 2 2 0.48 1 1 0.51 0 L
M 4 » M| Introduction . SOC  HLGT  HLT /PT Broad . Algorithmic | Narrow . %3 nEN! Il 0
Beadeg) |EEm 100% (=) {J (+)



Additional
Quality
Checks



Quality Checks

« JumpStart validates its analyses against the applicant’s study
report and differences are communicated

Analysis

eCRF
: (ADaM Study Report
(Standardized) . Preferred) .

14




Quality Checks

Analysis Check Type CSR Page # Differences Found
Demographic Tool Spot Check Counts 25 No
Demographics by Spot Check Counts 26 No
Disposition
Disposition Events by Arm All Counts Verified 30 No
Clinical Review Tools Spot Check Counts 35 No

Yes, slight difference in
: : methodology due to applicant
Liver Labs All Counts Verified 42 .
excluding tests done at local
labs
MedDRA at a Glance Spot Check Counts 35 No
AE Severity/Toxicity Spot Check Counts 35 No

Adverse events matched to MedDRA version 18.0. 15
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Custom MedDRA Queries Using the
MAED Tool

 In this example, the Hostility/Aggression SMQ was modified to
only include terms of interest to the reviewer
— Terms from the Hostility/Aggression SMQ were used as the basis for this
modified SMQ. “Skin laceration” was excluded from the list of included terms

SMQs Available Terms
Hostility/aggression rychologica

[JSkin laceration (B)
L | F W

— Terms such as “Akathisia” were added to the modified SMQ

Search: [_a kat ﬁ Add Selected j
Available Terms
W1 Akathisia

17




Custom MedDRA Queries Using the
MAED Tool

« MAED provides a user-friendly way to create CMQs

« JumpsStart provides instructions on how to create a Custom
MedDRA Query (CMQ) in the MAED tool

Build Custom Query

Select to Create or Edit a Query File: [Create a new query v|
MedDRA Version: File Name: Description:
]Hostlhty CMQ ‘ [Modiﬁed Hostility SMq x I ' Save I
I Add Preferred Terms I | Add Terms from SMQs [ [ Add Own Group of Preferred Terms I

16
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Demographic Tool with R Shiny User [pA
Interface

Provides targeted descriptive statistics and safety endpoint analysis for
demographic subgroups, including age, sex, race, and ethnicity, as required by
Section 907 of the Food and Drug Administration Safety and Innovation Act of
2012 (EDASIA)

Demographic tables extracted from completed product reviews are published in
FDA's Drug Trial Snapshots, an initiative of the Professional Affairs and
Stakeholder Engagement (PASE) Staff in the CDER Office of the Center Director

[Takie £ B Suhgroup Analpsic for Prissey Endpoint (SAFFL = 0]

(e [y e T wveem | o]
I T 7 - A=~ I = 1 E
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Demographic Tool with R Shiny User
Interface

* Reviewers select variables for

analyses using drop-down menus « Easy way to customize groupings for

characteristics such as age

Please complete the following questions... Questionnaire... (Continued)

What analysis would you like to run?

Drescriptive Statistics - Enter the number of age groups:

3
What is the variable name for treatment arm?

ARM - Age Group #1

ARM ~
ACTARM

TRTO1P

TRTO1A

STUDYID

USUBIID

SUBJID [
sex "

What is the variable name for age?

age

What is the variable name for race?
o

e - % =

| p w,

What is the variable name for ethnic?

ethnic
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