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Patient-reported outcomes (PROs) from IMforte: A Phase 3 study of first-line maintenance treatment with lurbinectedin +
atezolizumab versus atezolizumab in patients with extensive-stage small cell lung cancer (ES-SCLC)
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BACKGROUND RESULTS

IMforte (NCT05091567) is the first Phase 3 study to demonstrate statistically significant and clinically meaningful improvements in PRO questionnaire completion rates Assessment of lung cancer symptoms—EORTC QLQ-LC13 Time-to-event analysis of Physical Functioning and GHS/QoL scale scores using TTCD and TTD—
independently-assessed progression-free survival (PFS; stratified hazard ratio [HR], 0.54; 95% CI: 0.43, 0.67; P<0.0001) and overall survival o ) ) ) o ) ) ) EORTC QLQ-C30
(OS; stratified HR, 0.73, 95% CI: 0.57, 0.95; P=0.0174) with lurbinectedin + atezolizumab vs atezolizumab as first-line maintenance treatment in At clinical cutoff, July 29, 2_024, PRO completion r_ates were high at baseline (>85_/o) and_ remained high throughout the maintenance treatment Overall, mean scores were maintained and stable (<10-point change from baseline in mean scale scores)* for lung cancer symptoms from Patients treated with lurbinectedin + atezoli b had icallv short dian TTCD for the Phvsical Functioni d the GHS/Qol.
patients with ES-SCLC' phase for both arms, relative to the number of patients still on treatment at each time point baseline to C6 for either treatment arm and between treatment arms for arm or shoulder pain, chest pain, coughing, dysphagia, dyspnea, atients treated with Iurbinectedin * atezolizimab had numerically shorter median or the Fhysical Funclioning and the °

. o . . o e . . . : : scale scores when compared with those treated with atezolizumab (Figure 5)
The U.S. Food and Drug Administration has approved the use of lurbinectedin + atezolizumab as a maintenance treatment for adult patients with — PRO data were only interpreted from cycles where 225% of the randomized patients were still eligible to complete the PRO questionnaire, hemoptysis, mouth sores, pain other parts, and peripheral neuropathy (data not shown)
results obtained from IMforte between treatment arms was evaluated up to C6 y 9 P =P P P Although the approach used to evaluate TTCD was consistent with established methods, the results included a variety of anomalies indicative of

(lurbinectedin + atezolizumab arm: C1D1, 41.4; C6D1, 6.1; atezolizumab arm: C1D1, 41.2; C6D1, 7.7)

Using well-established patient-reported outcome (PRO) questionnaires, we report the impact that the addition of lurbinectedin to atezolizumab PRO completion rates were low (<35%) at the treatment discontinuation visit and at 3- and 6-month follow-up, limiting the interpretation of a potential bias in favor of the atezolizumab arm:
maintenance therapy has on patient-reported tolerability, health-related quality of life (HRQoL), functioning, and lung cancer symptoms in patients the data Assessment of all functional scales and GHS/QoL scale—EORTC QLQ-C30 — High rates of censoring in both treatment arms relative to the number of observed events
with ES-SCLC - oo . . . . . .
- — i i ' i - . . . . . . . . — An imbalance in the number of censored observations between treatment arms, with fewer events in the atezolizumab arm
Patient r(-,jp orted tolerabili ty gl‘(zurelz. E)ger;ct)%\',rvg?t 4%2tlents on treatment are troubled by the side effects of treatment No clinically meaningful difference in mean scores was seen in any of the functional scales (Physical, Emotional, Role, Social, and
METHODS Overall side-effect bother for etermined by Cognitive Functioning) and GHS/QoL scale from baseline to C6, indicating that functional health remained stable for patients remaining on — The median TTCD for Physical Functioning in the lurbinectedin + atezolizumab arm and for both Physical Functioning and GHS/QoL in the
EORTC IL46 00 treatment, with no differences between treatment arms (Figure 4) atezolizumab arm were numerically longer than median OS (Figure 5)
o ) ) , . £ M Lurbi+atezo . . . . . ) . ) Taken together, these factors suggested that earlier treatment discontinuation could have restricted the number of observable events in the
Eligible patients were those with ES-SCLC, Figure 1. IMforte study design The EORTC IL46 questionnaire showed that 55 80 B At For symptom items and scales,_no clinically meaplngfu_l difference in mean scores was_obs_er_ved_fron_w basell_ne to C6, with no dlff_erences seen e
Eastern Cooperative Oncology Group 90.3% (n=205) of patients in the lurbinectedin + 2 5% between treatment arms: appetite loss, constipation, diarrhea, dyspnea, fatigue, financial difficulties, insomnia, nausea and vomiting, and pain _ . _ . _ . o . _ . .
performance status (ECOG PS) 0/1, and atezolizumab arm reported being “not at all” or 22860 >80% of patients (data not shown) Further review of the data confirmed that many patients in the atezolizumab arm did not have sufficient available data to provide confirmation of
, 1 Q ” H o £ i i . . . .
no disease progression after four Cyc]es of l First screening I l Second screening l a little” troubled by treatment side effects at ;.,_.; E 40 Igrﬁlt:l:g;:teeadtrﬁglr;t deterioration as defined in the prOtOCOI
first-line induction treatment with C1D1, with rates ranging from 80.7% to 85.9% g3 or no trouble To address this limitation and better account for the poor prognosis of this population,® a post hoc analysis was performed based on the
. : : ] " ‘N ; g5 from treatment Figure 4. Mean scale scores for all functional scales and GHS/QoL scale as assessed by EORTC QLQ-C302° : ) o 1€ poor progr Pop - ap y P
atezolizumab, carboplatin, and etoposide ] between C2 and C6 (Figure 2) 57 204 side offects 9 y first-reported time to deterioration (TTD) for Physical Functioning and GHS/QoL (Table 3)
every 3 weeks (q3w) R ™
Al i il Eligibility criterta n=242 Treat until In the atezolizumab arm, 93.0% (n=199) of 0 T initi i i
. . . ) . . < y 99. able 3. Event definitions for the time-to-event analysis
Patients were randomized 1:1 to receive * No prior systemic B | Atezolizumab+ "SR g Poor 8 patients reported being “not at all” or “a ittle” C1D1 C2D1 C3D1 C4D1 C5D1 C6D1 y
i ; ES.SCLC E carboplatin + induction therapy £x G 2 i ) ne 227 214 211 211 192 168 174 134 149 95 141 69 GHS/QoL Physical Functionin Emotional Functionin :
mal_ntenanc_:e treatment2q3w with - No ONS metastases | (M3 ke - ECOG PS 0/1 § o 3 troubled by treatment side effects at baseline; Q ysical Functioning ! unctioning Endpoint TTCD TTD
lurbinectedin 3.2 mg/m mtravenOUSIy + ECOGPS 0/1 [ 1’2\(‘)%““1“'?"3 Noacnrgfvzc;ver and remained above 90% for each visit a Data are presented up to C6D1 since a low proportion of evaluable patients (<25% of the randomized population) continued with atezo . . . o .
(IV, with granulocyte colony-stimulating factor N=660 N=483b HESSn I e > b C2 and C6 monotherapy beyond C6D1 and completion rates were low during treatment discontinuation and survival follow-up; these factors limited 100 - 100 | 100 | Endpoint type * Pre-specified secondary endpoint » Post hoc sensitivity analysis
robh Iaxis) + atezolizumab 1200 ma IV n=241 etween an data interpretation. b n is the number of patients who completed the EORTC IL46 questionnaire at these timepoints. = . -
P F?( y i b al il 9 ) Eiter, ElzallAE!f (M2l (Ve EE el @ 80 4 3 s 3 « Two consecutive clinically meaningful® deteriorations on scale score, or One clinically meaningful? deterioration on scale score, or
or atezolizumab alone unti — Py = 807 = 801 i . ;
) . . 1 o oG . . 5 o o Event definition 5 Af 3 a i 3
disease progression or unacceptable toxicity I > Patient-reported tolerability—Overall frequency or severity of symptomatic AEs for PRO-CTCAE 2 60 1 S 60 8 60 f?(;‘rf] ‘;{'S'Svﬁ‘t'%nm;jvggglué feterioration on scale score elieiiedieyjcsat - Death from any cause
Fi ure 1 Efficacy endpoint assessments started from randomization into the . . . . . . . . © 2 2
(Fig ) primary endpoints maintenance phase; safety analyses were from maintenance C1D1 In the lurbinectedin + atezolizumab arm, 6 of 12 symptomatic adverse events (AEs) did not change (<10% difference in the number of patients § 40 1 S 40 - S 40 - 2 Glinically meaningful is defined as a deterioration of 210 points from baseline.¢
Secondary and exploratory PRO were IRF-PFS and OS reporting any frequency or severity of symptoms) from baseline: bruising, chills, dizziness, mouth or throat sores, nosebleed, and shortness of breath é . s g
anlyzfejl rlsmg gregggtjd _I:':lt t:|he1C“nlcal cutoff Secondary endpoints included Stratification factors for randomization (Figure 3A) funggi?ng 20 20 Thtﬁ :Eajorlty gf paftlents :ne; tlhe T'I;IDbe\{ent detflnlttlon, r:esultln? |nPI<r)1we_r raItFes oft _cepsorln% (é(le_ig/lghleir (Ie:\_/ent ra;esl)_lthan n’}[ r;the TT(|3D_ analysis,
ate of Ju , able : i i * ECOG PS (0/1 . . . - . . . . . . wi e number of events balanced between treatment arms for sical Functioning an oL (Figure 5). Hence, this analysis
y ( ) INV-PFS, ORR, DOR, safety, PROs of TTCD analysis of Physical . Lo GULNULN In the lurbinectedin + atezolizumab arm, the remaining 6 of 12 symptomatic AEs transiently worsened in frequency or severity, with a difference of 0 — 0 — 0 — . - ) . y g (Fig ) y
: : : Functioning and GHS/Qol. scales from EORTC QLQ-C30 . ( ILN) Y : - : : : C1D1 C2D1 C3D1 C4D1 C5D1 C6D1 C1D1 C2D1 C3D1 C4D1 C5D1  CBD1 C1D1 C2D1 C3D1 C4D1 C5D1  C6D1 provides greater certainty in the interpretation of the results
Patients completed PRO questionnaires at _szesetncet?f hvlger metastases (Y/N) at =210% in the number of patients reporting any frequency or severity of symptoms from baseline, but returned to baseline levels between C3 and C6: n n n
q q i i Induction baseline o 3 o o o ana o o g g . . . . a a 0 0 0 0 0 g
maintenance baseline, on Day (D)1 of e o omatic AES, ung cancer symptoms,  ® _ Prior receipt of PCI (YIN) abdominal pain, decreased appetite, diarrhea, fatigue, nausea, and vomiting (Figure 3B). The biggest changes were in nausea, decreased appetite, Lubi+ 226 215 195 177 148 142 Lubi+ 226 215 195 177 148 142 Lubi+ 226 215 195 177 148 142 Patients treated with lurbinectedin + atezolizumab showed no evidence of difference in the median TTD for the Physical Functioning and
Cycle (C)2—-C6, D10 of C1 and C2 and functional status, and biomarker analyses and vomiting 2::;2 o 200 172 1 o - 2::;2 T . ZIZZ . - GHS/QoL scales when compared with those treated with atezolizumab
PRO-Common Terminology Criteria for . . . . . . .
,(Adverse Events [PRO CT%&E] only) In the atezolizumab arm, 11 symptomatic AEs did not change from baseline to C6 (<10% difference), with the exception of shortness of breath, Figure 5. Summary of efficacy results and EORTC QLQ-C30 Physical Functioning and GHS/QoL analyses
then on D1 of every second cycle fro,m C8 ClinicalTrials.gov ID: NCT05091567. @ Administered per standard doses. ® 73% (n=483) of 660 patients continued from induction to for which a higher proportion of patients reported being Symptom free at C6 than at baseline (C1 D1: 45-5%; CeD1: 623%)
. . i ) maintenance treatment. ¢ With prophylactic granulocyte colony-stimulating factor and anti-emetics. . . . . . .
until treatment discontinuation, and at AE, adverse event; C1D1, Cycle 1 Day 1; CNS, central nervous system; CR, complete response; DOR, duration of response; High rates (>50%) of fatigue and shortness of breath were reported at baseline and through C6 by patients in both treatment arms Role Functioning Social Functioning Cognitive Functioning Events, n (%) Median, months Favors Favors ..
3- and 6-month follow-u EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer QoL Questionnaire-Core 30; GHS, global health status; o A lurbi + atezo atezo Stratlzled HR
P INV-PFS, investigator-assessed progression-free survival; IRF-PFS, independent review facility-assessed progression-free survival; . . . . . . . Measure Lurbi + atezo tezo Lurbi + atezo Atezo < > (95% CI)
except PRO-CTCAE; Table 2 LDH, lactate dehydrogenase; PCI, prophylactic cranial irradiation; PD, progressive disease; PR, partial response; Qol, quality of life; Figure 3. Frequency or severity of symptomatic AEs determined for PRO-CTCAE with (A) no change (<10% difference) and (B) transient change (n=242) (n=241)
p I : . nial irra 09 , 100 4 100 1 100 4
gaDz it?:sl‘el_d|:te:Is%azl'g)éotlzrgigc;c;r;fgrgiigeter|orat|on, ULN, upper limit of normal; Y/N, yes/no. (21 0% dlfference) from baseline? _ _ = Primary endpoints1
- , . s - R - [a] [=]
2 801 2 801 2 804 IRF-PFS 174 (71.9%) 202 (83.8%) 5.4 2.1 —p— 0.54 (0.43, 0.67)
i Bruising Chills Dizziness o o ]
Table 1. Evaluation of PROs A e e 2 2 60 ; % 60 % 60 1 0s 113 (46.7%) 136 (56.4%) 13.2 10.6 —— 0.73 (0.57, 0.95)
Endpoint/Questionnaire Analysis Populati lyzed Statistical analysis 12 )] e —t—t—o—o—0— 2 E I g 3 3 : Aoy
Yy pulation analyze methodology 2g 80 2g 80 .—=@=ﬁ¢.—-.—4<' £ g 80 W @ 40 @ 40 @ 40 Physical Functioning
EE 60 EE 60 5§ 60 £ £ S
Secondary endpoint °§ 40 §5 4 S 40 3 20 | 3 20 | 3 20 | TTCD 75 (31.0%) 47 (19.5%) 15.9 NE ——— 1.55 (1.07, 2.25)
Fewer patients reportg E 20 g E: 20 ‘E g 20 Worse
EORTC QLQ-C30 TTCD in Physical Functioning and GHS/QoL scales FAS? Time-to-event® being symptom free & & ¢ } ga ol €9 ol functioning TTD 187 (77.3%) 175 (72.6%) 3.5 5.0 —-p— 1.12 (0.90, 1.39)
g C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 C6D1 g C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 C6D1 a C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 C6D1 0 r r r r r . 0 r r r r r . 0 T T T T T "
Exploratory endpoints _ n _ n _ n C1D1 C2D1 C3D1 C4D1 C5D1 C6D1 C1D1 C2D1 C3D1 C4D1 C5D1  C6D1 C1D1 C2D1 C3D1 C4D1 C5D1  C6D1 GHS/Qol?
Lurbi + atezo 227 192 212 182 192 174 149 141 Lurbi + atezo 227 192 212 183 192 174 148 141 Lurbi + atezo 227 192 212 183 192 174 149 141 n n n
EORTC IL46 Extent to which patients were troubled by the side effects of treatment SAS¢ Descriptive Mezo 212 18T 212 W76 6T 34869 Mezo 212 18T 2z 76 6T A% e 69 Aezo 218180 212 68T 1% w0 Lurbi + 226 215 195 177 148 142 Lurbi + 226 215 195 177 148 142 Lurbi + 226 215 195 177 148 142 TTCD 92 (38.0%) 71 (29.5%) 10.8 12.9 |—4—| 1.24 (0.90, 1.71)
Mouth or throat sores 2 Nosebleed 2 Shortness of breath atezo atezo atezo TTD 188 (77.7%) 184 (76.3%) 2.3 2.8 RXE 0.99 (0.80, 1.22)
PRO-CTCAE Frequency and/or severity of patient-reported treatment toxicities SAS¢ Descriptive S B2 100 22 100 Atezo 221 209 172 134 97 72 Atezo 220 209 172 134 97 72 Atezo 220 209 172 134 97 72 ’
1S ——0 —0—0—9o—o—9 A *r—p—Ppr—p———0—0—0 s r r r r —
2g 80 £§ 80 gg & 0.3 1.0 3.0
EORTC QLQ-LC13 Mean change from baseline in lung cancer symptoms FAS? Descriptive ‘ £E 60 85 60 2E 60 /0,.:: ) | :
8 E 25 (]
@6 40 22 40 w8 40
=2 0 S e E
_ Ay f » i Aayatl a it ewer patients report & g 20 £ E 20 S 20 aData are presented up to C6D1 since a low proportion of evaluable patients (<25% of the randomized population) continued with atezo monotherapy beyond C6D1 and completion rates were low during a Secondary endpoint TTCD analysis for Physical Functioning and GHS/QoL was limited and biased. To address this limitation better account for the poor prognosis seen in this population, a post hoc analysis was
EORTC QLQ-C30 Mean change from baseline in cancer SpeCIfIC HRQoL, funCtlonmg’ and symptoms FAS Descriptive Fbeing zy:npt;m ffeet-g & ol 2 o1 S 0+ treatment discontinuation and survival follow-up; these factors limited data interpretation. ® Higher scores mean better functioning and QoL. SD, standard deviation. done on the first-reported TTD for Physical Functioning and GHS/QoL. NE, not estimable.
- g C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 C6D1 o C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 CeD1 C1D1 C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 C6D1
Post hoc exploratory analysis n n n
Lurbi + atezo 225 192 212 183 192 174 149 141 Lurbi + atezo 227 192 212 183 192 174 149 141 Lurbi + atezo 227 192 212 183 192 174 149 141
EORTC QLQ-C30 First TTD in Physical Functioning and GHS/QoL scales FASP Time-to-event? B Aezo 214 180 212 175 167 135 95 69 Aezo 213 181 212 176 167 135 95 69 Aezo 213 181 212 176 167 135 95 69 C O N C L U S I O N S
a Full analysis set, defined as all patients randomized into the maintenance phase regardless of whether or not the assigned study treatment was received.  Descriptive; not a-controlled. . . i .
¢ Safety analysis set, defined as patients who were randomly assigned to the maintenance treatment phase and had received 21 dose of lurbinectedin or atezolizumab. 2 Abdominal pain 2 Decreased appetite 2 Diarrhea i . . i i . . N . . . o ) . .
EORTC IL46, EORTC Item Library 46; EORTC QLQ-LC13; EORTC QLQ Lung Cancer Module 13; FAS, full analysis set; QLQ, QoL Questionnaire; SAS, safety analysis set; TTD, time to deterioration. 22 100 2% 100 22 100 Overall, data suggest adding lurbinectedin to atezolizumab in maintenance treatment did not significantly increase treatment burden and lung cancer symptoms, or impact patient-reported functioning and HRQoL in patients with ES-SCLC
£8 w0 .W-—f-‘. £8 w0 £8 w0 W oL . . . , . . . . , I . . .
2 e 5% o 2E o The combination was well tolerated by the vast majority of patients per EORTC IL46 despite a transient increase in the proportion of patients reporting any frequency or severity in a subset of symptomatic AEs per PRO-CTCAE, which returned to baseline generally after C3
Table 2. PRO administration schedule a8 40 22 4w 8% 4 . . . . . . . . . . . . . i . . . : .
Fower oationts reoort 5 & 20 EE £ 5 Median TTCD for Physical Functioning and GHS/QoL were numerically shorter in the lurbinectedin + atezolizumab arm than in the atezolizumab arm. Since few patients met the conservative TTCD event definition, the low event rates limited data interpretation of this analysis
Maint treat t being symptom fee z° =
aintenance treatmen eing symptom free & 0+ g 0+ P o+ . . L. . . . . . . . . . . . . . .
Lurbinectedin + atezolizumab vs atezolizumab C1D1 C1D10 C2D1 C2D10 C3D1 C4DT  C5DT  C6D1 : C1D1 C1D10 C2D1 C2D10 C3DT C4DT C5D1  C6DI C1D1 C1D10 C2D1 C2D10 C3D1 C4DT C5D1  C6D1 — The post hoc TTD analysis of Physical Functioning and GHS/QoL accounts for the relatively shorter duration of treatment in the atezolizumab arm and the poor prognosis of this population.® This TTD analysis, which was more tailored to the study population than the TTCD analysis, did not show
C6D1. then eve Lurbi +atezo 227 192 212 183 192 174 149 141 Lurbi+atezo 225 192 212 183 192 174 149 141 Lurbi+atezo 227 192 212 183 192 174 149 141 a difference between treatment arms in the time to cIinicaIIy meaningful deterioration in either scale
. . C1D1 y y Treatment 3-month 6-month Atezo 213 181 212 176 167 135 95 69 Atezo 214 180 212 176 167 135 95 69 Atezo 213 181 212 176 167 135 95 69
PRO questionnaire ’ C1D10 C2D1 C2D10 C3D1 C4D1 C5D1 second cycle n o o . anq . . S . q . . . . .
(baseline) discontinuation follow-up follow-up These PRO results provide additional evidence supporting the favorable benefit—risk profile of maintenance lurbinectedin + atezolizumab as a new therapeutic option for ES-SCLC management
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