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> Anaplastic lymphoma kinase (ALK) gene rearrangement occurs in « Of the 52 patlents eprollec_l (May 2023—JU|y 2024), 27_Completed the Real-world progreSSion'free survival * Forthe overall population, an ORR of 41.2% (21/51 patients) was achieved
4.5% of NSCLC cases and is associated with an increased risk of 12-month visit; 25 discontinued owing to lack of effectiveness (n=10), At 12 months, the median PFS was not reached, with PFS rates at o Comparable ORR was observed in patients with vs those without CNS
metastases into the central nervous system (CNS)° death (n=8), adverse events (AEs; n=5), and other reasons (n=2) 59.5% (overall), 77.8% (with CNS metastases), and 55.8% (without CNS metastases (44.4% [4/9 patients] vs. 40.5% [17/42 patients)
® Bl’lgatlnlb, d neXt'generatiorl] ALK terS.inel k.inase. Inhibitor (TKI),  Most patients (61 5%) smoked or had a SmOking hIStOI'y, all were Caucasians metastases; Figure 2) e The best overall response was Comp|ete or partial response (CR or PR),
?neﬁfgﬁﬁltega?ygagﬁgﬂ tif\f/lvcifhcgg\?a%rcl;ze(zjt/lpr:giaasgﬁg%\eﬂ?raggi?iszl’ * Atbaseline, 9 patients (17.3%) had CNS metastases > Similarly, median iPFS was not reached by 12 months, with iPFS rates observed in 52.9% of patients (27/51)
- - CNS metastases; Figure 3) 67.9% of patient tivelv. at 12 ths (Fi 5
» However, real-world evidence on the safety and effectiveness of 9% of patients, respectively, at 12 months (Figure 5)
brigatinib in Polish patients with ALK+ NSCLC is limited Table 1: Baseline patient demographics and disease characteristics Figure 2: Real-world PFS in patients treated with brigatinib Figure 5: Response to treatment in patients receiving brigatinib
* Thus, the overall objective of the study was to evaluate the real-world : : 1.00 { = With CNS Without CNS
effectiveness of brigatinib as a first-line treatment in patients with Overall With CNS  Without CNS e Overall metastases metastases
ALK+ NSCLC in Poland (n=52) metastases  metastases - il . . 100 - __F '
(n=9) (n=43) = ] . i 2.6 25.0 250 266 32 238
s ) sy rresrrerrram RS - _
METHODS Age, median (Q1, Q3), | 53 568 70.2) | 51 (4.0, 60.0) |64 (58.0, 71.5 2 e s | ©
+ ENTIRETY (NCT05735327), a prospective, multicenter, years (56.8,70.2) | 51(44.0,00.0) |64 (580, 71.9) § L s 2
noninterventional, open-label study, enrolled TKI-naive patients (aged a ~ Overall %
=18 years) with ALK+ NSCLC in Poland receiving brigatinib as first- Male 32 (61.5) 3 (33-9) 29 (67.4) Sl -
line therapy in the scope of the National Drug Program (NDP; Figure 1) Smoking status ; s s s 5
- This prespecified interim analysis covered a 12-month observation S eralal @ vl Number at risk Time (months) | | | |
periOd for each patient (between May 2023 and JUIy 2025) smokina histor 32 (61 -5) S (55-6) 27 (62-8) \(/)V\i/;raélNS > o o 29 ! 6 months 12 months 6 months 12 months 6 months 12 months
following treatment initiation J Y metastases ’ ° ° ° ° (n=39)  (n=28) (n=8)  (n=7) (n=31)  (n=21)
Figure 1: ENTIRETY study design Did not smoke 20 (38.5) 4 (44.4) 16 (37.2) ithout IS 43 32 23 23 7 McrR WPR [ os0 PO [ Deatn
- _ , _ _ _ _ _ _ L One patient did not have any assessment of response due to early termination; therefore, best response rate is reported for 51 patients.
« > Up to 12 visits every 3 months (¥1 month) PROs - Data collection? R BM', mean (S D), kg/m2 26.0 (52) 25.9 (70) 26.0 (48) thzrx?:e%egcii;;;;itlans]:efgzm:;ig?gg-?-fgeeggfngheeél\gleugii;idggtfﬁ:Ii(r;] psrglgi’gefjr'ggrzccordmg @RECET VI een, ge CR, complete response; PD, progressive disease; PR, partial response; SD, stable disease.
Medieal NISION ¢ dose of brigatinib End of study Caucasian 52 (100.0) 9 (100.0) 43 (100.0) Figure 3: Real-world iPFS in patients treated with brigatinib Quality of life
Time from diaanosis 1001 -« « EQ-5D-5L utility values were high at baseline and remained stable
mean (SD) mgnths ’ 8.0 (15.8) 6.5 (9.2) 8.3 (16.9) 2 o | : B through 12 months (p>0.05)
MO M6 MA12 M33 ’ A i - e * At 12 months, the least squares mean (LSM) differences from baseline
Baseline | ALK gene rearrangement detection method £ g B s for both EQ-5D-5L VAS and EORTC QLQ-C30 summary scores were
Prospective observation period during t')rigatinib treatment in the scope of NDP FISH 12 (23.1) 4 (44 .4) 8 (18.6) ‘_g e \éV'ett*‘aZl:;SCe';‘S statistically significant (Figure 6)
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. Primary endpoint: Real-world progression-free survival (PFS) from IHC 19 (36.5) 4 (44.4) 15 (34.9) . : - (gonths) : - | suggesting a cllnlca.lly meaningful improvement in health-related QoL
the time of the first dose of brigatinib ECOG grade Numberatrisk . iy s : Figure 6: Box and whisker plots of EQ-5D-5L VAS and EORTC
» Secondary endpoints: Real-world overall survival (OS) and overall i -
oeponse yate (ORR) (03) 0 14 (26.9) 4 (44.4) 10 (23.3) e : : ; ; 0 QLQ-C30 summary scores
 Exploratory endpoints: Safety, real-world intracranial PFS (iPFS), 1 30 (57.7) 3 (33.3) 27 (62.8) melasases N . - - ' 100 - EQ'SD_'S_L Ao . FORTE QRG-SR0
and quality of life (QoL) assessed by EuroQol 5-Dimension 5-Level e o e e e e e T
(EQ-SD'5L) Utlllty Score, EQ'SD'SL Visual AnaIOg Scale (VAS), 22 8 (1 54) 2 (222) 6 (1 40) physician assessment. RECIST, Response Evaluation Criteria in Solid Tumors | | 80 - 1 - .
and European Organisation for Research and Treatment of Cancer : : R :
: : ) : Disease staqae at screenin eal-world overall survival Y
Quality of Life Questionnaire Core 30 (EORTC QLQ-C30) 2 < . At 12 months, the median OS was not reached, with OS rates at 69.4% B8 - | J -
<3 7(13.9) 0(0.0) 7(16.3) (overall), 88.9% (with CNS metastases), and 64.9% (without CNS & . .
DISCUSSION AND CONCLUSION 4A 13 (25.0) 2 (22.2) 11 (25.6) metastases; Figure 4) 1
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» First-line brigatinib treatment demonstrated effectiveness across 4B 32 (61.5) 7 (77.8) 25 (58.1) Figure 4: Real-world OS in patients treated with brigatinib
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* The rate of real-world PFS was slightly lower than that observed Bones 18 (34.6) 3 (33.9) 15 (34.9) = . g Wilhout ONS *p<0.05; **p<0.01; ***p<0.001. Cl, confidence interval.
in the ALTA-1L study at 12 months,* which may be attributed to the Other 24 (46.2) 2 (22.2) 22 (51.2) : oy + Overall Safety
differences in patient populations ) & ) . . S .
> Most patients (61.5%) in the ENTIRETY study were current or bbb o 0.00 1 f\t(1)t88lp(;iii?ltzigzgtr?eedxgﬁ”seer;i(z)eudsﬂEn(C)SrEE;I'O; SSQES (acute interstitial
el SMIELELS Y St Ol patients e Al StUdy4 RadiOtherapy % (26'9) 2 (55'6) ) (20'9) 0 3 G 9 12 pneumonitis neuralgi_a Complex regional ,pain Syndrome) were related
o All patients in the ENTIRETY study were Caucasian; 43% of Number at risk U3 (i) R y .
atients in the ALTA-1L studv were Asian? Chemotherapy, as part Overall 52 42 31 30 7 to brigatinib treatment in 2 patients
patients in udy w | of radical treatment 8 (15.4) 2 (22.2) 6 (14.0) With ONS 0 : : ; ; »  The most common AEs were abnormal laboratory investigations (44.2%)
Interlr_n anaIyS|s_resuIts of the ENTIRE'I_'Y stpdy d(_emo_n_str_ated _ — . I . . ., . ! and general disorders/administration site conditions (23.1%)
sustained effectiveness and Safety of first-line b"gatlnlb in Polish Aa(a, :;ZS;ZEETy?npﬁzrga( k?r)w::e;egf\/lcl), bigzliweazg?ﬁélei; CNS, central nervous system; ECOG, Eastem Cooperative Oncology Group; FISH, metastases  The overall Safety prOfile was consistent with that repOrted In the
patients Wlth ALK.|. NSC LC in the reaI'WorId setting fluorescence in situ hybridization; IHC, immunohistochemistry; NGS, next-generation sequencing; Q, quartile; SD, standard deviation. OS is calculated as the difference between date of death and date of first brigatinib dose +1 day. Summary Of PrOdUCt CharaCteriStiCS for. brlgatlnlb
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