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Background

The prognosis for patients with advanced non-small
cell lung cancer (NSCLC) is relatively poor::
disease-related symptoms are also associated with
poor health-related quality of life (HRQoL)2®

Inhibitors targeting the PD-1/PD-L1 axis have
improved clinical outcomes, including HRQoL, in
patients with advanced NSCLC*"

Tislelizumab, a monoclonal antibody against PD-1,
was engineered to minimize binding to Fcy receptor
on macrophages in order to abrogate antibody-
dependent phagocytosis, a mechanism of T-cell
clearance and potential resistance to anti-PD-1
therapy®

RATONALE 303 (NCT03358875), a randomized,
open-label, multicenter, Phase 3 trial, examined the
efficacy and safety of single-agent tislelizumab vs
docetaxel in patients with NSCLC who had

on a prior plati ining regimen®

» Compared with docetaxel, tislelizumab
significantly prolonged OS, improved PFS, and
had a higher ORR®

The objective of this poster was to compare the
changes from baseline in the HRQoL scores and
time to deterioration in patients receiving
tislelizumab vs docetaxel in RATIONALE 303

Study Design, Patients, and Treatment

Full study details have been previously described®

Briefly, adult patients with histologically
confirmed Stage 111B or IV NSCLC of either
squamous or non-squamous histology, were
randomized 2:1 to receive tislelizumab 200 mg
IV or docetaxel 75 mg/m? IV in 21-day cycles

HRQoL Assessments and Endpoints

The PROS were collected at every treatment cycle

to the end of treatment

- Descriptive analyses were performed on all the
domains and single items

Compliance (eg, proportion of patients who

completed 21 HRQoL assessment among those

Changes from baseline were evaluated at cycle 4 (Week
10) and cycle 6 (Week 16)

- Changes from baseline in the QLQ-C30 GHS/QoL,
physical functioning scale and fatigue scale from
EORTC QLQ-C30 are presented

Changes from baseline to cycle 4 and cycle 6 of
QLQ-LC13 index score, dyspnea, coughing,
peripheral neuropathy, pain in chest, and pain in arm
or shoulder, and hemoptysis are presented

Time to deterioration (TTD) was defined as the time from
randomization to first onset of a 210 points increase from
baseline score, confirmed by a second increase of 210
points increase from baseline in QLQ-LC13 index score,
dyspnea, coughing, peripheral neuropathy, pain in chest,
pain in arm/ shoulder, and hemoptysis

Analysis

The analysis population was comprised of all randomized
patients who received at least one dose of study drug
and completed at least one HRQoL assessment

o Least square (LS) mean score change from baseline to
cycle 4 and cycle 6 were assessed using a constrained
longitudinal data analysis model with the PRO score as
the response variable, and treatment by study visit
interaction and stratification factors for randomization as
covariates, based on the missing at random assumption

The median TTD in each treatment was estimated using
Kaplan-Meier method, and the treatment difference in
TTD was assessed by the stratified log-rank test, and
one-sided P-value from stratified log-rank test is
presented

who were expected to complete the
was summarized by treatment group and visit

HRQoL endpoints included the GHS/QoL, physical
function and fatigue domains of the EORTC QLQ-
€30 and the QLQ-LC13's index score and most
relevant lung cancer symptoms (eg, dyspnea,
coughing, peripheral neuropathy, pain in chest, pain
in arms/shoulders, hemoptysis)
- Endpoint selection criteria was based on the
descriptive analysis and previous published
studies

For GHS/QoL and physical functional domain,
higher scores indicate a higher (better) function; for
the fatigue domain and symptom scales, higher
scores indicate a higher (worse) severity of
symptoms

Conclusions

The RATIONALE 303 study results show that tislelizumab monotherapy improved
HRQoL in patients who previously experienced treatment failure with a platinum
containing chemotherapy via reduction in lung cancer symptoms, fatigue, and
improvements in their physical functioning, which also indicated improvements in

their GHS

The symptom improvements were tested via two types of analysis and both results
showed similar patterns; these findings were in line with the clinical and survival
benefits seen with tislelizumab® as well as other HRQoL results®

Comparative analyses were not meaningful beyond cycle 6 due to low number of

patients still on study in the docetaxel arm

These HRQoL data, together with the efficacy and favorable safety profile,
demonstrated a favorable risk-benefit ratio of tislelizumab in patients with NSCLC
who had progressed on a prior platinum-containing regimen

Compliance Rates for HRQoL Assessments

The analysis population included 784 patients (tislelizumab,
=530 [99.4%]; docetaxel, n=254 [99.2%])

Compliance with the QLQ-C30 and QLQ-LC13
questionnaires were similar between arms at cycles 4 and 6
and remained high (2 90%) at both time points (Table 2)

EORTC QLQ-C30: Change from Baseline

n Patients in the arm in
GHS/QoL and fatigue in both cycles 4 and 6 compared with
those in the docetaxel arm (Figure 1)

o The physical function domain decreased/worsened in the
docetaxel arm in both cycle 4 and 6; in the tislelizumab arm,
physical functioning domain score remained stable and the

EORTC QLQ-LC13: Change from Baseline

]

Compared with the docetaxel arm, the EORTC QLQ-
LC13 index score (overall symptomatology), coughing,
and peripheral neuropathy improved significantly in the
tislelizumab arm at both cycles 4 and 6 (Figure 2)

- By cycle 6, dyspnea was trending toward significant
improvement with tislelizumab

The difference in pain measures (chest; arms or
shoulders) and hemoptysis were not significant between
the two arms as patients in both treatment arms
experienced similar decreases in scores
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scores

8 Cycle 4

Tis DXL

LSM score changes from baseline

R & °
10 < 8 f
o 5§ St &
& o O
3 Cycles
75
Tis WDXL
,
g 4
£
2 .
§ 2
3 - 20
g |- 32534
«] 20 834 o6
*
-
e
10, 93
*x
e >
\ & @ & & ¢°
< ) $ © & W o
ok o S ¢ 00 &
& o« G T
P<.05; <.

DXL, docetaxel; LSM, least-square means; TIS, tislelizumab.

Time to Deterioration

Compared with the docetaxel arm, the tislelizumab

arm experienced a lower risk of deterioration in

overall symptoms (as indicated by the QLQ-LC13

index score), dyspnea, coughing, and peripheral

neuropathy (Table 4)

- TTD was not achieved for either arm in either
pain scales or hemoptysis; both arms were at
similar risk for deterioration

Table 4. Time to deterioration (EORTC QLQ-LC13)
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