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Roadmap

» Introduction to JReview and our Clinical Data Stream
» Why leveraging CDISC SDTM was the best choice

» Designing a clinical data stream that supports both review and
analysis

» Supporting consistent SDTM mapping with a sponsor
implementation guide

» Ensuring that available data content supports all consumer needs

» Building a refresh and review process that makes accurate data
available as needed

» Examples of how the application supported efficient use and
review of study data




JReview Introduction

» JReview is the tool we use to perform:
» data visualization
» reporting
» exploration

» Monitor data quality and patient safety, as well as visually explore data to
identify trends

» Used at Medimmune to review raw clinical study data received from EDC
and external study data sources, i.e., lab, pk, etc.

» Automated daily extracts on raw data are performed, converted to SDTM
and loaded to JReview

» JReview reports are generated for internal use only, primarily for data
review, and will not be used for any official or regulatory purpose



Clinical Data Stream Introduction

Raw Data
(CRF, External

Data)




Why Leveraging CDISC SDTM Best
Choice?

» Single source of standardized data

» If raw data is used for data visualization, then the reports and
visualization schema would have to be rebuilt and revalidated for
each study.

» The same data will be reviewed by statistical teams and used for
analysis and submission.

» This will reduce the effort from having multiple groups reviewing the
same data in multiple formats.



Clinical Data Stream as Applied:
SDTM + EDC System Variables for JReview

SDTM +
Raw Data EDC

(CRF, External l system
Data) variables
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Medi SDTM 1G

» To ensure consistent mapping, Medimmune has developed an SDTM
Interpretation Guide.

» The Medi SDTM IG consists of all the mapping standards based on the
SDTM IG and Medimmune specific implementation rules.

» The Medi SDTM IG includes standard mapping for all supported
domains and includes several tabs:

» SDTM Planning
» Raw Dataset-Domains Chart
» Domains tab

» Individual domain tabs



SDTM Planning Tab

» Completed as part of the SDTM planning meeting held prior to the
start of mapping.

» Contains key information about the applicable SDTM standard and
Pinnacle 21 version.

» Includes an overview of the study protocol, basic timing (first subject
dose, database lock, etc.) and information about SDTM the delivery
schedule for each end user group (such as JReview and analysis).



Raw Dataset-Domains Chart Tab

» Provides an overview of how raw datasets and CRF forms relate to SDTM dom
» Highlights key mapping decisions that would benefit from discussion.

» Helps ensure that all the raw datasets and unique CRF forms are mapped to SD

Raw DS SDTM domain

Subject SUBJECT Not applicable
Inform Consent 3-4 IC DM, DS
Entry/Randomizaton 5-6 ENTRAND DM, DS
Screen Failure 7-8 SF DM, DS
Screen Failure Eligibility 9-11 SFIE IE

Screen Failure Demographics |12-15 SFDM DM, VS
Screen Failure Adverse Event |16-20 SFAE AE




Domains Tab

» Contains the domain level information required for the define.xml.

» Includes domain names and labels (including supplemental domains) in alphabeti
order.

» Key variables used to define a unique record are listed.

» Domain structure and class information is also available.

Domain |Description KeyVariables Structure Purpose Class

AE Adverse Events STUDYID, USUBJID, AEDECOD, AETERM, AESTDTC One record per adverse event per subject Tabulation |[Events

AG Procedure Agents STUDYID, USUBIJID, VISITNUM, AGSTDTC, AGTRT One record per constant dosing interval per subject  |Tabulation |Interventions

CE Clinical Events STUDYID, USUBJID, CETERM, CESTDTC One record per event per subject Tabulation |Events

cM Concomitant Medications STUDYID, USUBJID, CMTRT, CMSTDTC One record per recorded medication occurrence or Tabulation |Interventions

constant-dosing interval per subject

DA Drug Accountability STUDYID, USUBJID, DATESTCD, VISITNUM One record per drug accountability finding per subject |Tabulation |Findings

DD Death Details STUDYID, USUBIJID, DDTESTCD One record per finding per subject Tabulation |Findings

DM Demographics STUDYID, USUBIJID One record per subject Tabulation |Special Purpose
Domains




Individual Domain Tabs

» Consist of all the variable level details required for programming and define

» All the mapping instructions (based on raw data and study documents) are provi

generation.

the programming notes column.

» Medimmune specific guidelines for mapping are provided for each variable.

DOMA - |ORDER - |[KEEP_VAR - |VARIABLE - |LABEL - |MEDI_GUIDANCE - |PROG_NOTES - |SOURCE - |DEFINE_COMMENT
AE 1 Y STUDYID Study Identifier Must match SDTM DM.studyid Set to STUDYID from SDTM DM Set to STUDYID from SDTM DM.
AE 2 Y DOMAIN Domain Abbreviation Set to AE Set to AE Set to AE.
AE 3 Y USUBJID Unique Subject Identifier Must match SDTM DM.usubjid Set to USUBJID from SDTM DM Set to USUBJID from SDTM DM.
AE 4 Y AESEQ Sequence Number Based on "keys" variables in the Sort by key variables, assign sequential Sort by key variables and assign
domains tab; should define unique integer by USUBJID. sequential integer within each
records within a subject USUBIJID.
AE 5 N AEGRPID Group ID Typically not needed/populated. Can |<drop>
be used to associate related AEs for a
subject. This is for categories that
vary across subjects.
AE 6 Y AEREFID Reference ID Typically used for references that are |Set to AE.recordid, SFAE.recordid, AE.recordid | SFAE.recordid |

not on the CRF; use for the variable
value that is used as a key reference
for linking AE records and associated
coding records.

AECD.recordid, SFAECD.recordid (this is a
key merge variable between AE, and AECD,
SFAE and SFAECD)

AECD.recordid | SFAECD.recordid




File Edit View Format Browse Window Advanced Hep
NS $ ¥ i3 ResEmt onbHHivEe o | Revew @ || Ressiat

LFT_Composite

2] [2 LFT lab results detail patient listing - All Patients 0 x| %" Hys Law ALT Baseline C ite - All Patient ox E Patient Profiles Browser - 1 case of 467 selected.
o ‘Eazehne [Baselng Rezuk | maxResE mex | (@ Create Profie. .| Pabent Revew:C -no fiter- v DataT iew:
(e - A - x i fit wpe Review: OFF (no Data Type fiter)
2| AN STDND SITED LSRN0 (LBTEST Resut |RatotollN  |moxResut nuunenntn%c i Cholestasis Hy's Lawe '
3 ||[¥2 ALINE RASUD T THIEGE K30 11400 [ AS] A [UER CLE e 1.45 U3 T a B R e e s s e B : IReviewed O Raview Llevel O RevewInfo & Study O usueIm O
|95 ACTIE kAddl [81E03 BLI ¢ jomsoEl [z 1 o3 - 3% 3% = == oo ro P
|98 ACIE Kadal  |BiE03 AT 19 03983333 | 18421053 0.73 @ = roe o Ll Qinica piew Patient Kaso1 KA4D1L_10523
95 ACTME KANDL  |B1EE AP &6 0528 71 rorsse o5 (Il 2 1(5 : - Qinical plone Patent KASOL FAAD1- 10525
95 ACTISE KA4DL | BIE07 |KA401_11406 [BL1 7 oaEieia |+ B 0.6% E
97 (ACTIVE KA4OL | BiE08 AST (18 042357143 |20 LU 048 2 S L L i ko | Prey CASE Next CASE | enl ~oe
98 ACTIYE kA0l [BIECR AP 55 0.94 57 L0383 04 W0l - : a8
99 ACTISE Katdl  |B1ER AT 1 022916667 |23 20909091 143 o Normal ) Temple's Corollary [ 4
100  AZTIVE KA40L |BI1C03 |KA401_11413 |61 7 oaela |12 1.7142857 (0.5 § :
100 ACTIE KA4dL  |81E03 AST IS 035714285 IS 1 0.3 = Shi | 2 Graphical Patient Profile [KA401:KA401_11417]
102 ACIIYE Kaddl  |B1E03 TCES 0.26% s 1.050606]  0.23 E BN - “a Patiant ID KASD1_11417 ARM: ACTIVE
103 ACTIYE KAad0l (81608 ALT o4 0.5 24 1 0.5 a @ RFSTOTC: 200501-20 RFENDTC: 200502-27
104 ACTIVE RA4QL [BIE03 |KA4DI_11435 BT 12 054545455 |1+ 1.1666667 0.6+ =2 SITEID: 81808 | COUNTRY: USA
105 ACTIVE KA40L  |81E03 AST 16 03805523 |20 15 04 =y i e i Bl e lax AGE 23 SEXF
106 ACTIYE KAddL | 81803 ALT 13 027083333 |15 1.1528962  0.3] E - - RACE WHITE ETHNIC
307 ACTIVE KAdOL  |BiF08 AP 49 |naw 5 10408163 0.4) £ 0.1 Lo o 0L L 0 4
Posthaseline Peak BLOOD CHEMISTRY TEST_ALT {xBLNj Treatment
Baseline Quadiant - I A
Loncom dan edicatiorns
stacic ® Hve L= ™
Cholestssis ® Hy's Law + Normal ® Templa's Corollare ETHINYL ESTRADIOL (+) NORGEST)... [——
12 ACTIVE RA40L  |BIE03 |KA401_11420 |ALP 57 0.45 57 1 0.4 Ve#  Anrotaton SULFAME THOXAZOLE —
113 ACTIE KA4dL (81603 | jar = 10.7291&367 los 1 073 ¢ LORATADINE {——
T + 4 . 1m0 | « > »| Page: 1  TotalPages: L Reset [] shaw Capton NAP ROAEN SODIUM S ——
—_ DEXAMETHASONE (4) NEOMYCIN 6. S—
® 8¢ I show Fiter]| Refresh| ® % k42 Aidvarn Evanle
- FOLLICULITIS —
[ AE Listing - All Patients. 0 x | | Hys Law AST Baseline Composite - All Patients ax INFLUERZA _—
c—/ | [Prefened Fart N ] COMJUNGTIVITIS —
om 5 iﬂl S ‘hﬂ I‘QE T".I._- 995 - pur n . Chalestasis - WS Lave Liver functio n tests
il KR40l 10522 |F | OTHERRACE 35 |LIMEDISCOMFORT 004 E. " a4 750 |
12 DIZZINESS 2006-01-— a =t = 24 ALT (U @EmInotransteraseil) | k.
13 KRDI_10623 M |OTHER AACE 45 | DIZZINESS 2006-01- = 9PN =L 230
13 KA401_11406 11 | WHITE 35 |FEELING ABNORMAL 2004-12- § s10 |k i . ;
15 TIASOFRARYREITIS 2005-01 7 i ABT (U @aminotran sferasesn) o 2 e ]| {
16 TYJSER 2004-12- E 01 3 [ []| K PO BLAL.... O fan ] — — -
17 HEADACHE 2004-12- Temple's Coroll 120 e s
5 TEEDRTE T g A : e = BILI i romoldilrubinii) _ A
el | ! H 70
19| HEADACHE 2004-12- 2 3 -
20 LPFER RESFIRATORY TRACT INFECTION | 2004-124 T o + ALP qUialk IDIOS)BD e
21 KAI0I_11413 F | WHITE 27 |DYSCEUSIA 2006-01- 5 1 ;D P 0
22 DIZZINESS 2005-01] & i -
3 ‘ VIS10N BLLRRED 200501 & ) Livar flinction tacts
2 U JSER 200501 g0l === [BLbL o S ALT QUisminoarstersseyly [ 25 ) 2 75 2
25 |KA01_11417 |[F  |'WH 25 COMILRCTIATT 2006-02-1 é 10 01 1 10 AST qU{sminotiarcleraseyLy 18 v 21 s 22
FOLLICULITIS g Posthassline Peak BLOOD CHEMISTRY TEST..AST (xBLH) OIE) Gl iomol(bifiahindLy | 1% it i oi12
TR s ALP (IWskphosyl) | 43 58 51 71 84
28 KAIDL_11420 M | WALTE 3z |DYSGEUSIA Baseline Quadrant
29 FEELING AINORMAL Cholestasis @ Hy's Law + Nommal ® Temple's Corollary R I B R ‘ I B B Bt B
a0 K401 11424 M | WHITE 62 |MASOFHARYNGTTIS 2005-04-] % Week 5 -4 3 -2 1 5 T 8 9 1011 12
fay T T W Annotaton | ‘ |
31 TOOTH FRACTLRE 2005-054 \ ‘ ! [ ] ]
2 i;nl.:m 11432 10 WHITE 28 |FuE nmi’.l e s 1€ « > >| Page:|1 TotalPages:1 Reset "] Shaw Capton < ‘ : o




TG LY d EES R ERG I OEHBmEee e

LFT_Composite

CE LFT lab results detail patient listing - All Patients 0 X | [* Hys Law ALT Baseline Composite - All Patients ox
s | Baseline | Basaline Resut | maxResult  [maxRe | [{ @
o ARM | STUDYID |SITELD | LSUBIID LB TEST [Result |RabotoULN  maxResult |Baselne Ratio [ULiRe | M = Cholestasis Hy's Law
3 ||[# (ACINE [RAWUL T Bles |KAULLIAUe (Aol — |20 [LA/elo0es 28 LA iy | W e
93 |ACTIVE KA4DL 31808 BILL |24 10909081 2% 1 1.09 PR i et
T |[94 [ACTIVE KadOL  [318C8 ALT 19 039583333 35 1.8421053 |0.73 @ ELN = H Etw
95 [ACTIVE [KA40L (51808 ALP 66 0.528 71 1.0757576  |0.57 - E L= - :
96 ACTIVE KA40L 31808 |Ka401_11408 |BILL 7 0.31818182 14 2 0.64 =
97 |ACTIVE [KAdOL 31808 AST 18 0.42857143 20 1.1111111  [0.43 g i L i i -
98 |ACTIVE KAWL |51608 | AP |55 .44 57 10363636 |0.45 & 0.1k LM XK.} ! BLM X fax
99 ACTIVE KA40L 31808 ALT 11 0.22916667 23 2.0909091 0.43 g Normal Temple's Corollary
100 ACTIVE [KA4DL (31808 |KAdO1_11413 BILI |7 0.31818182 12 1.7142857 |0.55 o hal | e PR e Ee o [ [ e e P
101 ACTIVE [KA40L 31808 AST 15 0.35714286 |15 1 0.3 S
102 |ACTIVE |KA4DL 31808 | ALP |33 0.26¢ 35 1.0606061 1023 e i
103 |ACTIVE [KA4DL 21808 ALT 24 0.5 24 1 0.5 B a @
10% ACTIVE [KA40L 51505 |KA401_11415 |BILL 1z 0.54545455 14 1.1666667  |0.64 2
105 ACTIVE |KA40L  |31808 AST |16 0.38005238 20 1.25 0.43 -.% e Bin e s
106 |ACTIVE [KAJDL 31808 ALT 13 0.27083333 1§ 1.1538462  |0.31 2 - - :
107 ACTIVE [KA40L 31808 ALP 49 51 1.0¢08163  |0.41 = 10 01 1 10
08 | ACTIVE | KA4OL 3 Kad01 11417 ? é Postbaseline Peak BLOOD CHEMISTRY TEST..ALT (XBLN)
RIACTIVE) kAIOL 3 : Baseline Quadrant
- ::HE 2 = Cholestasiz @ Hy's Law  Normal ® Termpla's Corollary
112 ACTIVE |KA4DL 31808 | KA4O1_11420 |ALP 57 0.456 57 1 0.45 View Amnotation
Iﬂncnve KAt0l 51806 ALT 35 0.72916667 35 1 0.73 [+
- o [ ool et elragen: Reset (] show Copton

© § D4 Show Filter | Refresh 0 ¥ a2
) AE Listing - All Patients O x | B Hys Law AST Baseline Composite - All Patients ox
Prefaried Start { @
|Stbject Sex |Race Age Term Datz \ = Cholestasis Hy's Law
= L AL e 3 10 s
11 |KA401_10522 F | QTHER RACE 35 |LIMB DISCOMFORT Z00-01 ] :‘_% 30 F e
12 DIZZINESS 2006-01-1 @ 2t = 2
13 [KA401_10523 M | OTHER RACE 45 | DIZIINESS 2006-01- = JEeN ELN
14 [KA401_11406 |M | WHITE 33 | FEELING AENORMAL 200%-12- E ' ;
15 | NASOPHARYNGITIS Z005-01- 7 : ; g
16 NAUSEA 2004-12- g0 b BN s | L BN [ |ax
17 HEADACHE Z004-12- S Normal Temple's Corollary
ls HEmACHE mES_Ul_ 8 10...5 ................................... pr—— Ep—— .‘.3...‘.......,.‘.......‘...... ———— p———
1a HEADACHE 2004-12- 3 3t 2
20 |UPPER RESPIRATORY TRACT INFECTION | 2004-12- @ N SN —
21 |KA401 11413 F  |WHITE 27 | DVSGEJSIA 2005-01- E L= = : o)
22 DIZIINESS 2005-01- a ‘
23 |VISION BLLRRED 2005-01- 2 i i 5 e
24 | NAUSEA Z005-01- e = = foremome S e e

20 21T s &



Composite Hy’s Law with Patient Profile

»” Hys Law ALT Baseline Composite - All Patients ox Patient Profiles Browser - 1 case of 467 selected.
E e eate Profile. .. | Patient Review:ON | -no filter- v Data Type Review: OFF| (no Data Type filter) ¥
S . olestasis . . Hy's Law ' : :
g W e e | oot | | [Reviewed QO Reviewlevel O ReviewInfo O Study © USUBIID O
! 3 f ] Ginical New Patent KA01 KA%01_10523
e BN it | BN : [ Cinical New Patent KAZ01 KA401_10526
! - i~ VY, O—Y (EL A 178 ANe 44 anr
E H H H H
& o i BN x| L BN ox |sx | | | [PreviCASE| Next CASE RESEECESS
o Normal Temple's Corollary \
(=3 1
g 3 ]
= ELN = “a Patient ID: KA$01_11417 ARM: ACTIVE
{ i a @ ' RFSTOTC: 2005-01-20 RFENDTC: 2005-02-27
@ ! ! ! “SITEID: 81808 COUNTRY: USA
3 P 1+ 0 8 [ I COPRPRPMPSPUPRPNPUPIPSPRPUUS] I | PTREPS) Y0 |-V RPN 8 AGE: 29 SEXF
@ = = — = ——— RACE: WHITE ETHNIC:
£ 10 01 1 10 |fe — ———
% Posthaseline Peak BLOOD CHEMISTRY TEST..ALT (xBLN) : | Tiaatryant
o PBO
Baseline Quadrant o I S 1
ncomitan edica ns
Cholestaciz @ Hy's Law & Normal ® Ternpla's Corollary i e
ETHINYL ESTRADIOL (+) NORGESTI...
View Arnotation SULFAMETHOXAZOLE —
LORATADINE ——
NAPROXEN SODIUM S——
DEXAMETHASONE (+) NEOMYCIN S... —
Adversz Events
— - FOLLICULITIS b
»# Hys Law AST Baseline Composite - All Patients ox INFLUENZA, S —
2 CONJUNCTIVITIS ——
; 10 {FF—rmreeees Choles(ass o gy (] e s H_V'S Law P P | Liver funetion tesds
i : 5 ; i 750 |
E ‘ 35 ﬁ ALT (lUarrinotiansferaselil)’
= BN il P| [EEN i 25.0 ]
E ! ! ! ' 50.0
[} i : : i AST (lU{aminotransierase)iL)
£ 0.1 b BN f3x |sx i | BN fax |sx || 18.0
g Eod : o ! 1 e i i .
5 Normal s oo NNNGSCURGRMY. . . BILI {micromalibilirubiniiLy
[=} H H H 7.0
< HR< i =
El =X H 71.0
& ELN e H ALP (IU{alk phog)ily
3 i [C) i 42.0
a i
H H i Livar function tasts
- Sx. : S
T = i BLN - i bt ALT (IU(aminctransferaszyl) 25 20 28 75
g Ul 1 1 AST (IUC2minuliensieias=)y) 18 37 21 5o
K] Posthaseline Peak BLOOD CHEMISTRY TEST.AST (xBLN) BILI (micromal{bilirubin)L) 14 1 7 7
o ALP (IUfalk phesil) 48 58 51 71




Conclusion

» Our single SDTM data stream supports all consumer requirements and
facilitates efficient use.

» Consistent standardization across studies allows us to consolidate data
and visualize vast amounts of information.

» Using an API allows us to automate the process and review live study
data in near real time.

» Data visualization tool provides a platform for clinical review teams to
review data in a timely manner






Contact

» Deepika Sunkara: deepika.sunkara@chiltern.com

» Jagadish Dhanraj: dhanrajj@Medimmune.com
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