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SOME HISTORY...




ipped items (e.g., questions) on a QRS
e skipped due to a
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If instructions on how to record and/or score responses to logically skipped items are
available from the instrument developer, then records for logically skipped items should
be included in the submission dataset with the following:

QSSTAT = “NOT DONE”;

QSREASND = “LOGICALLY SKIPPED ITEM”; and

QSORRES, QSSTRESC, and QSSTRESN would be assigned according to the

instrument’s instructions.

If instructions on how to record and/or score responses to logically skipped items are not
available from the instrument developer, then records for logically skipped items should
be included in the submission dataset with the following:

e QSSTAT =“NOT DONE”;

e QSREASND =“LOGICALLY SKIPPED ITEM”; and

e QSORRES, QSSTRESC, and QSSTRESN all set to null.




TREE DIAGRAM FOR DETERMINING —REASND
(FROM AUGUST 27, 2019)

QRS Instrument

Missing Responses

-STAT="NOT DONE" -—-STAT="NOT DONE"

--REASND=<collected

_ul, reason> (e.g.,
REASND="LOGICALLY "

ANSWER”)

The 1st fime this chart
appeared, Aug 27/,
2019

--STAT="NOT DONE"

--REASND="NO
RESPONSE
COLLECTED”

*Note: --ORRES, --STRESC, --STRESN are missing in all of these instances.




TREE DIAGRAM FOR DETERMINING —REASND
(PRESENTED JANUARY 21, 2020)

Presented Jan 21, 2020,
g e this is another
PREVIOUSLY proposed.

--STAT="NOT DONE"

--STAT="NOT DONE" o
(--REASND missing)

REASND="LOGICALLY
SKIPPED ITEM”

*Note: --ORRES, --STRESC, --STRESN are missing in all of these instances.



TREE DIAGRAM FOR DETERMINING --REASND

Slaiers | Presented Mar 8, 2021, this is
another PREVIOUS proposal.

and Not Expected)

--STAT="NOT DONE"
(--REASND missing)

-STAT=*NOT DONE" --STAT=“NOT DONE"

o\ --REASND="LOGICALLY --ORRES, --STRESC, and
REASND="LOGICALLY 7 g .
SKIPPED ITEM" SKIPPED ITEM --STRESN all missing
-STRESC/-STRESN = score from manual --ORRES, --STRESC, and
—ORRES missing since the item was skipped —STRESN all missing




WITH 2022 COMES CONDITIC
BRANCHING...




CONDITIONAL BRANCHING AND THE PRO-CTCAE

PRO-CTCAE logic branches from frequency to severity
to interference. PRO-CTCAE uses conditional branching
to determine if items need to be presented to a subject.

For example, if a PRO-CTCAE item neveroccurs
(frequency item response is QSORRES = Never), then the
sverity and interference items are never presented 1o
are provided a score of 0.




CONDITIONAL BRANCHING

According to PC Mag, condifional branchingis “A
programming instruction that directs the computer to
another part of the program based on the results of @
compare.”

ires, ratings, and scales (QRS) this might be
1 a QRS instfrument is

) LD



CONDITIONAL BRANCHING AND LOGICALLY SKIPPED ITEMS

Conditional branching is very similar to what we have
been calling “logically skipped items”.

The only difference between PRO-CTCAE items that
have not been presented to a subject and logically
skipped items is that CDISC hasn’'t had a use case in

hich the items were skipped and a score assigned o




CONDITIONAL BRANCHING AND LOGICALLY SKIPPED ITEMS

The other part of the definition for logically skipped
ifems is, “...or when the item does not apply to the
subject.” such as when an item is used if something
happened (e.g., weight decreased) or a different item
Is used if something else happened (e.g., weight
iIncreased). These items that do not apply are ones that
the instrument directs the subject to answer or not
iven condition (e.g., weight).

ditional



Conditional branching and logically skipped items haye the same
logic and are essentially the same thing!




REPRESENTATION OF STANDARDIZED RESULTS IN
CDISC STANDARDS

« Sometimes standardized results are known to
exist for a QRS instfrument, but not stated on the
CRF. When this occurs, the standardized values
WI|| be represented in SDTM. As per CDISC QRS
ices and SDTMIG v3.4:“...Thisis only
ando dlzed responses

~




RECAP OF CDISC REPRESENTATION OF QRS
LOGICALLY SKIPPED ITEMS TO THIS POINT

« QSORRES, QSSTRESC, and QSSTRESN have been
null because CDISC did not have a use case
where standardized values were provided for
Itfems that were not done
QSSTAT and QSREASND have been “NOT

e ALLY SKIPPED ITEM",




AN UPDATED RECOMMENDATION...




A NEW VARIABLE

The CDISC SDS QRS Subteam isrequesting a new variable;
meanwhile a supplemental qualifier has been approved:

Name: QSCBRFL
Label: Conditional Branching Flag
Possible values of “Y" and null




A NEW APPROACH FOR ITEMS THAT ARE NOT
DONE DUE TO CONDITIONAL BRANCHING:

Use the non-standard variable QSCBRFL (represented as
suppqual until SDTMIG v4.0 is approved)

e --STAT and --REASND

Nis IS No longer



A NEW APPROACH FOR ITEMS THAT ARE NOT
DONE DUE TO CONDITIONAL BRANCHING:

Use QSCBRFL and do not use —=DRVFL as when there are
assigned values,

DO Use --STAT and —-REASND
For REASND:

If there is a collected reason not done, use that

If there is no collected reason, either leave missing, or use
the sponsor-defined reason not done per the sponsor’s
data management best practices (e.g., QSREASND =
“LOGICALLY SKIPPED ITEM")



REQUESTED CHANGE TO THE FDA spTCG

If Instructions on how o record and/or score responses to
itfems not done due to conditional branching are available
from the instrument developer, then records for items with
conditional branching should be included in the
submission dataset with the following:

QSCBRFL =

QSORRES, QSSTRESC, and QSSTRESN would be ¢
according to the instrument’s instructions




REQUESTED CHANGE TO THE FDA spTCG (CONT.)

If instructions on how to record and/or score responses to
ifems not done due to conditional branching are nof
available from the instrument developer, then records for
itfems with conditional branching should be included in the
submission dataset with the following:

QSSTAT = “NOT DON

QSREASND = either null or the sponsor-provided reaso
“LOGICALLY SKIPPED ITEM"),

QSCBRFL = "Y" and,

QSORRES, QSSTRESC, and QSSTRESN all set to null.




AMPLE OF ITEMS WITH CONDITIONAL BRANCHING —

{QSTESTCD=PT01014A and PTO1014B
14. PRO-CTCAE™ Symptom Term: Hiccups
a. Inthe last 7 days, how OFTEN did you have HICCUPS?

O Rarely O Occasionally O Frequently O Almost constantly

b. In the last 7 days, what was the SEVERITY of your HICCUPS at their WORST?

ONone | OMild O Moderate

When the PRO-CTCAE® is administered electronically, if the
subject answers “Never” for PTO1014A, then PTO1014B is
assigned “None”.



REPRESENTING ITEMS WITH CONDITIONAL BRANCHING -
PRO-CTCAE®

Row [UsUBID | GSTESTCD | QSORRES | QSSTESC _GSSTRES | QsCakrL

POOO1 PTO10T4A Never
2 POOOT PTO1014B None 0 0 Y

« Currently QSCBRFL would be represented as a non-standard variable
(suppqual); in the future (SDTMIG v4.0; SDTM v2.x) it is anticipated to
become a new standard variable.

 When the PRO-CTCAE is administered electronically, items not gg
due fo conditional branching are assigned values of “None” of “Not af
all” for QSORRES; QSSTRESC and QSSTRESN are assigned 0.

*Due to space constraints, some variables are not shownin the gs.xpt table.



Do you have an ostomy appliance? (Mark one box) |:| No or |:| Yes

, , When QSTESTCD=FAC00835,
If yes, please answer the next two items: QSORRES = No/Yes and QSSTRESC = N/Y

I am embarrassed by my ostomy appliance ..|FAC00836| 0 1 2 3 4

Carnng for my ostomy apphance 1s difficult .JFAcoog37| 0 1 2 3 4

FACOO0835 leads to two possible items not done due to
condifional branching:

« FACO00836 and

« FACO00837



REPRESENTING ITEMS WITH CONDITIONAL BRANCHING - FACT-C

Kou USUBID | QSTESTCD | QSORRES_QSSTRESC. QSSTRESN

POOO1 FAC00835
POOO1 FACO00836
POOO1 FACO00837

gs.xpt (cont.)
QSSTAT | QSREASND

QSCBRFL

1 (cont.)
2 (cont.) NOT DONE LOGICALLY SKIPPED ITEM

3 (cont.) NOT DONE LOGICALLY SKIPPED ITEM

*Note:

« Due to space constraints, some variables are not shownin the gs.xpf table.

« Items skipped due to conditional branching are not scored for the FACT-C. If standardizegvalues for
items with conditional branching had been provided, then they would be represented it QSORRES,
QSSTRESC, and QSSTRESN in Rows 2 and 3. QSREASND was not collected; however, the sponsor
chose to represent it as “LOGICALLY SKIPPED ITEM” per data management best prdctices.



REPRESENTING ITEMS WITH CONDITIONAL

BRANCHING — FACT-C (CONT.)

Row [USUBJID | QSTESTCD | QSORRES | QSSTRESC | QSSTRESN | QSSTAT

POO0O1 FAC00835
2 POOOT FACO00836 Somewhat 2 2
3 POO0O1 FAC00837 Quite a bit 3 3

*Note: Due to space constraints, some variables are not shown in the gs.xpt table.



REPRESENTING ITEMS WITH CONDITIONAL

BRANCHING — FACT-C (CONT,)

Fou USUBID | GSTESTCD_QSORRES | GSSTRESC | QSSTRESN._GSSTAT

POOO1 FACO00835
2 POOO1 FACO00836 NOT DONE
3 POOO1 FACO00837 Quite a bit

*Note: Due to space constraints, some variables are not shown in the gs.xpt table. QSREASND
is not included as the reason there was no response is not known.



REPRESENTING ITEMS WITH CONDITIONAL
BRANCHING — FACT-C (CONT.)

o USUbID | GSTEICO | G50RES QSSTIESC | GRSTREN QSSTAT

POOO1 FACO00835 NOT DONE
2 POOO1 FACO00836 NOT DONE
3 POOO1 FACO00837 NOT DONE '

*Note: Due to space constraints, some variables are not shown in the gs.xpt table, QSREASND
is not included as the reason there was no response is not known. All items, inclyding the item
that could lead to conditional branching, were left blank.



(2.0 Communication Ability[QSSCAT=COMMUNICATION ABILITY] [ | W= snifons

2.1 Is [name] able to communicate with you in | Consistently Inconsistently Mo b i "
QSTESTCD=ED102_1 Go t02.2 Goto 2.2 Go to 2.4 Inconsistently”, then
.2 How do they communicate primarily? 0 B 1 ‘ ‘ 2 items ED102_4 and
QSTESTCD=ED102 2 Speech Writing or spelling device | Gestures or .
~ signals ED102_5 are skipped.
0 2
Yes

2.3 Is [name] able to give the correct date and

1 3
time within a few seconds of being asked? Yes but Sometimes MNo .
QSTESTCD=ED102_3 takes more When EDR102_1 is
mﬂ"ﬂLEW “No", then items
seconds
ED102_2 and EDI
QSTESTCD=ED102_4 Go to #4 Go to #4 Go to #4 are ski o ped .
2.4 Does [name] have only a few words that Yes
[s/he] uses over and over or does [s/he] 1
express him/herself only through random When ED10QZ74 | :
answers, shouting or swearing? Go to #4 . A4 .
2.5 Does [name] only moan, groan or make Yes then ite / D) —
other sounds that are not understandable? 1 skipped:
QSTESTCD=ED102_5
Go to #4

To examiner: There is no item #3. Go fo #4.




EXAMPLE OF ITEMS SKIPPED DUE TO CONDITIONAL BRANCHING -
EXPANDED DRS-PI CAREGIVER VERSION, SECTION 2 (CONT.)

Row USUBJID | QSTESTCD | QSORRES | GSSTRESC | GSSTRESN_

PO0O1 ED102_1 Consistently
2 POOO1 ED102_2 Speech o) 0
3 POOOT ED102_3 Yes, but takes more 1

than a few seconds

4 POOOT ED102_4 /
S PO0O1 ED102_5
gs.xpt (cont. *Note:
m « Items not done due to conditional branching
are not scored for the Expanded DRS-PI. If

| G, standardized values for these items had beer

2 (cont ) provided, then QSORRES, QSSTRESC, and
QSSTRESN would have been populated i Rows
4 and 5. The sponsor chose not to use”QSREASND
4(cont.) ~ NOTDONE Y since QSCBRFL shows there was conditional

5 (cont.) NOTDONE Y branching.

N\

3 (cont.)

*Note: Due to space constraints, some variables are not shown in the gs.xpt table.



EXAMPLE OF ITEMS SKIPPED DUE TO CONDITIONAL BRANCHING -
EXPANDED DRS-PI CAREGIVER VERSION, SECTION 2 (CONT.)

Row | USUBJID | GSTESICD._LQSORRES | GSSTRESC _ QSSTRESN.

POOOT ED102_1
POOO] ED102_2
POOOT ED102_3
POOO1 ED102_4
POOO1 ED102_5

gs.xpt (cont.)

*Note:
m » Items not done due to conditional branching

1 (cont.) are not scored for the Expanded DRS-PI. If

stfandardized values for these items had been

provided, then QSORRES, QSSTRESC, and

QSSTRESN would have been populateg/in

4 (cont.) Rows 2, 3, and 5. The sponsor chose pot to use

5(cont] NOTDONE Y QSREASND since QSCBRFL shows there was
conditional branching.

2 (cont.) NOT DONE Y
3 (cont.) NOT DONE Y

* Note: Due to space constraints, some variables are not shown in the gs.xpf table.




How certain are you that [name] can:

Certain or very Certain or very certain
certain s/he cannot
s/he can
e oo e —-— andl ED108_6.Com
of [his/her] choosing or manage a = o
home independently or partl::lpate and ED1 08_6 can
in school flltme QS TES Tp-E0108 7 each lead fo
8.5 be successful at work, school or items being
in home management with some .
reduction in the work load or with ski pped due fo
other accommodations due to Goto 8.6 conditional

disabilities o o N
8.6 be successful at wo C rancning wnen
in home management but wlth the response is
limited choices in jobs or gab G .
8.7 be able to work at home orin a certain s/h
special setting like a sheltered
workshop in which the work is

very routine and there is very
frequent supervision and support

QSTESTCD=ED108 7



EXAMPLE OF ITEMS SKIPPED DUE TO CONDITIONAL BRANCHING -
EXPANDED DRS-PI CAREGIVER VERSION, SECTION 8 (CONT.)

m USUBJID | QSTESTCD | QSORRES QSSTRESC | QSSTRESN

POOO] ED108_4

2 POOOT ED108_5 Certain or very certain o) 0
s/he can

Uncertain

POOO1
POOO1

ED108_6
ED108_7

4

gs.xpft (cont.) *Note:

| Row | QSSTAT | QSCBRFL | - ltems not done due to conditional branching

are not scored for the Expanded DRS-PI. If
standardized values for these items had beg
2 (cont.) provided, then QSORRES, QSSTRESC and
3(cont.) NOTDONE Y QSSTRESN would have been in Rows 3 .dnd 4.
The sponsor chose not to use QSREASND since
QSCBRFL shows there was conditighal
branching.

1 (cont.)

4(cont) NOTDONE Y

* Note: Due to space constraints, some variables are not shown in the gs.xpf table.



Complete either 11 or 12 (not both) MelehicEck cleoning if

11. Appetite (Decreased): IDSC111/IDSC112

No change from usual appetite. conflict

Eats somewhat less often and/or lesser N J . ted ¢
amounts than usual. recorais creareaq ror

Eats much less than usual and only with both items.

personal effort. . -
Eats rarely within a 24-hour period, and only The item that does noft

with extreme personal effort or with persuasion apply is considered to
by others. be not done due to

12. Appetite (Increased):|[RSTESTCD=IDSC112 condifional branch

No change from usual appetite.

More frequently feels a need to eat than usual.
Regularly eats more often and/or greater
amounts than usual.

Feels driven to overeat at and between meals.




EXAMPLE OF ITEMS WITH CONDITIONAL BRANCHING - IDS-C

Row JUSUBJID _ RSTESTCD L RSORRES | RSSTRESC | RSSTRESN.

POQO1 IDSC111 No change from usual
appetite.

POOO1 IDSC112

rs.xpt (cont.) *Note:
* Items not done due to conditional branching
Row RSSTAT | RSCBRFL are not scored for the IDS-C. If standardized
values for these items had been provided,
11 (cont.) then RSORRES, RSSTRESC, and RSSTRESN would
have been populated in Row 12. The sponsor
12 (conf.) ~ NOTDONE Y chose not to use QSREASND since QSCBRFL

shows there was conditional branching.

* Note: Due to space constraints, some variables are not shown in the rs.xpt table



EXAMPLE OF ITEMS WITH
CONDITIONAL BRANCHING - PHQ-15

Not Bothered Bothered
bothered a a
at all little lot

(0) (1) (2)

QSTESTCD]d. Menstrual cramps or other problems with your periods
=PHQ0204 u O ]

« Data needs cleaning it PHQ0204 is answered for “Male"” subjects.
« |f the item does not apply, it iIs considered to be not done due t
condifional branching.




REPRESENTING ITEMS WITH CONDITIONAL BRANCHING -
PHQ-15

rovsio_aseseo [asos __asmese _assmesn assar

POOO1 PHQO0204 Not bothered at all

traditional gende

o Usvoo asTescn_asomesassuese s

PO004 PHQO0204
qs.xpf (cont.)

(Row [ QSSTAT | QSCBRFL | QSREASND

4 (cont.) NOT DONE Y CONDITIONAL BRANCHING

Noftes:

« Due to space constraints, some variables are not shown in the gs.xpt table.

« |tfemsnot done due to conditional branching are not scored for the PHQ-15. If standardized
valuesfor these itemshad been provided, then QSORRES, QSSTRESC, and Q8STRESN would
have been populated in Row 4. The sponsorchose to represent the reason not done as

“CONDITIONALBRANCHING” per their data management best practices.



Final notes regarding representing missing
data in QS/RS/FT

QRS domains (QS, RS, €

« The SDS QRS Subteam is working to revise the
reflect the representation of missing data for QRS
Instruments.



Dana Booth
dana.booth@merck.com

Steve Kopko
nal@cdisc.oro

THANK YOU!
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