Vactosertib, a TGF-B signaling inhibitor, in combination with Durvalumab MEJdPACTO
increased mOS in 22L treatment of patients with PD-L1-positive advanced NSCLC
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BACKGROUND RESULTS (Continued)
e TGF-P signaling has been shown to enhance the efficacy of immune checkpoint inhibitors e All patients had received at least one platinum-based chemotherapy for Antitumor Activity Exploratory Biomarker Analysis
(ICls) by boosting antitumor immunity and modifying TME to make it less conducive to NSCLC (Table 1). e ORR was 31.7%, with 45.8% observed in patients with PD-L1 expression o To assess the effect of vactosertib in combination with durvalumab therapy
cancer growth!>. Vactosertib, a highly selective TGF-B receptor | kinase inhibitor, has Table 1. Baseline Characteristics >25% and 22.2% in those with PD-L1 expression <25%. on exploratory biomarkers, including circulating cytokines such as
: : : : : : : : Dose Escalation Dose Expansion Total . . i . ] ! ] ]
begn combln?q with durvalumab to investigate if the combination could improve the  DCR was 58.3%, in both patients with PD-L1 expression 225% and those transforming growth factor (TGF)-B, connective tissue growth factor (CTGF),
antitumor activity of ICls. Age, years, median (range) 66.00 (45, 76) 63.00 (42, 83) 63.50 (42, 83) with PD-L1 expression <25%. platelet-derived growth factor (PDGF)-AB and PDGF-BB in patients with PD-
) .. . ) ) Sex, male, n (%) Male 9 (60) 33 (73.33) 42 (70) o
e Previously, a phase 1b/2a clinical study showed that the combination of vactosertib and Race, n (%) Asian 15 (100) 45 (100) 60 (100) e Notably, a significant difference in mOS was also found between these L1 225%.
durvalumab markedly improved ORR in patients with advanced NSCLC who had ECOG PS, n (%) > 123((18363637)) 378((18545462) 591((1855)) groups, with mOS of 41.92 months (PD-L1 >25%) compared to 11.20 e Responder is defined as CR or PR in patients by RECIST.
. 6 : * o
progressed after platinum-based chemotherapy (MP-VAC-203, NCT03732274)". Adlngea sl 9 (60) 27 (60) 36 (60) months (PD-L1 <25%) (Figure 3). e After treatment, in patients classified as responders (R) compared to those
S 5(33.33 14 (31.11 19 (31.67 .- . . .
e " Histology, n (%) oy ; 0) ) 122 22)) 121 67)) Table 4. Overall Response Rate (%) classified as non-responders (NR), circulating biomarkers related to TGF-B
ellc I_ea" TGF-B1 - * ?J.m;an:ﬂlg H ’ ’ : . . . . . .
hoosons g 8 SRR s Vactosertib Unknown 1(6.67 00 1(1.67) Pose Escalation Dose Expanslon ool signaling, such as TGF-B, CTGF, PDGF-AB, and PDGF-BB, significantly
e E::%‘::;:m::mﬁ”z BV | ctosertib Dliners 0(0) 3(6.67) 305 ORR, n (%) [95%Cl] 2 (13 3) [ 66 40 46] 17 (37 7) [3 7 53.46] 19 (31 6) [o 2 44.96] decreased
PR e smoking Status, n (%) Current/Former 8 (53.33) 32 (67.44) 40 (64.67) TR T 0(0.0) 1(222) 1(167) . ' . . . .
N 2’ moKing Status, n {# Never 7 (46.67) 13 (28.89) 20 (33.33) PR 2 (13.33) 16 (35.56) 18 (30.00) Figure 5. Decrease of Circulating Biomarker in Blood After Treatment (C1D5)
o NorX F : : EGFR positive 2 (13.33) 12 (26.67) 14 (23.33) SD 5(33.33) 11 (24.44) 16 (26.67) TGF-B CTGF PDGF-AB PDGF-BB
T <\N“N P Tu:"Or driver mutations, - ST 0(0) 1(2.22) 1(1.67) II\DIE[)) 71(?666677)) 12 g%g?) Zg g%g;ﬂ (PD-L1 2 25%) (PD-L1 > 25%) (PD-L1 > 25%) (PD-L1 2 25%)
e © .2 | N\>_H/N n (%) KRAS positive 1(6.67) 1(2.22) 2 (3.33) PD-L1 <25% , n=36 2(13.3) 6 (28.6) 8(22.22) o R oo o R 20000 | "R s00  © .
= § N Adjuvant 0 (0) 6 (13.33) 6 (10) PD-L1 >25%, n=24 - 11 (45.8) 11 (45.83) j ' ‘ ‘ : ~ ‘ ] _ '_‘
\ S Prior line(s) of treatment, 1 7 (46.67) 25 (55.56) 32 (53.33) DCR, n (%),[95%Cl] 7(46.67),[21.27,73.41]  28(62.22),[46.54,76.23] 35 (58.33),[44.88, 70.93] 2" . ‘ H 3 ‘ £ 100 | g oo
actosert Y 2 n (%) 2 3 (20) 7 (15.56) 10 (16.67) PD-L1 <25%, n=36 7 (46.67) 14 (66.67) 21 (58.33) gy Lo g2 " 3 10000 L maood - o
__ 3 or more 5(33.33) 7 (15.56) 12 (20) PD-L1 225%, n=24 - 14 (58.33) 14 (58.33) E'ZOOOO- T @ 400004 . = L - w o -
: : 9 DOR, mo (95% CI - - 10.15 (4.40, NE P 10000 R e 820007 o =
Figure 1. Mode of Action PD-L1 status, n (%) 32; 150((100)0) ;11 E:gg 2461 Eig; " PD-Lnlw<£5%, ni36 NE (10.15, NE) 4.06 (1.87, NE) 7.28 ((1.87, NE)) ' 1 : : . :
= ' PD-L1 225%, n=24 - 15.51 (2.89, NE) 15.51 (2.89, NE) T T T s o o o o o . e & o ®
STU DY OBJECTIVES AN D M ETHODS I[gk;‘lcgliell/iifsiig:]raAtLgrir;::rfgajitri:lIy;r:g:)l;zr:;ELn;ZT;:FOG PS; Eastern Cooperative Oncology Group Performance Status, EGFR; epidermal growth factor receptor, mPFS, mo (95% C/) _ _ 2.97 (184, 559) Oboge 6\506 &boe 6}6& Q&bo oé\bo Q&bo oébo Q&bo oébo Q&bo 00\60 Q&bo oébo Q&bo oébo
’ PD-L1 <25% , n=36 2.35(0.79, 8.44) 4.67 (1.87, 6.14) 2.99 (1.84, 5.59) ¥ e ¢ ¢ ? ¢ e @
. . T PD-L1 >225%, n=24 - 2.60(0.95, 11.07) 2.60(0.95, 11.07) p-value: *p<0.05, **p<0.01, ***p<0.001, ns; not significant
Study Objectives Safety and Tolerability mOS, mo (95% Cl) : - 14.42 (5.75, NE)
. . . . . PD-L1 <25% , n=36 10.71 (5.09, 17.08 11.20 (5.75, NE
e Primary Objectives: * Overall, 54 (90.0%) patients experienced at least one TEAE. PD-L1 525% o2 11.20(2.50, NE) 465 (3.25, NE)) 41.92 ?3.25, NEj CONCLUSIONS
. . . . . . ° Treatment_related TEAES We re Observed |n 43 71.7(y atlents and £ﬁl:\lloi\r,2viation] ORR; objective response rate, DCR; disease control rate, mDOR; median duration of response, mPFS; median progression-free survival, mOS; median overall . . . .
v' To evaluate the safety and tolerability of vactosertib in combination with . | ( 6) P : e & 0S by PDLL E . V5ot v 3o50s e Safety profile of the combination of vactosertib and durvalumab was
' ' ot i ati -related TEAEs with grade 3 or higher were observed in 16 Igure 3. y xpression (<25% vs 225%) . . . .
durvalumab including estimation of the MTD, RP2D and/or characterization of DLTs. treatment-re g g considered acceptable with stringent use of TMGs, for the pt population
.. 26.7%) patients (Table 2). 100 Total (n=60) 100 Total (n=60 L : . ’
* Secondary Objectives: ( %) p ( ) S o s S Po-u(azs%:mu; that has limited treatment options available.
, L L , , e The most common treatment-related AEs were pruritus (n=24, 40.0%), g 25 Median PFs . £ 15 Medion 05 R : . : :
v" To characterize the PK of vactosertib in combination with durvalumab to all patients o , , po ( ) : " Towl 297 months 95 CE184,559) T Total 16.42 months (95% 15,75, NE) e This combination notably improved the ORR, mDOR, and mQS, particularly
. . . . . . rash (n=19, 31.7%), and lipase increased (n=11, 18.3%) (Table 3). : 2.60 months (PD-L1 2 25%) vs 299 months (PDAL<25%) 3 41,92 months (PD.L1 > 25%) vs 11.20 months (PD-L1.< 25%) . L . o
assigned to dose-escalation phase and the first six patients assighed to the dose 5 _— i (LT - 13 4t - = s Y B among patients with high PD-L1 expression (PD-L1 225%).
: e Dose-limiting toxicit opulation was and there was no y R— . g . : :
expansion phase. o 4 5 y (DLT) pop ’ g £ —— e Furthermore, mOS was significantly longer in patients who had received
observed. g 25 T W L L . "
v To document the antitumor activity of vactosertib in combination with durvalumab. bl S Treatment E Cag Events (TEAES) £ L BN fewer than two prior lines of therapy. Multivariate analysis identified the
a e ° ummary o rea men mergen verse ven S S ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ! ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ! I I i ifi i i —_
Study DeSign and Patients : : . G0 3 6 9 12 15 18 .21 24 27 30 33 36 39 42 45 48 Go 3 6 9 12 15 18 .21 24 27 30 33 36 39 42 45 48 number Of prior |Iﬂ€S Of therapy das d Slgmflcant predlctor Of surV|vaI (HR
* This is an open-label, multi-centered, phase 1b/2a study in patients with advanced non- TEAE N) N) 54(0) pREIILI iy SREREL T e Overall, vactosertib and durvalumab combination demonstrate potential
small cell lung cancer (NSCLC) who progressed following platinum-based chemotherapy. | | | * Further investigations were conducted to identify factors influencing P . .
, , N , TEAE related to study treatment > (71.4) 38 (71.7) 43 (71.7) I ival as an effective immunotherapy for patients with advanced NSCLC who
The patients were confirmed to be PD-L1 positive using the Ventana SP263 IHC assay. Serious TEAE 2 (28.6) 16 (30.2) 18 (30.0) overall survival. , ,
Serious TEAE related to study e Multivariate C vsis identified orior th Snd |; 5ond | have progressed following platinum-based chemotherapy.

Grade 3 or higher TEAE 2 (28.6) 26 (49.1) 28 (46.7) significantly associated with overall survival (HR = 2.925, 95% Cl: 1.249-
7.020, P = 0.0142). REFERENCES

e This study consists of two parts: Phase 1b, vactosertib dose-escalation study to

Grade 3 or higher TEAE related to

determine the RP2D and Phase 2a, non-randomized dose expansion study to confirm study treatment 2(28.6) 14(26.4) 16{26.7) .y . . . . 1 .
RP2D (Figure 2) ’ P Y Ewrp—— 0 1(5.7) 5 5.0] Table 5. Multivariate Analysis of Survival Factors in NSCLC by COX Proportional 1] Ribas, A. and J.D. Wolchok, Science, 2018. 359(6382): p. 1350-1355.
- 1) 1) Hazards Regression Model A :
Fatal TEAE related to study treatment 0 1(1.9) 1(1.7) S 2] Wagner, G., et al., Oncoimmunology, 2020. 9(1): p. 1774314.
Immune-related TEAE 4(57.1) 29 (54.7) 33 (55.0) Age <65 Vs 265 1.462 0.637-3.448 0.3748 3] Mariathasan, S., et al., Nature, 2018. 554(7693): p. 544-548.
PD-L1 < 25% (n=15) PD-L1 > 1% -45 [Abbreviation] TEAE; Treatment emergent adverse event Sex Male vs Female 0.820 0.350-1.811 0.6334 o .
e, - 2 (1] (n— ) ::)Oli]:(ztl:;tcea;;JiIztjt:jtdeath is unknown, but it is suspected to be related to disease progression, as per investigator’s assessment. Relationship with study treatments can’t be ECOG ECOGOvs 1 2.007 0.555-12.881 0.3606 4 Gupta, A., S. BUth, and T. MerghOUb, HepatObllla ry SU rg NUtr, 2019-
Cohort 1 Cohort 2 O | . Local advanced vs : _
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i i Vactosertib 200 mg BID, D1~5/W _ o o _ ,
V;ctosertlb 100 mg BID Vactosertib 200 mg BID ac oserll . mg / Vactosertib 100mg BID Vactosertib 200mg BID Total N=60 | PD-L1 <2_5/ VS 225/_ 0.883 0.382-1.958 0.7638 [5] Zhao, F., et a|.’ Cancer Immunol Res, 2018. 6(12). D. 1459-1471.
urvalumab 1500 mg, Durvalumab 1500 mg, Durvalumab 1500 mg, Q4W Preferred Term N=7, n (%) N=53, n (%) n (%) Prior therapy <2 [ine vs 22" [ine 2.925 1.249-7.020 0.0142
4W aW ‘ : ) —— Qi o
Q Q Subjects with any AE related to study Figure 4. PFS & OS by Number of Prior Lines of Therapy [6] Cho et al., Journal for ImmunoTherapy of Cancer 2020;8:doi: 10.1136/jitc
. . 5(71.4) 38 (71.7) 43 (71.7) 2020-SITC2020.0363
Flgure 2- MP'VAC'203 St“dy DESlgn treatment 100 Prior Tx. < 2 (n=38) , 100 Prior Tx. < 2 (n=38) ' ’
Pruritus 3 (429) 21 (396) 24 (400) g Prior Tx. 2 2 (n=22)) g Prior Tx. 2 2 (n=22)
RESU LTS RaSh . 2 (286) 17 (321) 19 (317) E 757 m?::izpji, 5.49 months (95% Cl: 2.60, 9.07) E 757 m?::?rzzsz, 41.92 months (95% Cl: 2.60, 9.07) ACKN OWLE DG E M E NTS
Lipase increased 0 11 (20.8) 11 (18.3) £ Prior Tx. > 2, 1.50 months (95% CI: 0.66, 2.96) E Prior Tx. > 2, 4.44 months (95% CI: 0.66, 2.96)
. I ng = g Amylase increased 0 10 (18.9) 10 (16.7) S 50 Lo T e, % 50 b PURUTRR e, e The authors thank the patlents their families Careg|vers and AstraZeneca
Patient Disposition and Characteristics Nausea 2 (28.6) 6(11.3) 8 (13.3) ; i s —— tr brovidine Durvalumab ' ' '
. . . . . : : : = Z Vidai urvaiu .
e By April 24, 2024, a total of sixty patients were analyzed: 15 patients with Alanine aminotransferase increased 1(14.3) > (9.4) 6 (10.0) £ 254 | 3 2 P 5
: : : : Hypothyroidism 3(42.9) 3(5.7) 6 (10.0) g L., B
_ o) - o o . .
PD L1<254 In Phase 1b’ and 45 patlents Wlth PD L121A’ In Phase za. * Events with lower frequency, but considered serious and important. " 0 T T T T T T T | T 0 T | T T T | T | T T | 1 ° For more Informatlonl please contaCt us at
. . . - Two patients (3.3%) experienced toxic-epidermal necrolysis , Which were considered atypica ecause they didn’t have mucosal involvement or constitutiona 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 . .
® 60 patlentS We I"e avallable fOr the assessment Of Safety and efflcacy. smiptgmt. Thteir(ijtzc))mepwas rec:vzred/rzs(ilved z!md recgveri(r;rgE/ljt)esol\r/]inrg], respectivelj. anypieal TER D thev | | t o | Time (months) Time (months) IBEhveon.klm@mEd paCtO.Com.

- Four patients (6.7%) experienced interstitial lung disease, one patient (1.7%) experienced pneumonitis. 33 2 14 11 8 6 5 5 5 4 4 4 4 4 2 1 Natrisk 3 33 27 26 22 13 10 9 7 7 6 6 4 4 2 2 Natrisk
22 6 4 3 2 2 2 1 0 22 13 9 9 7 5 3 2 1 1 1 1 0
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