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ABSTRACT

SDTM is about standardization of clinical trials data. This paper presents a tool that helps ensure
consistent data mapping across SDTM-based studies. The tool is comprised of a series of SAS®
programs. The input to the SAS programs consists of three sources: annotated CRF, SDTM data set
specifications, and SDTM SAS data sets. The SAS programs run across each study, and summarize the
information from the input files. The output is a set of standardized SAS data sets per study that serve as
a data warehouse storing the metadata and data contained in the SDTM data sets. This data

warehouse approach allows for direct access and comparison among existing studies, bypassing the
original sources, as well as providing a reference database useful for facilitating the programming of new
studies.

INTRODUCTION

SDTM is about standardizing and normalizing clinical trial data. Therefore, consistent mapping from CRF
raw data to SDTM is important especially for projects with multiple studies. However, discrepancies may
arise as the number of studies increases. New studies may be assigned to new programmers who
sometimes refer to only one or two previous studies that are thought to be most similar to the new ones,
and miss out information in other existing studies. On the other hand, it is not realistic to expect anyone to
look up the documentation and SDTM SAS data sets in all previous studies, which can be time
consuming, in order to cover everything. Alternatively we may designate a lead programmer to oversee
and ensure the consistency, but it is only efficient that everyone is on top of his/her own assignment and
does not rely on another person to check the work. At the end of the day what we need is a tool that
centralizes the metadata and data in our SDTM-based studies. Like a data warehouse, it stores our
experiences with SDTM, and serves as a one stop source to look up anything we may need when
developing new SDTM-based studies.

REQUIREMENTS
Requirements focus on two areas: data warehouse, and reporting of the data in the data warehouse.

Data Warehouse

On the data warehouse side, the three sources of SDTM metadata and data, i.e., annotated CRF (aCRF)
in PDF, SDTM data set Specifications (Specs) in Excel and SDTM SAS data sets, must be all integrated
into a set of SAS data sets across each study. The SAS data sets follow a uniform structure to store
SDTM domain names, variable names, and variables values from the three sources. The uniform
structure allows for listing or harmonization comparison across studies.

Report 1
List of CRFs and associated SDTM domain(s), with hypertext links to aCRF and Specifications

This is a high level overview of the association between CRF and SDTM. In many cases the name of the
CRF determines the SDTM domain it is mapped to. For example, Concomitant Medications CRF goes to
the published Concomitant Medications - CM domain. However, confusion may arise when it comes to
custom domains. For example, Human Anti-Human Antibody Samples CRF, does it go to a custom
domain, and if so, have we had one for that CRF? A list like Table 1 would provide clarity and answers to
those questions.

The hypertext links to aCRF and Specs in Table 1 provides direct access to the SDTM document. It saves
us time and we do not need to navigate through the folder structure on server in order to locate the file
and then open the specific PDF page or Excel tab.



Table 1: Report requirement 1

aCRF Page = Specs
Domain SUPP-- CRF Study = Link Link
Bi Archived Tumor Studyt alCRF #12 Bl
Bl Hurman Anti-Human Antibody Samples studyl a-RF #13 Bl
Bl Human &nti-Human Antibody Samples Sty aizRF #2 Bl
Bl Serum Cal2s Levels Study2 alCRF #16 Bi
Chi Concomitant Medications oyt aCRF #39 Chi
Ch Concomitant Procedures Studyt alCRF #41 Zh
Chi Concomitart Procedures Shudy2 a-RF #52 Chi
Chi SUPPCW Priar And Concomitant Medications Shudy2 aCRF #39 Ch
Report 2

List of distribution of SDTM variables on CRF annotations, Specifications and SDTM data sets,
including variable values if they are annotated on CRF

This structure of this list is one row per SDTM variable per variable value annotated on aCRF, such as the
sample in Table 2. The focus is on the CRF annotations. The reason is, in general not all SDTM variables
are annotated on aCRF. However, those variables or variable values annotated on aCRF must appear in
the Specifications for the study. In addition, the Specifications and the SDTM data sets must have exactly
the same SDTM variables within a study. This list would point out any deviation from those rules.

Table 2: Report requirement 2

Study 1 Study 2
Domain Variable Value {if present on aCRF) aCRF Specs  Dataset | aCRF Specs  Dataset
AF AFREL A b of e o o
Ch CMWDOSE ol o ) o of
Chi CMDOSTAT o o o of
EG EGORRES ABMNORMAL b o
EG EGORRES MORRMAL A b o e o
EG EGORRES ABMORMAL CLIMICAL SIGNIFICAMNCE - 2 -
EG EGORRES ABMORMAL MOT CLIMICAL SIGHIFICANCE | o o

This list summarizes CRF annotations by SDTM domain and variable, and gives us an idea about the
data collected on CRF, without having to open and look at the aCRF files. For example, in Table 2, both
studies collect adverse event casualty, AEREL. It appears that there is no annotation for AEREL variable
values, so most likely the values are according to pre-printed text on CRF. For CM domain, Study 2 has
CMDOSE annotated on CRF, so this is probably a numeric data field to collect medication dose. Study 1
has CMDOSTXT annotated instead, so we can guess the data field on CRF collects character data for
not only medication dose but also medication unit or other information.

This list also helps identify inconsistency among studies. For example, EGORRES in Table 2, the variable
values for abnormal ECG test results are different according to the CRF annotations. Without actually
opening the aCRF to verify, we may guess Study 1 collects ECG test result as either Abnormal or Normal,
but Study 2 also asks if an abnormal test result is clinically significant. Another possible cause for the
difference would be inconsistent mapping between the two studies. In other words, both studies collect
Clinical Significance, but Study 1 has that piece of information mapped to SUPPEG, and EGORRES is
set to ABNORMAL regardless of Clinical Significance.

Report 3
List of all variables values in SDTM SAS data sets, cross referencing controlled terminology terms in
Specifications

The structure of the list is one row per combination of SDTM variable name, variable value, and variable



label from SDTM SAS data sets and/or Specifications across studies. For those variables subject to
controlled terminology, they are cross-checked to show if the variable labels and values are consistent
with the Specifications.

Table 3: Report requirement 3

Study 1 Studly 2 Studly 3
Domain  Variable Value Label Dataset Specs | Dataset Specs | Dataset  Spec
AE AEREL MULTIPLE Causality of of -
AE AEREL MOT RELATED Causality of of
AE AEREL POSSIBLY RELATED  |Causality of
AE AEREL RELATED Causality of of of

The purpose of this list is to show variable value mapping across studies. For example, in Table 3,
variable AEREL, there are the values MULTIPLE, NOT RELATED, POSSIBLY RELATED and RELATED
from the three studies. Breakdown by study, Study 1 has all the values but MULTIPLE according data set
Specifications, and only RELATED actually collected on CRF and stored in the AE data set. For Study 2,
the only value on AEREL is MULTIPLE. Though it looks like a little different between Study 1 and Study
2, it could be because the two studies following different versions of SDTM IG. So overall there seems to
be no discrepancy.

This list can also identify possible data issues in the SDTM SAS data sets. For example, in Table 3, Study
3 seems to have an error. The values on AEREL in AE data set are NOT RELATED and RELATED, but
the Specifications file has MULTIPLE as the only controlled terminology term for AEREL.

Report 4
List of paired variable values for --TESTCD and --TEST variables, and paired QNAM and QLABEL in
SDTM SAS data sets, cross referencing value level metadata in Specifications

Test codes and test names in Findings domains, and QNAM and QLABEL in supplemental qualifiers are
one-to-one relation. They may be used consistently across studies unless there are study or sponsor
specific requirements.

The structure of this list is one row per paired variable values from SDTM SAS data sets and/or the value
level metadata in Specifications. Since it displays all the possible combinations, it is straightforward for
anyone to look up what we have had on --TESTCD / --TEST and QNAM / QLABEL, and to make a good
judgment if sticking to the existing convention or creating new ones.

Table 4: Report requirement 4

--TESTCD / Study 1 Study 2 Study 3
Domain  Variable GHAM --TEST / GALABEL Dataset Specs | Dataset Specs | Dataset Specs

EG EGTESTCD | INTP ECG Interpretation o o ] ] ]

EG EGTESTCD  INTRP ECG Interpretation A - o - &
EG EGTESTCD PR PR Interval - - - - - A
SUPFEG G EGCLZIG ECG Clinical Significance o o ] ]

SUPPEZ  GIRAM EGCLSP ECG Clinical Significance Specify | ** Absence ** A A A

SUPFEG G EGCE ECG Clinical Significance A A

This list is also a tool for identifying differences across studies or validating SDTM SAS data sets against
Specifications within a study. For example, the red text in Table 4, Study 3 has used the value EGCS for
the variable EGTESTCD, as opposed to the value EGCLSIG used by the other two studies. Another
problem in Study 3 is it has the value INTP stored in the SDTM SAS data set, but the Specification file
has INTRP as the controlled terminology term for the variable EGTESTCD.

For supplemental qualifier, if a combination of QNAM and QLABEL is specified in Specifications but
missing from SDTM SAS data sets, the list displays ** Absence **, for example, in Table 4 the paired
values EGCLSP and ECG Clinical Significance Specify. The reason is, not all QNAM and QLABEL values
defined in Specifications are required to appear in SDTM SAS data sets. If the CRF data field for that
QNAM is completely blank in the raw data, the QNAM / QLABEL is not included in the SUPP-- data set.



Report 5
Extended from Report 4, list of paired variable values on --TESTCD / --TEST plus --CAT / --STRESU,
and paired QNAM / QLABEL plus --QORIG / --QEVEL in SDTM SAS data sets, cross referencing
value level metadata in Specifications

Table 5: Report requirement 5

--TESTCD --TEST / --CAT/ --STRESU/ | Study 1 Study 2 Study 3
Domain  Variable /QHAM QLABEL QORIG QEVAL Dataset Specs |Dataset Specs |Dataset Specs
LB LBTESTCD ALB Albumin CHEMISTRY ol i Af - -f of
LB LBTESTCD BASO Bazophils HEMATOLOGY =103l o of A - - of
LB LBTESTCD BUN Blood Urea Mitrogen CHEMIZTRY mimalL k) o - o
LB LBTESTCD BUN Blood Urea Mitrogen CHEMISTRY mifell -
SUPPEG  GINAM EGCLSIG  ECG Clinical Significance  CRF INWVESTIGATOR A Af - of
SUPPEG  GINAM EGCLSIG  ECG Clinical Significance  CRF SPONSOR - o

This list is to drill down Report 4, with the addition of the category variable --CAT and the standard unit
variable --STRESU for SDTM Findings domains, and the qualifier variable origin QORIG and evaluator
QEVAL for supplemental qualifier data sets. The structure of the list is one row per combination of the
respective 4 variables.

This list displays detailed information about the paired variables. For example, in Table 5, the data related
to LBTESTCD is fairly consistent except for Study 3; Study 3 has multiple standard units mmol/L and
mg/dL for the lab test Blood Urea Nitrogen, but only mmol/L is present in the value level metadata for that
test in Specifications. This implies possible programming issue in Study 3.

For supplemental qualifier data sets, QORIG and QEVAL can be standardized unless there are study or
sponsor specific requirements. For example, if QEVAL = INVESTIGATOR has been used as the default
mapping, we may stick to it rather than using a different value such as SPONSOR, for example, Study 3
in Table 5.

DESIGN

Base SAS is the programming environment for both the data warehouse and the reports. It is used to
import the CRF annotations, and the metadata in Specifications into SAS. For SDTM SAS data sets
across each study, as illustrated in Flowchart 1, Proc Freq is used to summarize the values from
individual variables and also paired variables. Then the data from the three sources are merged
appropriately by SDTM domain, variable and value, and saved in a set of SAS data sets.

Flowchart 1: Data processes across each study Flowchart 2: Reports across multiple studies
I
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The output SAS data sets are merged across studies, and reports created as illustrated in Flowchart 2.
Reports are created with SAS ODS. Final reports are in Excel to take advantage of its AutoFilter tool.

IMPLEMENTATION OF DATA WAREHOUSE

Annotated CRF — Data Warehouse

The annotations on CRF are created as Comments in the PDF file. They have consistent format and layout by
following SDTM Submission Guidelines. For example, in Table 6, the annotation for a test code can be EGTESTCD =
INTP, and for a test result EGORRES = NORMAL. QVAL for supplemental qualifier is annotated as, for example,

EGCLSIG = N in SUPPEG.

To import the annotations to SAS, first save the annotations in ASCII file. In Adobe Acrobat, in the menu bar, click
Comments and Summarize Comments..., and then click Comments Only. This extracts the annotation text to a
separate window. Copy all the text and paste to a text editor and save them as ASCII file. For example, in Table 6 the
annotations from the PDF file for the 12-LEAD ECG CRF can be saved as the text in ASCII file on the right.

Table 6: Converting annotations from PDF to ASCII file
12-LEAD ECG

EGTESTCD = INTP

OVERALL INTERPRETATION (Please check one):
1=[] Mormal {do not comment) |E{3ORRES = NORMAL |

2=[] Abnormal not clinically significant (do not comment) |EGORRES = ABNORMAL |
|EGI’J|‘.S.’G:!\.‘ in SUPPEG
3= |:| Abnormal, chnically significant. Specify and comment: |EGGRRE:: = ABNORMAL ]

Page: 12
EGTESTCD = INTP

[EGORRES = NORNAL

EGCLSIG = N in SUPPEG

lAuthor: Subject: EG Date:
lAuthor: Subject: EG Date:
|Author: Subject: EG Date:
_PEGUF‘I«'ES = ABNORMAL

lAuthor: Subject: EG Date:

lAuthor: Subject: EG Date:

3/4/2009 5:33:21 AN
3/4/2009 5:33:22 MM
5/18/2009 6:29:40 AN -07'00°
5/18/2009 12:47:32 PN -07'00

3/4/2009 5:33:22 AN

[EGORRES = ABNORMAL
lhuthor: Subject: EG Date:
EGCLSIG = Y in SUPPEG
lauthor: Subject: EG Date:
EGCLSP in SUPPEC

Comments [char{200
EGCLSIG=Y in SUPPEG |
EGCLSP in SUPPEG

5/18/2009 1:22:52 P -07'00!

12/10/2009 6:42:11 AN

Once the annotations are in ASCII file, they can be read into SAS with Data step. Note in Table 6, only the text in red
is CRF annotations, plus Page 12 that is the page number from the PDF file and is part of the PDF Comments. The
text is structured since we follow certain rules when creating the annotations. Therefore we can scan the imported
text and extract specification information about SDTM domains, variable names, and variable values. Table 7 is the
sample SAS code to process the text. The output SAS data set from the sample code is as in Table 8.

Table 7: Sample SAS code to import ASCII file to SAS
filename acrf aCRF_comments.txt':
data work.aCRF:
infile aCRF lrecl = 2000 dsd firstobs =
attkib text length = £1000;
input text:
length Domain §10 Variable %40 WValue $200 Page §;
** More statements here...:
if indexitext,'Author: ') = 0;
if indexitext,' in ') > 0 and index(text,' =
domain = scan(text,5,' 'I:
Wariable = scan(text,l,' '}:
walue = scanftext,3,' '):

1l missowver:

'l = 0 then do:

end;
*%* More statements here...;
rur;

Table 8: CRF annotations saved in SAS data set

pooieworkae

Diamain | Y ariable | Walue | FPage | CRF | bext |
EG EGTESTCD  INTP 12 12-LEAD ECG EGTESTCD = INTP
EG EGORRES MNORMAL 12 12-LEAD ECG EGORRES = MORMAL
EG EGORRES  ABWNORMAL 12 12-LEAD ECG EGORRES = 4BNORMAL
SUPPEG  EGCLSIG M 12 12-LEAD ECG EGCLSIG =M in SUPPEG
EG EGORRES  ABWORMAL 12 12-LEAD ECG EGORRES = &BMORMAL
SUPPEG  EGCLSIG Al 12 12-LEAD ECG EGCLSIG =% in SUPPEG
SUPPEG  EGCLSF 12 12-LEAD ECG EGCLSP in 5UPPEG




Data Set Specifications — Data Warehouse

SDTM data set Specifications sample are saved in CSV files. They include SDTM domain names, variable names,
variable labels, type, length, controlled terminology terms and other required metadata. Table 9 is an example for EG
domain and its supplemental qualifier SUPPEG.

Table 9: Sample data set Specifications in CSV file for EG and SUPPEG

Controlled
|Dataset  Variable Hame Label Type Length Terminology
|EG STUDYID Study Idertifier Char 15
|EG D210 Darmain Abbreviation Char 2 EG
|EG UZLBJID Unigjue Subject Identifier Char 25
|EG EGSER Sequence Mumber Mum g
|EG EGTESTCD ECG Test or Examination Short Mame | Char g |INTP; PR

ECG Interpretation;
|EG EGTEST ECG Test or Examination Mame Char 40 PR Interval

MoRRMAL,
|EG EZORRES Fesult or Finding in Original Units Char 200 | ABMORMAL
|SUPPEG  EGCLEIG Clinically Significant Char 1%
|EUPPEG  EGCLEP Clinically Significant Specify Char 200

Data step combined with SAS Macro is used to loop through all domains and read individual CSV files into SAS.
Table 10 is the sample code. Table 11 is the output SAS data set, and it matches the Specifications in Table 9.

Table 10: Sample SAS code to import Specifications CSV files to SAS
fmacro looposy:
** Create macro wariable smaxdsn: total # of C3V £iles:;
% Create macro wariable sodsnamesdidx: name of each C3V file;
**% Loop through individual C3V files:
do didx=1 %to smaxdsn:
filename incsv "sedsnamesdidx..csv™;
data sedsnamesdidx;
length Domain 10 Variable $40 Label 200 Type §40
Length & Termz $2000;
infile incsv dlm="," dsd missover lrecl=10000 firstobs=2:
input Dowmain § Variable § Label § Type 5§ Length Terms §:
rur.;
Lend:
tmend;

Table 11: SDTM data set Specifications saved in SAS data set
ABLE: Work.Eg

Domain | Yariable | Label | Tupe | Length | Termns |
El STUDYID Study [dentifier Char 15
EG DiOkAAIN Diomain Abbrewviation Char 2 EG
EG ISUBJID Ilrique Subject ldentifier Char 25
EG EGSEQ Sequence Mumber Mum a
EG EGTESTCD ECG Test or Examination Short Mame  Char 2 IMTP: PR
El EGTEST ECG Test ar Examination Mame Char 40 ECG Interpretation; PR nterval
EG EGORRES Fezult or Finding in Original Units Char 200 MORMAL; ABMORMAL
SUPPEG EGCLSIG Clinizally Significant Char 14%:M
SUPPEG EGCLSP Clinizally Significant Specify Char 200

Two other output data sets are created as shown in Table 12 and Table 13. In Table 12 the column Value is the
controlled terminology terms extracted from the Specifications, and the column Label is the SDTM variable labels.
Table 13 is the value level metadata extracted from the Specifications, where the column Variable is the target
variable names from the Specifications, i.e., EGTESTCD and QNAM, and the column Value stores the values of the
two target variables, i.e., INTP and PR, and EGCLSIG, respectively. The column Label in Table 13 is the
corresponding test names from EGTEST, i.e., ECG Interpretation and PR Interval, and the qualifier variable label



from QLABEL, i.e., Clinically Significant.

Table 12: Controlled terminology terms from Specifications saved in SAS data set
ABLE: Work.Specs_terms

Domain | Y ariable | Y alue | Label |
EG EGTESTCD  IMTF ECG Test or Examination Shaort Mame
EG EGTESTCD PR ECG Test or Examination Short Mame
EG EGTEST ECG Interpretation  ECG Test or Examination M ame
EG EGTEST FR Interval ECG Test or Examination M ame
EG EGORRES HORMAL Fezult ar Finding in Original itz
EG EGORRES ABMNORKAL Fesult or Finding in Qriginal Units
SUPPEG  QMAM EGCLSIG [ ualifier W ariable Mame
SUPPEG  OLaBEL Clinically Significant | Qualifier Wariable Label

Table 13: Value level metadata from Specifications saved in SAS data set
ABLE: Work.Specs_terms

| Domain | Yariable | Yalue | Label |
EG EGTESTCD  IMTP ECG Interpretation

EG EGTESTCD PR PR Irterval

SUPPEG  LINAM EGCLSIG Clinically Sigrificant

SDTM SAS Data Sets — Data Warehouse

Proc Freq and Merge statement are used extensively to process the data from SDTM SAS data sets. Table 14 is
sample SDTM SAS data set for EG domain, and Table 15 the supplemental qualifier SUPPEG data set.

Table 14: SDTM SAS data set for EG domain
ABLE: ECG Test Results

STUDYID | DOMAIN | USUBJID |EGSEQ| EGTESTCD | EGTEST | EGORRES | EGSTAT |
STUDY1 EG STUDHYID-10011001 1 INTP ECG Interpretation  ABNORMAL

STUDY1 EG STUDYID-10011001 2| PR PR Interval 120

STUDY1 EG STUDHYID-10011001 3 INTP ECG Interpretation  MORMAL

STUDY1 EG STUDYID-10011001 4 PR PR Interval 142

STUDY1 EG STUDYID-10011001 5 EGALL ECG Data NOT DONE
STUDY1 EG STUDYID-10011002 1 INTP ECG Interpretation  ABNORMAL

Table 15: SDTM SAS data set for SUPPEG supplemental qualifier
ABLE: Supplemental EG

STUDYI | USUBID | RDOMAIN| IDVAR [ IDVaRvAL | aMaM | QLABEL | ovAL [QORIG|  gEWAL
STUDY1 STUDYID-10011001 EG EGSEQ 1 EGCLSIG  Clinically Significant M CRF  INVESTIGATOR
STUDY1 STUDYID-10011002 EG EGSEQ 1 EGCLSIG  Clinically Significant M CRF  INVESTIGATOR

Table 16 is the sample SAS code to summarize the SDTM SAS data sets. Proc Freq combined with Data step in
Macro loop is run for each variable in the SDTM SAS data set. The output data set based on the EG and SUPPEG
data sets is in Table 17, where the column Value displays all the variable values in the SDTM SAS data sets. The
column Label is the variable labels in the SDTM SAS data sets.

The output data sets from Proc Freq for the paired variables in the EG and SUPPEG data sets are as in Table 18.
The column Variable is the target variable names, i.e., EGTESTCD or QNAM, from the EG data set and SUPPEG
data set, respectively. The column Value is the values of the two target variables, e.g., EGALL, INTP and PR for
EGTESTCD, and EGCLSIG for QNAM. The column Label is the corresponding values from EGTEST and QLABEL.
That is, ECG Data, ECG Interpretation and PR Interval that are associated with the three ECG test codes, and
Clinically Significant that is associated with the qualifier variable EGCLSIG.



Table 16: Sample code to summarize SDTM SAS data sets

tmacro loopsdim;
*% Het macro variable smaxdsn: total # of SDTM data sets:
*% Jet macro wariable ssdsnamesi: each 3DTHM data set name;
** Loop through all SDTM data sets;
(do i=1 %to swaxdsn;
*% Fet macro wariable smawwarn:
total # of wvariabhles in this 3DTHM data set:
** Get macro wariable sswvarnamesd:
each wariable name in this 3DTHM data set;
** Loop through all wariables in this S5DTH data set;
2do =1 %to smaxwvarn:
*% Frequency of this wariable:;
proc freq data=sdtmsas.ssdsnamesi noprint;
tables sevarnamesj/Sout =freq sedsnamesl. sevarnames];
run;
*% Update variahle attriburtes:
data fredq cedshnamesi. sevarnamees]
[(Eeep=domain wariable walue)
length domain $10 warname 5200 walue §200;
get freqg ssdsnamesi._ ssvarnames]:
domain = "sedsnamesi™;
wariable = "gsevarname &™)
wvalue = g&evarnames];
**% Adjust Walue if SDTM wvariable type is Numw:
run;
** Combined frequency from all wariables:
data fregall:
get fregall freq sedsnamesi._sewarhamesj
rumn;
Zend;
%end;
Fmend;

Table 17: SDTM variables values summarized and saved in SAS data set

ABLE: Work.Sdtm_single

Dramain | Wariable | * alue | Label |
EG STUDYID STUDYID Study Identifier

EG DOrAIN EG Domain Abbreviation

EG JSUBJID STUDY1-10011001  Unigue Subject |dentifier

EG JSUBJID STUDYT-10011002  Unigue Subject Identifier

EG EGSEQ 1 Sequence Murber

EG EGSEQ 2 Sequence Murmber

EG EGSED 3 Sequence Murnber

EG EGSEQ 4 Sequence Murmber

EG EGSEQD 5 Sequence Mumber

EG EGTESTCD EGALL ECG Test or Examination Short Wame
EG EGTESTCD INTP ECG Test or Examination Short WName
EG EGTESTCD PR ECG Test ar Examination Short Mame
EG EGTEST ECG Data ECG Test or Examination Wame

EG EGTEST ECG Interpretation  ECG Test or Examination Mame

EG EGTEST PR Interval ECG Test or Examination Wame

EG EGORRES 120 Fiesult or Finding in Original Units

EG EGORRES 142 Reszult or Finding in Original Units

EG EGORRES ABMORMAL Fizzult or Finding in Qriginal Units

EG EGORRES HORMAL Result or Finding in Original Urits

EG EGSTAT HOT DOME Cormpletion Status

EG WISITHLIR ] *izit Humber

EG WISITHLI 1 *igit Mumber

EG WISITHLIR 2 *izit Humber

EG VISIT Sereening Yisit Marne

EG WISIT Wizt 1 *izit Mame

EG WISIT Wigit 2 *izit Mame

Table 18: Paired SDTM variable values summarized and saved in SAS data set

ABLE: Work.5dtm_paired

Domain | Variable | Yalue | Label |
EG EGTESTCDT  EGALL ECG Data
EG EGTESTCD  INTP ECG Interpretation
EG EGTESTCD: PR PR Irteryal
SUPPEG  GMAM EGCLSIG  Clinically Significant




IMPLEMENTATION OF REPORTS
Reports are created with SAS ODS. Table 19 is sample code. Note that with ODS the output file type is XML. XML
file can be open with Excel and saved as a new Excel file.

Table 19: Sample SAS code to create reports
ods tagsets.ExcelXxP path="&FEPPDIR" file='Reportl.xml'
atyle=xLzanzPrinter;
ods tagsets.ExcelXP options (embedded titles='wyes'
embedded footnotes='yes!
sheet names='Summary'
ghsolute_column width='9"');

title Reportl;
footnote;
proc print data=sunigque domains noobs label splic='+';
run;
ods tagsetzs.ExcelXxP closze:

Reports are the output from the data warehouse and the tool for programmers or anyone who wishes to know about
our SDTM-based studies without having to access the annotated CRFs, data set Specifications, or SDTM SAS data
sets. Given all the detailed information from the three sources is captured in the data warehouse, with the exception
of patient level association, the purposes and the uses of the reports can be unlimited, whether it is for knowledge
transfer, comparison across studies or validation within a study. The following describes the five types of reports
according to the Requirements section in this paper.

Report 1: CRF-SDTM Mapping Overview

In Table 20, this is a list of the SDTM SAS data sets and the corresponding CRFs where the raw data are collected.
This CRF - SDTM association serves as a reference for new studies to ensure consistent data mapping. The area in
yellow in Table 20 shows the various forms we have mapped to the custom domain BI - Biomarkers, and the area in
green the forms mapped to the published domain CM - Concomitant Medications, including the supplemental qualifier
SUPPCM consistently with data coming from the Prior Cancer Therapy CRF and the Prior Radiation Therapy CRF.

The structure of this list is one row per SDTM domain per CRF per study. It may look like displaying a lot of duplicate
domains and CRF names. However, with AutoFilter in Excel, we can easily drill down to display only what we are
interested in. For example, with AutoFilter by Study # = 8888/033, it displays only the unique combination of SDTM
data sets and CRFs for that study, as in the bottom of Table 20.

The last two columns on this report, aCRF Link and Specs Link, are embedded with the Excel function HYPERLINK
in each cell. For example, the function for Study 8888041 aCRF page 27 is =HYPERLINK("8888041-aCRF.pdf#27",
"aCRF #27"), where the first argument in the function is the aCRF file name plus the page number, and the second
argument is the label for this hypertext link. Similarly, the function for the Bl tab in the Specifications Excel file is
=HYPERLINK("[8888041-CRT-Specification.xIs]BI!A1", "BI"), where the first argument in the function is the Excel file
name plus the tab name BI, and the second argument is the text for this hypertext link.

Report 2: Distribution of SDTM Variables

The sample report in Table 21 compares between studies. The cells in yellow highlight shows the variables
CMDOSE, CMDOSFRQ, CMDOSTXT and CMDOSU are included in both studies, except for CMDOSTXT that is not
annotated on CRF. The variable EXCAT appears in study 8888/043 only, and the value “STUDY DRUG” is annotated
on CRF. For EX domain, the cells in green highlight show that some permissible variables are present in SDTM SAS
data sets and annotated on aCRF, e.g., EXADJ in study 8888/043, and EXDOSFRQ and EXDOSTOT in study
8888/062. Overall, the SDTM SAS data sets match aCRF and Specification within each study.

Report 3: SDTM Variable Values vs. Controlled Terminology Terms

The sample report in Table 22 compares three studies on the variable EGORRES. First of all, the variable label for
EGORRES is identical among SDTM data sets and Specifications for all studies. Next, in terms of the variable values
of EGORRES, this report can identify even slight differences. For example, the three studies all collect abnormal test
results being clinical significance or not. However, due to different pre-printed text on CRF used as the controlled
terminology terms, the values for EGORRES are different. There are “ABNORMAL, CLINICALLY SIGNIFICANT” vs.
“CLINICALLY SIGNIFICANT FINDINGS”, and “ABNORMAL, NON-CLINICALLY SIGNIFICANT” vs. “ABNORMAL,
NOT CLINICALLY SIGNIFICANT”.

This sample report also points out a data issue in study 8888/047. Comparing with the controlled terminology terms
for the study, the text in red, “SIGNIFICAN?", is likely a data truncation when in SDTM SAS data set for EG.



When reviewing this list we need to be aware of any free text collected on CRF. For example, EGORRES may
contain numeric test results. In Table 22, there are the values 996, 997 and 998 for EGORRES. They are from
specific ECG tests such as RR Interval, and are not subject to controlled terminology.

Table 20: Report 1, summary of SDTM — CRF mapping
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=HYPERLIMK{"8383041-aCRF pdfé7", "aCRF #7" fr
Domain « |SUPP-- - |aCRF Title - [Study & 'il'“' w |Link/ -
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Report 4: SDTM Paired Variable Values vs. Value Level Metadata
The sample report in Table 23 displays the combination of QNAM and QLABEL in the supplemental qualifier
SUPPEX from three studies. This can serve as a reference for new studies to carry over the same mapping.

This list shows that the data in SUPPEX data sets match the value level metadata in Specifications. It also shows
consistent mapping across the three studies, for example, QNAM = DOSEINTE and QLABEL = Dose Interrupted in
both studies 8888/043 and 8888/047, and QNAM = DOSERED and QLABEL = Dose Reduced in studies 8888/043
and 8888/062.

The sample report also identifies qualifier variables that are defined in Specifications but not present in SDTM SAS
data sets, for example, Study 8888/062, the paired QNAM = AUCDOSE and QLABEL= Target AUC Dose. This might
be simply because of no raw data collected for the data field Target AUC Dose on CRF. However, it could be a
programming issue that has dropped data points when transferring the raw CRF data to SDTM. So, it is worth
checking the raw CRF data to verify if this data field is indeed blank.

Table 21: Report 2, distribution of SDTM variables in aCRF, Specifications and SDTM SAS data sets

Values (if present 5888/043 5888/062

Domain « |Variable « |on aCRF) « |aCRF - |Specs - |[Dataset « |aCRF - |Specs - |[Dataset «
Chd CWDOSE b i N b i N
Chd CMDOSFRG N ki ki N ki ki
Chi ChDOSTRT i i i i
Chd ChDOEL N ki ki N ki ki
Ex EXCAT STUDY DRUG ks ki i

Ex ExA0 N ki ki

Ex EXDOSE N N Y N Y
Ex EXDOSFRM i i i i
Ex EXDOSFRG ki ki
Ex ExXDOSTOT i i i
Ex EXDOETHT ki ki ki ki
Ex ExDOSU i i i i i i
Ex EXRCUTE ki ki ki ki

Table 22: Report 3, variable values in SDTM SAS data sets vs. Specifications

8883/043 8888/047 8888/062
Domain_« |Variable - |Value - |Label - Datasell Specs « Datasell Specs « [latasell Specs «
EG EZORRES  |995 Result or Finding in Criginal Units ki
EG EGORRES  |997 Result or Finding in Original Units hd
EG EGORRES  |995 Fesult or Finding in Criginal Units hd
EG EGORRES  |ABMORMAL  CLINICALLY SIGMIFICANT Resutt of Finding in Crigingl Units A A
EG EGORRES  |ABNORMAL, MOM-CLIMICALLY SIGMIFICAN  |Result or Finding in Criginal Units A
EG EGORRES  |ABMORMAL MOM-CLIMICALLY SIGMIFICANT |Result or Finding in Original Units | ki ki
EG EGORRES  |ABNORMAL NOT CLIMICALLY SIGHIFICANT |Result or Finding in Criginal Units k4 ks
EG EGORRES  |CLIMICALLY SIGMFICANT FINDINGS Resutt or Finding in Crigingl Units ki
Ets EGORRES  [MORMAL Result or Finding in Criginal Units | Ay Ay Ay b b

Table 23: Report 4, paired variable values in SDTM SAS data sets vs. Specifications

8888/043 8883/047 8888/062
Domain « [Variable « [Value « |Lalel - |Dataset » |S|:-ecs - |Mataset v|S|)|3rt:s - |Dataset  « ISDECS -
SUPPEX GINAM AUCDOSE Target AUC Dose ** Ahzence ** Y
SUPPEX CMAM DOSCHINT Dose Changednterruption b hd
SUPPEX GIMAM DOSEDILY Dilution b i
SUPPEX GIMAM DOSEHELD  |Dose Held b hd
SUPPEX CINAM DiOSEIMNTE Doze Interupted i ki ki i
SUPPEX GIMAM DIOSELVL Doze Level A W
SUPPEX G AN DOSEMISS  |Did the Subject Miss Anyv Doses? b hd
SUPPEX CINAM DiOSERED Doze Reduced i ki ki i
SUPPEX GIMAM DOSEREDT  |Dste of Dose Reduction k4 ki




Report 5: SDTM Extended Paired Variable Values vs. Value Level Metadata

The sample report in Table 24 displays the variable value level data associated with the HCG test in LB data sets
from three studies. Though the values on LBTESTCD and LBTEST are consistent, there are differences on LBCAT
and LBSTRESU. In studies 8888/043 and 8888/047, the values on LBCAT are PRENANCY TEST and
PREGNANCY, respectively, and there is no standard unit associated. This implies that the test result must have been
Positive or Negative. For study 8888/062, the HCG test is in the category of CHEMISTRY, and has the standard unit
IU/L. So, there are two findings by reviewing this report. First of all, we may want to decide on the LBCAT value being
either PREGNANCY TEST or PREGNANCY for the purposes of consistent data mapping. Secondly, when the HCG
test is in the category of Chemistry, it shall be associated with the same standard unit, in this case, IU/L.

Table 24: Report 5, extended paired variable values in SDTM SAS data sets vs. Specifications

--TESTCD| --TEST / --CAT/ --STRESU |8838/043 Ga8E04T §388/062
Domain w |Variable « |/ QNAM w |OLABEL » |QORIG » |/ OEVAL » |Dataset LISpecs » |Dataset LISpecs  |Dataset lISpecs hd
LB LBTESTCD |HCG Chariogonadotropin Beta |[PREGHANCY ki hd
LB LBTESTCD |HCG Chariogonadotropin Beta [PREGHANCY TEST hd ki
LB LBTESTCD |HCG Chariogonacotropin Beta |CHEMISTRY L ki Y

DISCUSSION

Various types and uses of reports can be created out of the data warehouse. For example, we can add VISIT and
VISITNUM to the list of paired variables in Report 4, or the sub-category variable --SCAT and original test unit
variable --ORRESU to Report 5.

Because of the standardized structure of the SAS data sets in the data warehouse, program templates and macros
are developed for programmers to use and create custom reports for comparison or validation purposes. For
example, based on Report 4, we can display rows only when there are multiple --TEST values corresponding to the
same --TESTCD, which indicates data issues. Another modification is to add WHERE clause to any of the Reports to

list a subset of SDTM variables of interest.
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