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Metastatic spread and PD-L1 expression co-determine benefit from pembrolizumab in advanced - der'f_@?;::ﬂ;f;
non-squamous NSCLC
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Background Table 1: Patient characteristics Fig 3. Impact of PD-L1 and M-stage on the survival benefit of Pembro
* Pembrolizumab (pembro), either YVIth chemot.hera.py (CTX) or as — — ST Subgroun :2 2; E‘;?Zi@ No. Pat. I\Fl’snétfll:;)(i CTX/ HR for Death (35% G
monotherapy for PD-L1 TPS >50%, is standard first-line treatment for Characteristic | |
metastatic non-squamous NSCLC (mnsgNSCLC) n 1060 271 (25.6) 654 (61.7) 135(12.7) 5
. . ] ] ) : verall 786/1060 789/271 HElH 0.67(0.58-0.79)
e Real-world evidence from a state cancer registry includes all patients of fo_r:‘;‘(*;')a”('QR) 66.0(60.0, 73.0] 6.0 [59.0, 72.0] 65.0(59.0, 72.0] 70.0[63.0, 76.5]
the catchment area as required by law without the selection bias inherent i 614 (57.9) 157 (57.9) 375 (57.3) 82 (60.7) M-stage
in other cohorts W 446 (42.1) 114 (42.1) 279 (42.7) 53 (39.3) Mia-M1b 274/407 303/104 —l— 0.79(0.61-1.02)
) _ _ . M - no(%) M1c 512/653 486/167 HEH 0.58(0.48-0.7)
 Aim: To evaluate the impact of PD-L1 expression and metastatic stage M1a 220 (20.8) 57 (21.0) 140 ( 21.4) 23 (17.0)
(M1a-M1c) on the survival benefit of pembrolizumab-based first-line M1b 187 (17.6) 47 (17.3) 109 ( 16.7) 31 (23.0) PDL:1
: : M1c 653 (61.6) 167 (61.6) 405 ( 61.9) 81 ( 60.0) <1% 368/449 178/271 — 0.76(0.61-0.94)
therapy compared with CTX in real-world mnsqNSCLC ECOG -no(%) 1-49% 470/595 324/271 il 0.68(0.57-0.82)
0 262 (34.6) 50 ( 26.9) 182 ( 38.1) 30(31.9) >50% 422/558 287/271 HilH 0.62(0.51-0.75)
Methods 1 369 (48.7) 96 ( 51.6) 226 (47.3) 47 ( 50.0)
2-4 127 (16.8) 40 (21.5) 70 ( 14.6) 17 (18.1) PDL-1 vs M-stage

. : - - metastasis location <1%, M1a-M1b 132/175 71/104 —i 0.86(0.6-1.24)
Study type: retrospective cancer registry study. brain - no(%) 363 (34.2) 75 (26.2) 234 (35.8) 50 (37.0) o e raciore ol e .68(0.52.0.89)

 Data source: Baden-Wuerttemberg Cancer Registry (BWCR), Germany liver - no(%) 162 (15.3) 55 (20.3) 86 (13.1) 21 (15.6) 1-49% MiaMib  169/230 126/104 — 0.81(0.6-1.1)

* Patients: metastatic non-squamous NSCLC (diagnosed 2019-2023) 1-49%, M1c 301/365 198/167 il 0.58(0.46-0.72)

o . . . >50%, M1a-M1Db 145/210 106/104 —i— 0.68(0.48-0.94)
Treatment. .PlatlnL.Jm pemetrexed, pembro .monotherapy, or pembro hle 2: O ” 50%. M1c o4 ‘81167 - 0.54(0.43-0.69
combined with platinum-pemetrexed, with available PD-L1 status =l = el eslplallss

* Statistics: Fisher’s exact/chi-square test; Kaplan-Meier and Cox models o ooe 1 1

* Endpoints: Overall survival (OS), overall response (ORR) stratified by PD-L1 Sveal  Wian CTX T CTX TR VP pepr— L ooy boter o bt
expression (<1%, 1-49%, >50%) and M-stage (M1a-M1c) cofactors — — - ) - i -

n
¢ ParamEter AdeStment: prOpenSIty score WEIghtIng (PSW) objective response . 5 . -
stable disease 107 (142) 16 (23.2) 13 (12.5) 32 (13.7) 46 (13.1) e Overall: Pembrolizumab (£CTX) associated with improved OS vs. CTX
overall response 293 (38.8) 20 ( 29.0) 24 (23.1) 102 ( 43.8) 147 (42.0) e PD-L1250%: Clear and Strongest OS beneﬂt (esp Mlc)
progress 356 (47.1) 33 (47.8) 67 (64.4) 99 ( 42.5) 157 (44.9) . . . - .
Fig. 1: Consort Diagram * PD-L1 1-49%: benefit mainly in M1c; limited in M1a/b
e Overall CTX PD-L1<1: Pembro PD-L1 1-49: Pembro PD-L1>50: Pembro e PD-L1 <1%: benefit overall Weak, but advantage in M1c subgroup
Patients from BW with NSCLC o 756 " 173 129 ’ 247 ’ 207  M-stage effect: OS benefit most pronounced in M1c, regardless of PD-L1
, opjective response
diagnosed from 2019 — 2023 Exclusion criteria stable disease 107 (14.2)  29(16.8) 19 (14.7) 30 (12.1) 29 (14.0)
(n=24.457) overall response 293 (38.8) 44 ( 25.4) 41 (31.8) 111 ( 44.9) 97 ( 46.9) Fig.4: 0S: patients with PD-L1 >50%
i , Stage LIl or X progress 356 (47.1) 100 ( 57.8) 69 ( 53.5) 106 ( 42.9) 81 (39.1)
(n=12.497) 100%
. . . i * Pembro+CTX outperformed pembro
mNSCLC e CTX: lowest OR, especially in M1c(23%) with more frequent progression (64%) 2 . AtPE P .
(n=12.497) g 7o mono in univariate 0OS-analysis
| Squamous mNSCLC * Pembro *CTX: o SR v =0.02
l g (n=2.516) i . © ’ B e = (p— . )
N o = * improved ORR across subgroups and reduced progression - ; SS===— .« Patients with Pembro mono were
- . . . . . =+ Pembro+CTx =0.
on Sq‘("r":‘fng";;lr)" * greatest benefit: in patients with M1c disease and PD-L1 250% ° o il LA | | ~5 years older
=3. 0 6 12 18 24 30 36 i
6 or other CTx or * Higher PD-L1 correlated with greater OR and low progression N time [month} * after PSW adjustment, the OS
» PD-L1 not available 133 83 61 46 37 24 10 difference lost significance (p=0.17)
Fig.2. OS: multivariate Cox model -
(n=8.921) 152 116 81 58 39 24 19
Platinum-;emetrexed Pembro + platin‘um—pemetrexed Pembr; Mono erepy E’g%biy ref§r§2°e .  median follow-up: : : :
(PD-L1 available) . (138 (0.50 0957 W—— 0015 Discussion and Conclusion
o avaranie (PD-L1 >50%) NG5 (0.59 08y T 0001 e 37.6 months
(n=271) (n:654) (n=135) age <65 reference i . . . .
R g 55%. * Pembrolizumab (£CTX) * Pembrolizumab improved response and survival compared with chemotherapy,
(N=589) (1.04 - 1.49) g+ : _ o . _ . . .
R It ex M o1y releronce . significantly improves with the strongest effect in M1c disease
€SUILS ‘éX;=44a) 065 099 0.039 * survival vs CTX alone * Benefit was most pronounced in patients with high PD-L1 (250%), but also
- g . Fe0G (N=262) _'oference . . evident in M1c even at low PD-L1 expression
Baseline characteristics (Table 1): NS EE - oz * prognostic factors: - . | |
. well balanced between treatment groups 24 2% | R — ok (> 65) * M-stage modifies treatment effect: extent of metastatic spread is as relevant as
- 54-2 é | * Higher age (>
M-stage W=a£20) reference | PD-L1 status
> . . g 5 ° _ . . . . . . .
median age: 66.0 years, 57.9% males E\%sr) (o.s%'ig.m ——— 0.352 ECOG (2-4) e Real-world registry data confirm trial evidence and highlight patient subgroups
. : . : _ & a1 L —— <0.001 * . i .. :
Pembro mono patients: median 4-5 years older e mm——— ; M-stage (M1c) with limited benefit
AIC: 5826.31; Concordance Index: 0.65 0-° 1 1.5 2 25 3
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