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INTRODUCTION

 Follicular lymphoma (FL) has a heterogeneous prognosis with
multiple risk factors associated with shorter overall survival
(OS), including early progression of disease after front-line
therapy.

« Patients whose FL progresses within 24 months (POD24) after
frontline chemo-immunotherapy (CIT) have poor OS (50%
survival at 5 years vs 90% for non-POD24, hazard ratio [HR] of
7.17, 95% confidence interval [Cl]: 4.83-10.65)."? As such
POD24 has become an important prognostic factor that is used
to guide clinical decision-making.

* However, whether POD24 status remains prognostic in later
lines is unclear.

* We sought to investigate whether POD24 remains a key
prognostic factor in relapsed/refractory (R/R) FL patients
initiating 23rd line of therapy (LoT).

METHODS

« SCHOLAR-5 is an international retrospective cohort study of
R/R FL patients with =2 prior LoT. Patient selection was as
reported previously,? but with the additional removal of patients
who received front-line therapy prior to 2000, when rituximab
became widely available (Figure 1).

« POD24 was defined as relapsing within 24-months of initiating
frontline CIT. Patients who relapsed within 24 months of
initiating rituximab monotherapy or another class of frontline
therapy were non-POD24, as per the ZUMA-5 trial definition.*

« OS was analysed using Cox regression with time-dependent
covariates and a single outcome for each patient. Progression-
free survival (PFS) was analyzed using repeated measures
Cox regression. Overall response rate (ORR) and complete
response (CR) were analyzed using repeated measures
logistic regression producing an odds ratio (OR).

« All analyses included LoT, sex and prior stem-cell transplant
(SCT) in current LoT as covariates.

- Additional analyses explored alternative prognostic factors,
including progression by 12 months (POD12), and relapsed or
refractory to prior line.

RESULTS

Figure 1. SCHOLAR-5 patient selection
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o6 patients excluded according to

SCHOLAR-5 criteria:

24 non-FL patients

13 with no 23 LoT

3 pre-July 2014

4 progressed before LoT

6 transformed before LoT

6 with <12 months of follow up

5 patients excluded for POD24 analysis:

N patients = 128
N LoTs = 222
* LoT 1 initiated prior to 2000
N patients =123
N LoTs = 215

FL:, follicular lymphoma, LoT: Line of therapy, POD24: Progression of disease with 24-months after front-line
chemoimmunotherapy.

« Atotal of 123 patients met the inclusion criteria (Figure 1), with
34 (27.6%) defined as POD24. Age, FLIPI and stage at
diagnosis were all comparable between POD24 and non-
POD24 groups (Table 1).

Figure 2. Time from diagnosis to index LoT
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groups, but POD24 patients
had a significantly shorter
time since diagnosis
(Figure 2), and there was a
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RESULTS

Table 1. Baseline patient characteristics

POD24 Non-POD24 P value
(n = 34) (n = 89)

Characteristics at diagnosis

Median age, years (range) 58.0 (35.0, 79.0) 58.0 (32.0, 82.0) 18
FLIPI, n (%) Low 5 (21.7%) 12 (20.0%) 45

Medium 7 (30.4%) 27 (45.0%)

High 11 (47.8%) 21 (35.0%)

Missing 11 29
Disease stage, | 1(4.0%) 3 (4.3%) .89
n (%) I 3 (12.0%) 5 (7.1%)

1l 8 (32.0%) 22 (31.4%)

1V 13 (52.0%) 40 (57.1%)

Missing 9 19

Characteristics at first eligible 23rd LoT
62.0 (37.0, 85.0)

Median age, years (range) 65.0 (36.0, 86.0) 52

Median time since diagnosis, 42.0 (8.8,173.8)  106.9 (29.6, 263.7) <.0001
months (range)
Prior lines of treatment (range) 2.0 (2.0, 8.0) 2.0 (2.0, 9.0) .68
Response to Relapsed 16 (47.1%) 59 (67.8%) .06
previous LoT, n (%) Refractory 18 (52.9%) 28 (32.2%)

Missing 0 2

FLIPI: Follicular lymphoma international prognostic index. LoT: line of therapy. POD24: Progression of disease
with 24-months after front-line chemoimmunotherapy.

Figure 3. Time from diagnosis to initiation of each LoT
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« There was no difference in between POD24 and non-POD24
patients in time to initiation of first LoT, but by LoT 2, the time to
initiation of the LoT was shorter for POD24 patients (Figure 3),
and this pattern continued to LoT 4.

Figure 4. Unadjusted Kaplan-Meier curves of OS by POD24
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Figure 5. Unadjusted Kaplan-Meier curves of OS by POD12
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Table 2. Results across all prognostic factors

| Treatmenteffect (95% CI)

POD24 vs non-POD24
Overall survival (HR) 1.92 (1.16 — 3.16)
1.28 (0.96 — 1.70)
1.44 (0.80 — 2.97)

1.45 (0.65 — 3.30)

Progression-free survival (HR)
Overall response rate (OR)

Complete response (OR)
POD12 vs non-POD12

Overall survival (HR) 2.05 (1.11 - 3.78)

Progression-free survival (HR) 1.40 (0.94 — 2.08)

Refractory* vs Relapsed** to prior LoT

Overall survival (HR) 1.86 (0.94 — 3.66)

1.48 (1.05 — 2.11)

*Defined as progressing during or within 6 months after completion of the most recent prior treatment.
**Defined as progressing after complete response, partial response, or stable disease > 6 months after
completion of the most recent prior treatment. Bold text indicates significant p <.05. HR: Hazard ratio.
OR: Odds ratio.

Progression-free survival (HR)

 In addition, refractory status to prior LoT was significantly
associated with shorter time to progression, but not OS,

compared to relapsed patients (Figure 6).

Figure 6. Unadjusted Kaplan-Meier curves for R/R status
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* The evidence suggests that POD24 remains a
prognostic factor amongst R/R FL patients initiating later
LoT, although with a smaller effect size than observed at
earlier LoT.1-2

 Differences in time since diagnosis and R/R status
between POD24 and non-POD24 patients suggest that
POD24 may capture the degree of disease aggression
regardless of LoT.

* The limitations of this study were the limited sample size
and unavailability ability of some prognostic factors,
such as FLIPI and disease stage at diagnosis.
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