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FDA REVIEW CAPABILITIES

- Data Validation
- DataFit: CDER's Data Validation Platform

- Review Tools
- Clinical: eDISH, MAED, jREVIEW, FIRRS, etc.
- Non-Clinical: NIMS
- Data Warehouse: Janus



What is the “DataFit”
- Objectives
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*Source1: Modernizing the Review Process through Innovation, Liliam Rosario, CSC-CDER FDA, FDA/PhUSE CSS 2013



DataFit - Profiles

Profile + Score
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General Data Quality (2 Profiles)

CDER Commeon Data Standards Issues B 60 39 16 53 0 53 0
SDTM v3.1.2 General Data Quality ek 39 42 253,649 764 252,882 3
Laboratory Findings Analysis (6 Profiles)

Liver Function Analysis Panel B a0 Fail | 3 5 2,453 2,452 0 1
eDISH 4| Fail | 6 5 3,692 2,465 13 1,214
JReview Liver Function Baseline Box Whiskers  [NEGEGGETY 3 0 2,453 0 2,452 1
JReview Labs Baseline vs Max/Min Scatter Piots [T 3 0 1 0 0 1
JReview Hy's Law Plots B 100 3 0 1 0 0 1
JReview Hy's Law Patient Listing B 100 3 0 1 0 0 1
Metadata (1 Profiles)

Study Metadata B 100 39 0 0 0 0 0
Overall Survival Analysis (1 Profiles)

Qverall Survival Analysis Panel B 100 7 1 14 0 10 4
Standards Compliance (2 Profiles)

SDTM v3.1.2 Compliance B 94 39 32 30,521 0 30,502 19
SDTM v3.1.2 Controlled Terminology B 100 39 0 49 0 0 49

Found 30 records

*Source2: CDISC Standards in FDA Submissions, Max Kanevsky, NJ CDISC User Group June 17,2013



DataFit - Define Viewer

Properties || Datasets |Variablas| Code Lists || Value Lists | Computation Methods

|Q DM| | = Print Copy [ Download

Domain ¢ Order ¢ Variable < Label % Type < Length & Codelist = Origin %+ Role ¢ Comment % Issues o
If DS record exists with
) _ RECORD
DM 12 DTHFL Subject Death Flag  text 1 ¥_BLANK Derived QUALIFIER DSDECOD="DEATH" then
DEATHFL=Y.
. ” _ RECORD " ) N
DM 13 SITEID Study Site Identifier text 3 Assigned Error OD0075: Invalid ‘DataType' value
QUALIFIER
. RECORD Subject's Age at start of study
DM 14 AGE [:] number & Derived
Ag QUALIFIER  drug (RFSTDTC). L1
VARIABLE
DM 15 AGEU Age Unit: text 3] AGEU Assi d AGEU="YEARS"
ge Units a ssigne QUALIFIER
RECORD
DM 16 SEX Si text 1 SEX CRF P; 7
ox ¢ age QUALIFIER
RECORD
DM 17 RACE R tent 78 RACE CRF P 7
ace ¢ age QUALIFIER
RECORD
DM 18
QUALIFIER o
DM 19 ARMGCD Planned Arm Code  text 8 ARMCD Assigned RECORD According to randomization list
g QUALIFIER 9
Description of ) SYNONYM ) N
DM 20 ARM Planned Arm text 20 ARM Assigned QUALIFIER According to randomization list
DM 21 ACTARMCD Actual Arm Code text 8 ARMCD Derived RECORD Derived from EX
QUALIFIER

Found 54 records (filtered from a total of 313)

*Source?2: CDISC Standards in FDA Submissions, Max Kanevsky, NJ CDISC User Group June 17, 2013



( - dual patient time course of liver tests - Windows Internet Explorer
D ru g I n d u Ced : ;e rI O u S - |g htu:-:f;’:deI156Szfsa'iptsfbroker.exe?_servi-:e=de1’au|t&_server=cd'n'5115652&j0rt=1345&_sessic-nid=].LDmI:‘I'g?KSZ&_j 2| X IGc-c--;Ie

= = @& Individual patient time course of liver tests | | J@‘@'g
e pa tOtOX I C I ty Unique Study Identifier | Investigator Identifier | Unique Subject Identifier| Treatment Group| Start Date of Dose| End Date of Dose| Sex  |Race | Age]
SH-TPA-D005 2180-Franklin M. Scheel 5402 Ximelagatran 12/12/00 02/09:01 Female Caucasian 73
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*Sourced: Drug Drug-Induced Liver Injury: Making
Decisions, Making Progress, Douglas C. Throckmorton *Source4: Leveraging High Quality Standard Data to Benefit the Public
MD, CDER FDA, March 20, 2013 Health, Chuck Cooper, FDA, NIH Data Standards Forum October 19, 2012
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eDISH (evaluation of
Drug Induced Serious
Hepatotoxicity)

. RN DAMASHIRICHS I BT AR
>~ DRRATIC387

. 1EREROINCOERIRT — 5% 1 EE D
Hh(CaEEL . —BETONSEN 212 H

« INTOWEEREDT —H% ., EHHEH
MSEFERFIOERIT—4 (E=EF
PIFEEERE. BRI ERE)
[CEXTHED TIBIENTEDS

- DILI (EVIIERHESE) Oz

o IRV T —INRAEREKU,
eDISHDZ LA—XBREFTORHIC,
CDISCICERMLIEA DT —Fh LB

Figure 3 Portal of eDISH

Function

A New Graphic Tool for Evaluation of Drug-Induced Serious Hepatotoxicity

¢DISH

in Clinical Studies Using SAS/IntrNet v.9

Data library: I[atlanta ) Atlanta - Analysis of DILI Llj
Guide me:  The member of a data library usually represents a clinical study.

Select a study of interest from the drill-down list, then click on
the "Next>" button to continue. The steps you take are straightforward.

Figure 4 Select DILI data set within a selected data library (Step 1)

Function

Import Drug-Induced Liver Injury Data (Step 1)

Selectthe DILI data

sta path name: CAANETPUBVAWWWROOTUEDISHIDATAVATL ANT.A

Data set nams: |DILIDF-.TF~_SUPP_I.1ASIFFRT ( mask trt for dilidata_supp )

Data restructuring foot DataSmart> IUEe DataSmart if the data are nof su

For software-demo purpeses, please szlect DILIdata and, in Step 4, szlect DILIdeme.

Llj Resetl ggedlﬂl rows |r|  Preview datas |

itable for the DILlanalysiz

Clidk to continus
Impert DILI data

Guide me: The nama of a data set is coupled with a label in parentheses representing the meaning of the data set
If this is your first time to import the DIL| data of this study. select the DILI data with a lshel (LB )
or (b ) followed by a click on the "Mext: Import DILI data>" button You are entering the data

standardization procedures. If you have already created 2 standardized data set (analysis data).

simply choose a data set labeled [Saved DILl data ...}, then click on the "Next: Bypass data standardization”

button. This way. you can
=Homea | =Previous || Megadt: Import DILI data= I

quickly get to the graph.
Mext: Bypass data standardization= I ?l

Delete saved standardized data

|2l

*Sourceb: How a SAS/IntrNet tool was created at the FDA for the detection of potential drug-induced liver injury using data with
CDISC standard, Ted Guo, John Senior and Kate Gelperin, FDA, WUSS September 2, 2009




MAED (MedDRA-based

Adverse Event Diagnostics)
(pronounced like "maid”)
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*Sourcel: Modernizing the Review Process through
Innovation, Lilliam Rosario, CSC-CDER FDA, FDA/PhUSE
CSS 2013

iy

WARNING: THIS IS ONLY AN EXPLORATORY ANALYSI3! Consult your statistical

reviewer before drawing any conclusions based on this analysis. Adverse event
data for clinical trials are often collected with no pre-determined case definitions,
ascertainment, analysis plan, or hypotheses. For this reason, interpretation of
tests such as p-values and confidence intervals should be approached with
extreme caution due to potential issues with multiplicity, misclassification,
ascertainment, testing, and other possible biases.

Introduction

' | Clinical Trial Analysis

MedDREA Version 131

- |Input demography dataset: adsl.xpt

Input adverse event dataset: adae xpt

- |Demography where statement: WHERE SAFFL =7

" |Adverse event where statement: WHERE AEEMFL =~

Continuity correction = 1 used for R and OR with zero cells.

' |Thursday, June 14, 2012 11:53

1+ » ]\ Introduction / Groups / SOC /HLGT /HLT £/ PT/ Broad / Algorithmic / Narrow /

*Sourceé: MedDRA-based Adverse Event Diagnostic Service, Joy Li, MS,
CSC-CDER, FDA, June 26, 2012



MAED - RESULTS OF MAED ANALYSIS

Table 1: AE MedDRA Hierarchy summary at SOC level
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1 WARNING: THIS IS ONLY AN EXPLORATORY ANALYSISI
£Z_| Sncondary proferred forms sxchided. Sorted by Risk Difference (in this example)
3  P-values should be used for ranking purpeses only, not for detenmining stalistical significance.
5 ESTUDY DRING AR 400 MG Q0D (W = 206) COMPARATOR DRUNG 200 MG 810 [N = 148) STUD Y DRUG Vs, COMA
Flumiber of Proporiot Funrber of Froporos RD ROGT ROCI RRCT =]
o S0 - Evenis |~ subyecis |« %} - Evenfs | = subyecis |- ] = | fiper huvrdre| oL | flower boum ~ | {upper bour = RR = | (lower bound = | jumes
7 | Gastrointestinal disorders o8 70 2373 11 11 7.43 16.3 985 22.73 3193 1.745 5
8 Injury. poisaning and procedural complications 4 a1 10.51 5 & .38 713 258 11.68 111 1.236 7
| Sanaral disorders and administration site
| 9 conditions 41 as 11.B6 9 9 604 578 045 1112 1.951 (=15 1
| 10 Merous system discrders 40 33 11.19 10 9 G604 .11 016 10.37 1.84 0.904 3
| 11 Psychiatric disordaers 24 31 10,51 a8 8 541 51 0.05 10.15 1.944 0.917 4
12 | Skin and subcuianeous tissue disorders 41 2% 8.a1 T T 4.73 4.08 -0.E2 BE.TD 1.863 0.82B 4
| 13 Infections and infestations 162 108 36 61 Fi 49 3311 35 -5_BG 1287 1106 0841 1
|
/| 14 Musculoskeletal and connective ligsue disorders B1 4 13.66 20 15 10,74 342 -2.B1 .66 1.333 0754 2
| 15 Respiratory, thoracic and mediastinal disorders 29 27 9.15 g ¥ 6.04 3.07 -1.89 B.14 1.605 0.T27 3
16 Cardiec digorders ] ¥ 237 2 2 1.35 1.02 -1.62 A.467 1.756 0369 [}
17 Hepstobiliany disordsrs 2 2 0.68 1] 0 o 068 -0.26 1.61 1.515 0155 il
18 Immuns systam disorders 4 4 1.36 1 1 064 068 -1.19 2 55 2007 0226 1]
19 Metabolism and nutrtion disordars B 3] 203 2 2 1.35 068 -1.74 3.14 1.505 0.308 7
20 Endocring disorders 1 1 034 a [i] o 034 -0.32 1 1.01 0032 1
21 Pregnancy, puarparium and parinatal conditions 1 1 0.34 a 0 ] D.34 -0.32 1 1.01 0.022 1
22 Renal and urinary disorders 3 3 1.02 1 1 063 D34 -1.41 2.09 1.505 0156 U
| 2?5 Social circumsiances 1 1 034 a 0 1] D34 -0.32 1 1.01 0.092 1
24 Blood and ymghatic aystem disorders B & 1.68 3 3 2.03 -0.33 -2.04 23T 0.835 0.203 3
25 Ear and labyrinth digordere 3 3 1.02 2 2 1.35 -0.33 -2.52 1.88 0.753 0127 4
26 Con sl L 0ol i 1 063 -0.34 -1.81 1.14 0602 0.032 T
27 Repry a 203 067 -1.a 1.96 0.66% 0152 i
2= Buraid Tabs for Analyses on MedDRA Hierarchy Levels and for All SMQs [ 1 T X T D502 0071 3
| 29 Vascl g 10 676 -0.98 -5.83 .85 0853 0401 1
30 Irvestigations 4.41 n ) .41 -1 -5.33 333 0815 0346 1
Meaplasms benign, malignarmt and uns ed | M
i| 31 (incl cysts and polyps) 271 7 ] 4.05 -1.34 -5.02 234 0.653 0236
32 Eye disorders 237 3 T 4.73 -2.38 -6.19 1.48 0502 01759 1
" 4 r w| Introducton | SOC HUGT - HLT PT - Broad - Algonthmic - Mamow o Fa IER 1] - k|
Ready =4 |0 1009 (=) L Gl

Zhongjun Luo, CSS-CDER FDA, FDA/PhUSE Computational Science Symposium 2013

*Source’7: MAED Service: FDA-Developed Tool for Clinical AE Data Signal Detection, Xin (Joy) Li; Chuck_Cooper:
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NIMS (Nonclinical
Information Management
System)
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*Source?: NIMS User Guide, CSC-CDER FDA
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PC-0029: Sub-Chronic: 2 Weeks study on Rats
Study ID: PC-0029 [ Compound ID: PTHM 075
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Page 57; Figure 86: z-Transformation (Box-Plot)
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FIRRS (FDA Investigators Rapid
Review System)
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*Source1l: Modernizing the Review Process through Innovation, Lilliam Rosario, CSC-CDER FDA, FDA/PhUSE CSS 2013
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