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OBJECTIVE FDA and SISAQol Guidance

> Longitudinal analysis of PRO data in oncology clinical trials is widely

> Both SISAQoL recommendations! and recent FDA guidance
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disease progression and death are identified as intercurrent events. Technical Specifications Document

proposing presentations of PRO data disposition and completion

> To align with planned PRO estimands, which may focus on-treatment rate reflecting categories of Expected and Not Expected PRO data

Figure Al. Patient Disposition when Evaluating Clinical Benefit (Denominator = Randomized Population)
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DATA VISUALISATION OF COMPLETION RATE: DIVERGENT BAR CHART
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> Below the line, bars in purple reflects data “not expected”

Not Expected: Died
Not Expected: Disease Progression

Not Expected: Discontinues treatment

> The dark purple bar below the line shows the cumulative 100 -
incidence of death over time — which is key in ability to
interpret PRO data summaries
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IMPLEMENTATION

1) Create a summary of the counts of the number of patients in each category over time — based on data in ADQS dataset Im plementation in SAS
(ADSL variables which should be copied into ADQS). In this example, PRO data collected whilst on treatment. Therefore, PRO
data is not expected after stopping treatment e.g. due to either disease progression or adverse events

This part adds a -1 for creation of the divergent bar chart

. . . . J*NCTE 1: Syntax below requires a dataset (D_FIG), by treatment group, counts acrogs completion types over timepointa*/f

2) From ADQS, variable PROEXPFL can be used to identify patients at each AVISIT for PRO Expected or PRO Not Expected [:OTE 2: Need T cxeate fomats for your completion types end Srestment groups'/
IDATA D:FIGI; :

3) Not expected: Died: The cumulative frequency of deaths over time (by visit) is required: compare DTHDT with nominal AVISIT SET D_FI6;

. . » J*H COUNT is your subject count*/

date to determine deaths at each visit IF MISSING(N_COUNT) ISIE.I-ItH_CDIJ;TI - 0;
IF CHME_TYFE > 2 THEN N COUNT = -1 * N _COUNT: /*Createa the Divergent Bar Chart*/
4) Not expected: For each patient at AVISIT when PRO is “not expected” but patient alive use the reasons for treatment N_PERCENT = 100* (N_COUNT/N_EOF)
RN ;

discontinuation (DCTREAS)

. After setting up your colours and labels, use PROC SGPANEL to create the bar chart
5) Expected: PRO data present — or PRO data is missing e

$LET FONT SIZE = 8FT;

I-/PROC SGPANEL DATR = D _FIG DATTEMAF = ATTE MRE;

6) Use the summary of counts in each category. Also possible to present as % of randomized population in each treatment arm CORUAT GUR TvPE DR TYRE .

AEMCD ABMCD F.;

(e.g. if 2:1 randomization ratio)

F*PRNEL/PLOT INFO*/
PRNELEY ZBMCD / NOVAENAME HEADEBATTRS=(SIZE=e¢FCNT SIZE. FAMILY="&FCOHI"):
VBAR AVISIT / BESPONSE = N_PERCENT GRCUP = CMB_TYPE GROUPDISPFLAY = S5TACK GROUPCRDER = DESCENDING MISSING NRME = "VBAR"™ ATTRID = 3ID;

@ @
Implementation in R
EEYLEGEND "VEAR"™ /POSITICH=BOTTOM TITLEATTRS=(FAMILY="zFONT" SIZE=sFCNT S5IZE.) VALUEATTRS=(FAMILY="&FCONI"™ S5IZE=sFONT SIZE.):

F*REES INFO*/

COLAXIS LABEL="Timepoint™ VALUEATTRS=(SIZE=eFCHT_S5IZE. FAMILY="sFCONT") LABELATTRS=(5IZE=sFCNT_S5IZE. FAMILY=":sFONI") FITPCLICY=ROTATE;
RCOWRXIS VALUES = ("-100, -80, -60, -40, -20, 0, 20, 40, &0, 80, 100") VALUESDISPLAY=('l0Q"' "80" '&0' '40" '20" '0' *20' '40" "0 "&0' '1007)
“« LRBEL="Pecent (%)" VALUEATTRS=(5IZE=&FCONT S5SIZE. FAMILY="gFONT") LABELATTRS=(3IZE=sFCNT SIZE. FAMILY="&FONI"):
RUON;QUIT; TITLE; FOOTHOTE;

#Modify counts to display below x-axis for Not Expected type This part creates the negative counts for the divergent bar chart

comp_rates <- comp_rates %>%
mutate (COUNT_MOD = ifelse(
grepl("Wot Expected:’, comp_ratesiCATEGORY, Tixed = TRUE),
~1*comp_ratesiCOUNT, comp_ratesiCOUNT))

#Divergent Stacked Bar plot
breaks_wvalues «- seq(-200, 200, by=30)

ggplot (data - comp_rates, aes(x - AVISIT, y - COUNT_MOD, fi11 - CATEGORY)) + Use ggplot to create the divergent stacked bar chart
geonbar (stat = ‘identity’) ¢ RGB colour codes (in order)

scale_x_discrete(name = ("visit"), guide = guide_axis(angle = 43)) =+ C("#14582F","#57AF62", n "’ "#8E4BgB"’ "#582864"’ "#2D1433")

scale_y_continuous (name = ("Number of Patients"), breaks = breaks_values, Tlabels = abs(breaks_values)) +
theme_classic() +
facet_grid(~arM) +
geom_hline(yintercept
theme(legend. position

0) +
"none")

CONCLUSIONS

Data visualisation of available PRO data and completion rate together with clinical events in a patients’ journey enables clearer quantification of the potential impact of death and progression on the availability of PRO

data, as well as the amount of missing data. This improves the ability to interpret PRO data over time in context of the defined PRO estimand.

2Coens C, et al; Setting International Standards in Analyzing Patient-Reported Outcomes and Quality of Life Endpoints Data Consortium. International standards for the analysis of quality-of-life and patient-reported outcome endpoints in cancer randomised controlled
trials: recommendations of the SISAQOL Consortium. Lancet Oncol. 2020 Feb;21(2):e83-e96.
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