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INTRODUCTION
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Questionnaire data in respiratory studies

Patients are asked to
estimate their symptoms
using the scale:

O — None

1 - Mild

2 — Moderate
3 — Severe

Headache
Fainting/dizziness
Fatigue

Sore throat
Shoriness of breath
Muscle Aches
Vomiting

Runny nose
Chills/night sweats
Cough

Unable to care for self
Little or no urination
Loss of smell

Loss of taste

| 1 JHeadache |
|2 | Fainting/dizziness |
| 3 JFatgue =~ 0|
| 4 JSorethroat |
|5 | Shoriness of breath |
| 6 | MuscleAches |
| 7 JVomiing |
| 8 JRunnynose |
| 9 | Chills/night sweats |
| 10 JCough |
| 11 ] Unable to care for self |
| 12 | Little or no urination |
| 13 Jlossofsmell |
| 14 Jlossoftaste |

—_—
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TTE endpoints based on patient’s diaries - 1

For TTE endpoints an appropriate

. . . . Event occurs if
criterion should be maintained for e e e

a certain period

In the further examples:
Event: AVAL <=1 for all questions
T =43 hours
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TTE endpoints based on patient’s diaries - 2

immary for Time to Alleviation of COVID-19 Signs and Symptoms

event
out event

Time to event (hour

Kaplan-Meier Plot of Time to Alleviation of COVID-19 Signs and Symptoms

Time to alleviation of COV is defined as the
of treatn t to the point ollowing crite
of r 1 3 1-12 of the

tained for

Proportion of Patients with
Symptom Alleviation

+ Censored

0 48 96 144 192 240 288 336 384 432 480 528 576 624

lime (Hours)

Time to alleviasion of COVID-19 symptoms is defined as the length of time taken from start of treatment to the point at which the tollowing critericn is metand maintained for at least 43 hours: Score of Oor 1 on ltems 1-12 of
the COVID-19 Symptom Diary. regardiess of if the symplom is pre-existing of new
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STRUCTURE OF TTE DATASET
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TTE specific variables

Variable Variable Label Core Description
Name

Analysis Date/Time | Perm | Analysis of date/time of event or censoring associated with
AVAL in numeric format.

STARTDTM Time to Event Perm | This is generally the time at which a subject is first at risk for the
Origin Date/Time event of interest evaluation (as defined in the Protocol or

Statistical Analysis Plan). For example, this may be the
randomization date or the date of the first study therapy
exposure.

AVAL Analysis Value AVAL is the elapsed time to the event of interest from the origin
based on ADTM and STARTDTM.
CNSR displays whether the event has occurred or not. Usually,
CSNR = 0 for the event and CNSR = 1 or > 0 otherwise.
Description censoring.
Description




. § INTEGO GROUP

COMMON PITFALLS
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Origin of the event and baseline value

PARAMCD AVISIT ATPT PARAMCD AVISIT ATPT

Event starts at baseline before the treatment Event starts after the treatment start

Event: AVAL<=1
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Censoring catches

PARAMCD AVISIT ATPT PARAMCD PARAMCD AVISIT ATPT

Casel - Event doesn’t occur Case 2 - Event starts after the planned Case 3 - Maintenance of needed
data collection period criteria is after the planned data
collection period

Source line for censoring date

Event




. § INTEGO GROUP

DEALING WITH MISSING DATA




. 1 INTEGO GROUP

Fully and Partially missing data

Symptom Day 1 Date: 24-02-2022 Day 2 Date: 25-02-2022
Morning Evening Morning Evening
Time: 09:30 | Time: 18:30 Time: Time: 19:00
I A A

1 \ 1
1+
Fatigue 1+ T
Sore throat 2 12

Shortness of breath
Muscle Aches
Vomiting

Runny nose
Chills/night sweats
Cough

Unable to care for self
Little or no urination
Loss of smell

Loss of taste

\J
H
H
i

1

2
3

| 4
| 6
| 7
| 8
| 9
| 10
14
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Handling of partially missing data

sea: 13 Toesl columny: & AVAL ADTM ATPT AVISIT DTYPE
USUBJID QSTESTCD QSSTRESN WISIT QSOTC
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Handling of fully missing data - template

1. Define the list of subjects for TTE analysis - SUBJ

2. Form the list of questions - QUEST

3. Generate the full list of planned time points — TPOINT

4. Produce diary template — cartesian product of SUBJXTPOINTxQUEST

5. Limit the list of timepoints for each subject according to the latest

available visit in SV
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Handling of fully missing data - rules

USUBJID AVISIT QS00101 QS00102 QS00103 QS00104 QS00105 [ one or two consecutive
DAY entire symptom scores
are missing -> AVAL
takes the result of the
next non-missing
assessment: Case 1,
Case 3

J.
O m O m O

| 5

) o

O m

I

|
) m

|

more than two
consecutive entire
symptom scores are
missing -> AVAL
considers that visit as
having failed the
endpoint: Case 2

X X1~ x- X | &

X»
)

m m m m m m m m
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Handling of fully missing data — result of imputation

USuUBJID AVISIT QS00101 QS00102 QS00103 QS00104 QS00105 D one or two Consecutive

entire symptom scores
are missing -> AVAL
takes the result of the
next non-missing
assessment: Case 1,
Case 3

-~

more than two
consecutive entire
symptom scores are
missing -> AVAL
considers that visit as
having failed the
endpoint: Case 2
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Handling fully missing data - PHANTOM record

UsSuBJID PARAMCD AVAL ADTM ADY ATPT AVISIT AVISITN DTYPE

L AN

v'ADT is taken from SV

v'Rules to impute time should be defined additionally
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Mingle with Baseline and Day 1 data

UsSuBJID ADY ATPT AVISIT AVISITN DTYPE

oieine

v'Day 1 Morning -> Baseline

v'No need to create additional record for Day 1 Morning
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ADaMs ARRANGEMENT FOR TTE CALCULATION
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ADQS vs ADDIAR

usubjid paramcd avisi! atpt

ADDIAR — Analysis Diary Dataset helps:

o to apply additional restrictions to data for TTE analysis
o to facilitate QC process




. 1 INTEGO GROUP

Symptom data storage in ADaM

DIARY ADaM
Symptom name Param/Paramcd

Date, time of a symptom assessment  ADT/ADTM
Time point of a symptom assessment  ATPT/ATPTN

Visit of an assessment AVISIT/AVISIT
Symptom score AVAL/AVALC
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set adgs;
by usubjid paramcd adtm;

-l- [
E E Ca cu atlon length avaln prev_avaln prev_adtm 8 prev_usubjid $50 prev paramcd $8;

format prev_adtm datetime20.;
avaln ifn(aval in (0 1), 0, 99);

Determine the intervals during prev_usubjid

prev_paramcd

lag (usubjid);
lag (paramcd) ;

WhiCh the event FEC]UireS ) prev_avaln lag(avaln);
maintenance gr + 1;

if prev_usubjid usubjid
and prev_paramcd paramcd
and prev_avaln avaln
and avaln 0

then gr gr - 1;

r

Determine the duration of the
maintenance that falls within Proc Sql;

create table ttel as

these intervals and select only celect

. from adgsl
those intervals that meet our group by usubjid, paramcd, gr

1 having (max(adtm) - min(adtm)) /3600 >= 21.5
reqUIrementS order by usubjid, paramcd, gr, adtm;
quit;

data tte;
set ttel;

Select the start time of each R by usubjid paramed gr adtm;
qualifying interval piiliiat i

run;
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CONCLUSION
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Points to consider during preparing Diary data
for TTE analysis:

define which diary data will be used for TTE analysis;

define strategy for dealing with missing timepoints;

establish censoring rules while considering the period of interest;
pay attention to defining baseline and its possible overlap with
scheduled assessments;

prepare diary data in separate dataset.
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THANK YOU FOR YOUR ATTENTION!

QUESTIONS?




