Simple Tweaks to Improve
the Readability of Define. XML

A Member Of the ROChe Gmup Ying Yan M.S (Global eSub Team) and Peggy Wen MD (Safety Scientist)

Step 2
Define. XML
 Enclose each list item between start tag <e> and close tag </e>,

Define. XML serves as the metadata file sent with every which creates the line break
study in each submission to regulatory authorities, it o Utilize HTML code &#160; to introduce a non-breaking space, which

transmits metadata for SDTM, SEND and ADaM and crgates the indentation ,
. .  This step could be done programmatically
tells the reviewers what datasets, variables, controlled

31 {] xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx >
L L 32 <!-— The Computational Algorithm details are here for all domains -
terms and other specified metadata were used Bl | T e g e e e o e e :
° 34 [H <def:ComputationMethod OID="ADSL.ALIVDT">
S Zet to the last date patient has documented clinical data to show him/her alive, converted to nomeric date, using the following dates ; 1) last complete survival follow up date with patient status of
36 - </def:ComputationMethod>
37T o <def: ComputationMethod CID="ADSL.PCHEMOFL">
38 zex Set to &apos;Y capos: when [CM.CHMCAT] = &Zapos;PRIOR CANCER THERAPY zapos; and [CM.CMTRT] is not missing and none of the following ;| </e>
34 <ex E#le0; |1) [CM.CMCLAS] = &apos;ANTINEOPLASTIC AGENTS MNEC &apos; and [CM.CMDECOD] in (| &apos;APATORSEN fapos;, &apos:;BLINDED OGX-427 capos:, &apos;INAZOMIB CITRATE &apos;, &apos;LAPULEUCEL- zapo
e 40 “ex E$1a0;:|2) [CM.CMDECOD] in ( &apos:APATORSEN fapos:, &apos:BLINDED OGX-427 &apos:, &apos:;IXAZOMIB CITRATE &apos:, &apos:LAPULEUCEL-T &apos:, &apos:;MLN7243 (UAE INHIBITOR) &zapos:) J</ex
It h a S b e e n n Ot I Ce d fo r b Ot h V 1 O a n d V2 O Of 41 <ex E$l60; |3) [CM.CMCLAS] = &apos;MONOCLOMAL ANTIBODIES zapos; and [CM.CHMDECOD] = &apos;AGS15E (ANTI-SLITREKG MONOCLONAL ANTIBODY-MMAE CONJUGATE &apos; ! K/e>
* * 42 <ed E#160; |4) [CM.CMDECOD] = &apos;GENERIC COMPONENT (S) NOT ENOWN &zpos; and [CM.CMTRT] in ( &apos;0CGH VS PLACEBO CLINICAL TRIAL; NO FURTHER DATA PROVIDED IN THE SOURCE. &apos:, &apos;0RAL ONCONOVA
4 <ex] E$160; |5) [CM.CMTRT] = &apos;ANGIOGENESIS INHIBITORS zapos; and CM.CHMDECOD in ( &apos;BEVACIZUMAB zapos;, &apos;BLINDED BEVACIZUMABR &apos:)
® h 44 e E$160; |6) [CM.CMCLAS] = &apos;ANTINEOPLASTIC AGENTS MNEC &apos; and [CM.CMDECOD] in ( &apos;BLINDED OGX-427 Zapos;, CANCER VACCINE HNOS zapos;, &apos;EPIDERMAL GROWTH FACTOR RECEPTOR INHIBITOR HOS
Define. XML the comments are usua y collapsed Into < Y ERS ) (arcuciss) sn ¢ coposrmos woboLATING AGETS spoer,sepesséoton: SLATING PACTORS sepenr)
46 <ex E$1a0;|8) [CM.CMCLAS] = &apos;IMMONOMODULATORS zapos; and [CM.CMDECOD] in ( &apos:;INTERFERON ALFA zapos:, &apos:INTERFERON NOS capos;, &apos;LENALIDOMIDE fapos;:, &apos;EVEROLIMUS fapos:, &apo
47 e E$1a0;:]9) [CM.CMCLAS] = &apos:MISCELLANEQUS DRUGS zapos: and [CM.CMDECOD] = &apos:0GX-427 &apos:
° ° ° ° ° 48 <ex] k$#160; |10) [CM.CMCLAS] = &apos;MONOCLONAL ANTIBODIES zapos; : </e>
one single paragrapn | there IS le ngt Y} erivation tor E o] F#160:[11) (04.cHCLASI = <opes:STEROIDS sapos: and GH.cHDRCOD = sapos; PREDNTSONE sapos:) [ 7]
50 e E$160; |12) [CM.CMCLAS] = &apos;TOPOISOMERASE INHIBITORS &apos; and CM.CMDECOD] = &apos;ETOPOSIDE &apos: | K/ ex
51 <e>| g#160; |13) [CM.CMCLAS] = &apos;TYROSINE KINASE INHIBITORS sapos; ;[S/57]
° ° ° ‘L °1: 52 <o  k#160; |14) [M.CMDECOD] = &apos:BCG VACCINE sapos; :|</e> |
variaples, which significa Nt y reduces the readabil |ty O - Eeor i toraiiasy - comoorvmnes Ao saenr TS
" 54 <e¥ E$1a0; |Otherwise set to &apos:N zapos:.|</e>
55 - </del:ComputationMethod>
e e e e e 749 rapemm s R s R s R R R R S R R L R R R L L L L =
the file as the comments are critical information to ] e —
i L <!—— Description: This template creates the define.yml specification —->
752 < !l— Section 2.1.5: Computational Algorithms -

[ ] [ ] L] o L JE53 rapemm s R s R s R R R R S R R L R R R L L L L =
show the tra ceablllty of the variable derivation. Step 3 754 <aslitemplate name="AppendizConputationtiethod">
755 <a name='"gompmethod' />
756 :ﬂctable border="2" cellspacing='0" cellpadding="4">

Define.XSL 0 T —
Here we share some simple tweaks to the style sheets Use <xsl:copy-of> element to = oz
(.CSS and .XLS) and the source code of define file to create a copy of the current = e s
improve the readability of Define. XML by introducing node, including the internal . oo

771 <xslivalus—of select="@E0ID"/>

the newline and indentation to the comments, which structure N

will help facilitate easier and faster review. | pm—

779 F</tabler

In addition to serving regulatory submissions, metadata
in define. XML format has also been widely utilized for T |

Set to the last date patient has documented clinical data to show him'her alive, converted to numeric date, using the following dates ; 1) last complete survival follow up date with patient status of '"ALIVE ' (datepart of

° ° ° ° ° [DS.DSSTDTC] where [DS DSTERM] ="ALIVE ') ; (2) last date of tumor assessment ( datepart of [RS RSDTC] where [RS RSTESTCD] ="OVRLRESP ") with a valid response [RS. RSORRES] of CR, PR.5D, NON CR/PD,

I n t e r n a a t a S p e C S re V I e W y p rOJ e Ct t e a I I I S W I t I n a n PD. In case the datepart of [R5 RSDTC] 1s a partial date, missing day 1s replaced by 1st of the month if only month and vear are given. ; Dates where month and/or vear are missing are not imputed but excluded. ; (3) last date of
treatment administration where dose 1s greater than 0 (datepart of [ADSL TRTEDTM] ) ; (4) last complete date of lab assessment with a valid test result (datepart of [LB LBDTC] where [LB LBOERES] 15 neither missing nor

'ND ' nor NOT DONE ) ; (3) last complete onset date of AEs (datepart of [AE AESTDTC]) ; (6) last complete end date of AEs (datepart of [AE AEENDTC]) ; (7) use non-missing Death date [SUPPAE QVAL where

: SUPPAE QNAM="AEDTHDTC ] ; Else use Start Date of Disposition Event [DS DSSTDTC] if Standardized Disposition Term [DS DSDECOD] = DEATH and [DS.DSTEEM] contains the text DEATH DUE TO 'and
a C rO S S C O I I I p a n I e S o ADSL ALIVDT [D5 DSTEEM] is not equal to DEATH DUE TO ADVERSE EVENT ' ; Option 2 ; use non-missing end date of AE [AE AEENDTC] 1f outcome of event is fatal [AE AEOUT] ="FATAL ' ; Else use Start Date of Disposition
Event [DS.DSSTDTC] 1f Standardized Disposition Term [DS DSDECOD] = DEATH and [DS DSTERM] contains the text DEATH DUE TO ' and [DS DSTERM] 1s not equal to DEATH DUE TO ADVERSE EVENT '. In the

Before

event where multiple death dates exist and are discrepant, use the earliest non-missing Death Date to be conservative. In case the death date is a partial date, missing day 1s replaced by 1st of the month if only month and vear are
given. Dates where month and/or vear are missing are not imputed but excluded. ; Calculation of date last known to be alive ; Stepl Set to max of { Death date complete, Survival followup complete, TA complete/imputed, Labs
complete, AE onset complete, AE end complete, treatment complete) ; Step 2 In case of Partial Death date when only day 1s missing. Partial death date with missing month are not used. ; 1) If month/vear of last known alive date
in stepl = month/year of partial death date then last known alive date 1s set to (date in Stepl +1) ; 2) If month/vear of last known alive date in stepl < month/year of partial death date then last known alive date 1s set to imputed
death date (01/ MM/

I t h a S b e e n b ro u g h t to p rOj e Ct te a m S a tte n t i O n t h a t fo r Setto 'Y "when [CM.CMCAT] = PRIOR CANCER THERAPY ' and [CM.CMTRT] is not missing and none of the following ; 1) [CM.CMCLAS] ="ANTINEOPLASTIC AGENTS NEC ' and [CM.CMDECOD] in

('APATORSEN ', ' BLINDED OGX-427 ' 'IXAZOMIEB CITRATE ', TAPULEUCEL- ", MLN7243 (UAE INHIEBITOR) ") : 2) [CML.CMDECOD] in ( 'APATORSEN ", ' BLINDED OGX-427 " 'IXAZOMIE CITRATE ",

TAPULEUCEL-T . MLN7243 (UAE INHIBITOR) ") : 3) [CM.CMCLAS] = MONOCLONAL ANTIBODIES ' and [CM.CMDECOD] ="AGS15E (ANTI-SLITRK6 MONOCLONAL ANTIBODY-MMAE CONJUGATE ':

: . 4) [CM.CMDECOD] ='GENERIC COMPONENT(S) NOT KNOWN ' and [CM.CMTRT] in ('OGX VS PLACEBO CLINICAL TRIAL: NO FURTHER DATA PROVIDED IN THE SOURCE. ', 'ORAL ONCONOVA (UNK

CO | | | p ex CO | | l | | l e n tS a n CO | | l p u ta t | O n a a g O r | t | I | S t e INGREDIENTS) ', 'SUNPHARMACLR 10 23 (UNK INGREDIENTS) ', UNKNOWN MEDICATION ) : 5) [CM.CMTRT] = 'ANGIOGENESIS INHIBITORS ' and CM.CMDECOD in ('BEVACIZUMAB ', 'BLINDED
’ ADSL PCHEMOFL | BEVACIZUMAB ) ; 6) [CM.CMCLAS] ='ANTINEOPLASTIC AGENTS NEC ' and [CM.CMDECOD] in ('BLINDED 0GX-427', CANCER VACCINE NOS ', 'EPIDERMAL GROWTH FACTOR RECEPTOR
I . . . . INHIBITOR NOS ', TPILIMUMARB ', TXAZOMIB CITRATE ', LAPULEUCEL-T ', 'MLN7243 (UAE INHIBITOR) . PEVONEDISTAT ', 'PF-05212384 (PI3K/MTOR KINASE INHIBITOR) ', RAMUCIRUMAB ',
h u m a n r e a d a b I | I ty I S n O t t h a t I d e a I I n d e f I n e X M L REGORAFENIB ', 'VELIPARIB ') : 7) [CM.CMCLAS] in ( BONE MODULATING AGENTS ', 'COLONY STIMULATING FACTORS ) : 8) [CM.CMCLAS] = TMMUNOMODULATORS ' and [CM.CMDECOD] in
. . ('INTERFERON ALFA ' INTERFERON NOS ', LENALIDOMIDE '. EVEROLIMUS '. RAPAMYCIN ) : 9) [CM.CMCLAS] = MISCELLANEOUS DRUGS ' and [CM. CMDECOD] ='0GX-427 " : 10) [CM.CMCLAS] =
MONOCLONAL ANTIBODIES ' ; 11) [CM.CMCLAS] = 'STEROIDS ' and CM.CMDECOD = PREDNISONE ') ; 12) [CM.CMCLAS] = TOPOISOMERASE INHIBITORS ' and CM.CMDECOD] = "ETOPOSIDE ' ; 13)

[CM.CMCLAS] = TYROSINE KINASE INHIBITORS ' ; 14) [CM.CMDECOD] = 'BCG VACCINE ' ; 15) [CM CMCLAS] = 'VINCA ALKALOIDS '; ; Otherwise set to N "

Current After

A AR S LR | A A T & A TRAKTE L AR & & A T8 ESTA & AMAe S AAEe & e | AN LN LPLEAS LA ETELS WL AAALELFAE L ALELLASLE S ALAT LA I

Set to datetime of laboratory sample collection [LB.LBDTC] converted to numeric datetime. [f time 15 mussing and ASMP=POST ' then unpute completely missing time with 23 59 59, partially missing time with 59 for missing LMUELLLL Gl LWL LYALYL L L L L

hours, 59 for missing minutes, 39 for missing seconds. If time 15 missing and Sample Timing [ALB ASMP]="PRE ' then impute completely missing time with 00 00 00, partially missing time with 00 for missing hours, 00 for
ssine i jssd : ssingifdate s parial ormiss) Setto 'Y ' when [CM.CMCAT] = PRIOR CANCER THERAPY ' and [CM.CMTRT] 1s not missing and none of the following ;

ALBONTRTEL | Setto N if lab sample date [ALB.ADTM] < first rcatment sart date [ALB ATRTSDTM]  Elsc sctfo'Y ' i lab sample date [ALB ADTM] = first treatment start date [ALB. ATRTSDTM] and less than las treatment date 1) [CM.CMCLAS] ="ANTINEOPLASTIC AGENTS NEC ' and [CM.CMDECOD] in ('APATORSEN ', BLINDED 0GX-427", TXAZOMIB CITRATE ', LAPULEUCEL- ', MLN7243 (UAE INHIBITOR) ) ;
’ [ADSL. TRTEDTM] + days after treatment time window [ALB ATWIN] ; Else set to 'Y " if lab sample date [ALB ADTM] is missing ; Else set to missing if first treatment start date [ALB ATRTSDTM] 1s missing 2) [CMCL,[[}ECOD] in ( 'APATORSEN ', 'BLINDED OGX-427". 'TXAZOMIB CITRATE ', LAPULEUCEL-T ', MLN7243 (U AF MITDR} '} :
YT TS T TS Taoe [ LS TR opper Tanee LD LS TRl ™ Mo T oe S To T 1T Sy o T TR S S TSN Tomer Tamee [LE LS VLD Eoe T e Comeion S00Te, o Snalyor Taioe 3) [CM.CMCLAS] ="MONOCLONAL ANTIBODIES ' and [CM.CMDECOD] ='AGS15E (ANTI-SLITRK6 MONOCLONAL ANTIBODY-MMAE CONJUGATE '
[ALB LBSTRESN] is missing. then set to missing 4) [CM.CMDECOD] = 'GENERIC COMPONENT(S) NOT KNOWN ' and [CM.CMTRT] in ('OGX VS PLACEBO CLINICAL TRIAL: NO FURTHER DATA PROVIDED IN THE SOURCE. ', 'ORAL ONCONOVA

INGREDIENTS) ', 'SUNPHARMACLR 10 23 (UNK INGREDIENTS) ', UNKNOWN MEDICATION ) ;
5) [CM.CMTRT] ='ANGIOGENESIS INHIBITORS ' and CM.CMDECOD 1n ( BEVACIZUMAB ', BLINDED BEVACIZUMAB ') ;
6) [CM.CMCLAS] ="ANTINEOPLASTIC AGENTS NEC ' and [CM.CMDECOD)] n ( 'BLINDED OGX-427", CANCER VACCINE NOS ', 'EPIDERMAL GROWTH FACTOR RECEPTOR INHIBITOR NOS ',

Reviewers Guide (reviewers-ouide pdf)

P r efe r re d TPILIMUMAB ', TXAZOMIB CITRATE ', TAPULEUCEL-T ', MLN7243 (UAE INHIBITOR) ', PEVONEDISTAT ', PE-05212384 (PI3K/MTOR KINASE INHIBITOR) ', RAMUCIRUMAB ', REGORAFENIB ',
o u 'VELIPARIB ) ;
¢ wiu . ADSL PCHEMOFL 7) [CM.CMCLAS] m ( 'BONE MODULATING AGENTS ', 'COLONY STIMULATING FACTORS ) ;
S Do Setto N" if Iab sample date [ALB ADTM] < first treotment start date [ALB.ATRTSDTM] . §) [CM.CMCLAS] = IMMUNOMODULATORS "and [CM.CMDECOD] i ( INTERFERON ALFA ', INTERFERON NOS ', LENALIDOMIDE ', EVEROLIMUS ', RAPAMYCIN ) ;
*  DATES. Y'i ADTM] >= furs : ! ess - : M] + days ime window : N ’ : ’ ’ ;
. owEmen AR ONTRTEL | pe e e e LB ADTM) i T T les ot rcament Gt [ADSL TRTEDTM] * doys s esmet e window [ALBATVIN 9) [CM.CMCLAS] = 'MISCELLANEOUS DRUGS ' and [CM. CMDECOD] ='0GX-427 "
*  1s088M Else set to missing if first treatment start date [ALB ATRTSDTM)] 1s missing. 1;}) [CMCh{CL AS] ="MONOCLONAL ANTIBODIES ' :
0 ATBAN Setto T 1l analysis value AL LBS IRESN] > upper fange [LB LEST NRHI] > missing , Else set 10 L. 1f analysis value [ALD LESTREON] < Jower fange [LB LBST NRLO] , Else if neither condition above, or analysis value 11) [CM.CMCLAS] ='STEROIDS ' and CM.CMDECOD ="PREDNISONE ) ;
[ALB.LBSTRESN] is missing, then set to missing
- 12) [CM.CMCLAS] = TOPOISOMERASE INHIBITORS " and CM.CMDECOD] ='ETOPOSIDE ' ;
Reviewers Guide (reviewers-guide. 13) [CMCMCL.AS] ="TYROSINE KINASE INHIBITORS ' ;

Go to the top of the define xml 14) [CMCMDECDD] ='BCG VACCINE ' ;
15) [CM.CMCLAS] ="VINCA ALKALOIDS ; ;
Otherwise setto 'N .

Stepl R
Set a rule in define.CS5: . Define. XML is meant to be both machine readable and human
;f» IW'” Cahuse the browsler tg L reoment (oot toons readable. These small tweaks greatly improve the human
ISPId the text enclose e L , T ol . . . . .
>Ry e i amaenane: readability of define. XML without altering the schema file, which
within the tag as a block . . . . .
e will definitely benefit the reviewers and may reduce the review
s orer o e sotia wnanns: time.
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