REJOICE-Ovarian01: Phase 2 dose-optimization subgroup analysis — R-DXd in Asian P118-12
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Table 2: Summary of efficacy in the Asian subgroup and the overall population Table 3: Safety summary
METHODS - -
0 BJ E CT IVE Asian subgroup by dose Asian subgroup Overall population Asian subgroup population
R-DXd 4.8 mg/kg R-DXd 5.6 mg/kg R-DXd 6.4 mg/kg R-DXd 4.8-6.4 mg/kg R-DXd 4.8-6.4 mg/kg R-DXd R-DXd
REJOICE-Ovarian01 study design (NCT06161025)° SR SEHEEIED 2 SO = I e N 4.8-6.4mglkg | 4.8-6.4 mglkg
* To report a subgroup analysis of Asian patients with platinum-resistant ) . ORR, % (95% CI) 47.4 (24.4-71.1) 46.2 (19.2-74.9) 53.8 (25.1-80.8) 48.9 (33.7-64.2) 50.5 (40.6-60.3) n=45 N=107
OC included in the Phase 2 dose-optimization part of the Phase 2/3 Key eligibility criteria BOR," n (%) Any TEAE, n (%) 13 (100) 44 (97.8) 106 (99.1)
- i Phase 2 part (N=260 - CR 1(5.3 2(15.4 0 3 (6.7 3 (2.8 >
REJOICE-Ovarian01 study + High-grade serous or high-grade endometrioid ovarian, Dose_optimizatiopn an(a“ysis 2N=108)9 Phase 3 part (N=600) o . El ; 1) : (15.4) (6.7) (2.8) Grade 23 9 (69.2) 27 (60.0) 56 (52.3)
: : ; A (42.1) (30.8) 7 (53.8) 19 (42.2) 51 (47.7) o
primary peritoneal, or fallopian tube cancer Follow-up SD 8 (421 5 (38.5 5 (38.5 18 (40.0 42 (39.3 Any TRAE, n (%) 12 (92.3) 41 (91.1) 100 (93.5)
« 1-3 prior LOTs,’ including bevacizumabe R-DXd IV Q3W Follow-up (42.1) (38.9) (38.5) (40.0) (39.3) Grade 23 6 (46.2) 18 (40.0) 38 (35.5)
. Plat — o o o 40 days —Q R-DXd 5.6 mg/kg IV Q3W PD 1(5.3) 1(7.7) 0 2(4.4) 8 (7.5) Grade 5 0 0 0
latinum-resistant disease (primary platinum-refractory 46 4.8 mglkg Until PD." death, 40 days Not evaluable 1 (5.3)° 1(7.7)° 1(7.7) 3 (6.7) 3 (2.8)
disease is exclusionary) lost to FU, other reason Dose modifications associated
- Prior mirvetuximab soravtansine® (for tumors with high L a R _Ae 5.6 malkg LIQ:S;EAU R LTSEU DCR,® % (95% CI) 73.7 (48.8-90.9) 69.2 (38.6-90.9) 76.9 (46.2-95.0) 73.3 (58.1-85.4) 77.6 (68.5-85.1) with TRAES,® n (%)
FRa expression) 1:1:1 1:1 Treatment of Q3M TTR, median (range), weeks 7.1 (5.7-18.7) 5.5 (56.1-12.7) 7.1 (5.3-13.0) 7.1 (5.1-18.7) 7.1 (5.1-19.1) Drug discontinuation 0 3 (6.7) 6 (5.6)
: Y . . : . . « ECOG PS 0-1 reatment o :
* In this dose-optimization analysis, 45 Asian patients with platinum- . No brior CDH6-taraeti s or ADCs with a linked DXd ﬁ 6.4 mg/kg —0 physician’s choice sPer RECIST 1.1. "BOR was defined as the best response across all timepoints; CR, 22 assessments of CR 24 weeks apart, prior to progression; PR, 22 assessments of PR (or CR) 24 weeks apart, prior to progression (not meeting criteria for CR); Dose reduction 2(15.4) 10(22.2) 20 (18.7)
resistant OC received R-DXd at doses of 4.8-6.4 mg/kg O prior _ -largeting agents or _ s With a finke i (weekly paclitaxel, PLD, or topotecan) SD, 21 assessment of SD (or better) 25 weeks following treatment initiation, and before progression (not meeting criteria for CR or PR); PD, progression 212 weeks following treatment initiation (not meeting criteria for CR, PR, or SD). °Patient had no Dose delay 4 (30.8) 12 (26.7) 25 (23.4)
* No selection by tumor CDH6 expression Until PD," death, lost to FU, other reason baseline tumor assessment by BICR. YPatient had no adequate post-baseline tumor assessment by BICR. ®DCR was defined as percentage of patients with BOR of CR, PR, or SD 277 days (per RECIST 1.1). ILD/pneumonitis adjudicated as
— In the Asian subgroup, 95.2% of tumors demonstrated positive CDHG6 ( ) K p dooint treatment related,” n (%)
_ T , : . ey secondary endpoints : : ' ’
membrane expression by IHC Stratification factors: Phase 2 part Primary endpoint Y ORR pet vt Primary endpoint ey secondge endpeints - . - - - : : . Any grade 0 2 (4.4) 4(37)
| ~ | | | . Number of prior LOTS (1 vs 2-3) ORR per BICR" ORI PFS per BICR" QoL Figure 1: Tumor responses in Asian patients with platinum-resistant OC Grade =3 0 1 (2.2 1(0.9)
» Baseline characteristics were consistent between Asian patients and _ P rade 2 (2.2) (0.9)
_ « CDH6 membrane expression by IHC (275% vs <75%) Grade 5 0 0 0
the overall population L J ) __ 100+
. Aft . £18 ks of foll R-DXd d rated . _ _ o . _ _ _ _ _ | < 80- R-DXd 4.8 mg/kg, n=19 R-DXd 5.6 mg/kg, n=13 R-DXd 6.4 mg/kg, n=13 “Dose modifications associated with treatment-related TEAESs defined as: dose discontinuation, no subsequent
€ra minimum o WEEKS Ot Tollow-up, K- emonstrate bﬁa:;wanhr:::g hs;ﬁ 2p1aisrﬁ>snvrv1i?rt] ar_e;ng:;lryl_lgiglzideﬁgg Iaerrlznnellslsz tlcrv];:grbslg ZnDL;Sf’itnc:dnzzn: ’lt; gr:;/gﬂri) fpﬁ;t;ii:ntf:rta?ﬁfz 2;362\;’;;22 SZt ?:Shéoe:]ns gr:)]}r:;tr;g?tw b.lﬁpriﬁ It:js;li :l?;ndp;iuar?]:nflz\ée;;gr:ezaj:;ai% ';9%021986(; Saiglzﬁouﬁg » %o 504 ORR: 47.4% (95% ClI, 24.4-71.1) ORR: 46.2% (95% ClI, 19.2-74.9) ORR: 53.8% (95% Cl, 25.1-80.8) administration of R-DXd; dose reduction, R-DXd dose was reduced at next administration; dose delay, study drug
. . . : . . , _ _ > < 2 _ _ _ - . X ”
grelnizie efﬁcgcy across all evalua_ted doses in Asian pgtlents, with dose of platinum therapy, or 2-3 lines of prior platinum therapy (=2 cycles) with radiologically documented progression <180 days following the last dose of platinum. ¢Unless ineligible, not approved, or not available locally. 'A stratification cutoff § % 40 - DCR: 73.7% (95% Cl, 48.8-90.9)° DCR: 69.2% (95% Cl, 38.6-90.9)° DCR: 76.9% (95% Cl, 46.2-95.0° \;v;z;iz’;taeddmt;n|Ztr?riﬁ;jeatet:z;net)ﬁ_sDcr;(ejquu;ie;Egﬁli:r:tmv;/;\eseacjlrfglls;eerjis’r[‘;\i;a(’;er;céztié IeLVZ/rﬁn(ZLéTJZEzfez\/::t;evgter;eent
responses similar to that observed in the overall populatlon: of 75% tumor cell membrane staining at any intensity was selected based on the median observed percentage tumor cell membrane staining (at any intensity) in the Phase 1 study population.'™ ¢Overall, 108 patients were randomized to receive n % IJ ted é de 3 P ) ' P B )
. . . R-DXd. One patient did not receive treatment, so 107 patients were treated and were included in the dose-optimization analysis set. "Per RECIST 1.1. £ 0 L related) was Grade 3.
— The confirmed ORR was 48.9%, including 3 CRs (6.7%) o £ 0 |
— In the Asian population (n=35), clinically meaningful tumor responses 5SS —20-
Population (n=35), clinically meaningful tumor resp B O T - ACKNOWLEDGMENTS
were observed across a range of CDH6 expression levels o5 -40-
— Further follow-up is required to obtain mature data on DOR and PFS 2® -60- | - o . o
oM g —80 | . 4 8 mg/kg . 5 6 mg/kg . 6 4 mg/kg We thank the pa.tlents, the.lr famllles, and thellr cellreglver.s for study par.t|C|pat|on, andlthe study staff for t.helr contrlbutlons.. . .
+ The safety profile of R-DXd in Asian patients appears to be RESULTS : | | | s S e o e s

_1 OO - with Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA (MSD) for raludotatug deruxtecan (R-DXd).
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manageable and is consistent with the safety profile observed in the

overall population aTumor response assessed by BICR per RECIST 1.1. Only patients with measurable disease at baseline and 21 post-baseline tumor scan, both by BICR, were included in the waterfall plot (n=38). Six patients (R-DXd 4.8 mg/kg [n=5]; 6.4 mg/kg :E"Ofda:‘cet ‘f"”&?o"dtp“b”caﬁon _Pracltice guidetlir;est(t:ttpEs://WWW-isrsnpp-t:rg/?ﬁ-?ﬂl)(-) oy (ESMIO) Asia O Cecorbor 57 2095 S
1 i 1 : o i iar li ' i _ [n=1]) did not have measurable disease at baseline, and 1 patient (R-DXd 5.6 mg/kg) had no adequate post-baseline tumor assessment. "DCR was defined as percentage of patients with BOR of CR, PR, or SD 277 days (per RECIST 1.1). il of Shommors e PIEVIGHSY Presemied el fne =tiopean Soiely o Medieal Zneolody sia Longress; Liecember 5=/, £029; Singapore,
_ One adjudicated treatment-related Grade 3 ILD event (Grade 3) Patient baseline characteristics and The median number of.prlor Ilhes of therapy.forAS|.an patlent.s was 2 (range, 1-3) Republic of Singap
was reported in this analysis treatment exposure * Overall, 37 (82.2%) Asian patients had received prior bevacizumab, 33 (73.3%) AB B REVIATIO N S
: C ey o : : : : . ] _— . .
* On the basis of the efficacy and safety results observed in the Asian - At the February 26, 2025 data cutoff, 45 Asian patients had received R-DXd prior PARP inhibitor, and 2 (4.4%) prior mirvetuximab soravtansine Flgure 2: Depth and durablllty of response in target lesions

Subgroup, which were consistent with those in the overall population, Among 42 Asian patients with available baseline tumor CDH6 eXpreSSion data,

48_64 mg/kg and were inc|uded in the Asian Subgroup ana'ysis (Japan n:'] 8 100 - R-DXd 4.8 mglkg (n=14a) 100 - R-DXd 5 6 mglkg (n=12a) 100 - R_DXd 6 4 mg/kg (n=12a) ADC, antibody—drug conjugate; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BICR, blinded independent central review; BOR, best overall
. . . ) ’ (0] 11\ 71 1 1 " " " r nse; CDH6, cadherin 6; Cl, confidence interval; CR, complete r nse; CTCAE, Common Terminol Criteria for Adverse Events; DCR, di ntrol rate;
together Wlth pharmaCOKInetICS and exposure_response data,2 R_DXd Repub“c Of Korea, n=1 7’ China, n=8; Taiwan, n=2) (Table 1) 40 (952 /0) had CDH6 membrane pOSItIVIty at any IntenSIty 80 1 Median TTR": 7.1 weeks (range, 57—187) 80 1 Median TTR": 5.5 weeks (range, 51—127) 80 1 Median TTR": 7.1 weeks (range, 53—130) :scs)‘l)?c:;dsjl'at.iog ofr(;%p??sg;1E_C20éoPS,IeEt':leTtlerggc?a%er.atiS(e) Oan'to?togZ‘grgSL;) Pf{fgrm?n%t.st??%;ERu,?oolgt%/e reé?ap?ofalp:haf;elgl‘j, iolelzovtvs—up; .GLGO'I'T,SgT:rSnem:;:-EtIuC;an?;/T
5.6 mg/kg provided a positive benefit—risk profile and was considered * At the data cutoff, 23 (51.1%) Asian patients remained on study treatment and 60 - 601 601 LTSFU, long-erm survivel fllow Up: mAb, moroclonal antbody: MedDRA, Mecicai Dictonary for Reguiatry Aciviies: OC, ovarian cancer, ORR, objeciie rosponse
rate; OS, overall survival; PARP, poly (ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free survival; PLD, pegylated liposomal doxorubicin;
the Optlma| dose Table 1 B} Baseline Characteristics and rior 22 (489%) patients had diSCOntinued R-DXd, inCIUding 13 (289%) due tO PD, ‘2"8— 38— 38— ER,lpa?ial rCe§tpops§;g3;!\cljl,Tevewp3 r¥1c(>nths; ??;Wé)gi/e:t/y;wgeks; QSrIEg:Ealtity ?[flife;tR, randon?izc?gtion; R-DX?,_Ir_?-\lZdé)t?tugtderF:thgt;gIcatmé’RZE)CIST1.1,Rt’e_ls:_pI)%nstg t
o _ 4 4 4 valuation Criteria in Solid Tumours, version 1.1; SD, stable disease; , treatment-emergent adverse event; , treatment-related adverse event; , time to
° The Ongoing Phase 3 part Of the REJO'CE_OvarianO'] Study W|" - p 2 (44%) due tO C||n|Ca| progl’eSSIon, 4 (89%) due tO adverse eventS, and 0 0 0 response; WBC, white blood cell.
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evaluate R-DXd 5.6 mg/kg versus treatment of physician’s choice in systemic therapies 3 (6.7%) due to death
patients with platinum-resistant OC * The median duration on study treatment for Asian patients was 5.1 months
Asian subgroup Overall population (range, 0.7—9.7) and the median follow-up for the 4.8-mg/kg, 5.6-mg/kg, and

Change from baseline in sum of
diameters in target lesions (%)

=801 =380 1 =380 1 1. Lee J-Y, et al. Oral presentation at the European Society for Medical Oncology Asia congress. December 57, 2025; Singapore, Republic of Singapore.
Patient characteristics R-DXd 4.8-6.4 mg/kg® | R-DXd 4.8-6.4 mg/kg® 6.4-mg/kg cohorts was 6.3 months (95% CI, 4.5-6.7), 5.9 months -100 : : s s ” 0 2 -100 ; . 1«; ._?8 ” . - . -100 ; : '1 > s 21'4 0 .  Presentaton 1608 ataonfie.
and prior therapies n=45 N=107 (95% Cl, 4.5-6.7), and 5.2 months (95% Cl, 4.2—-7.7), respectively Time from enrollment (weeks) Time from enroliment (weeks) Time from enroliment (weeks) 4 Richaraaon DL et o JAMA Oncol 20259851659,
5. Ray-Coguard |, et al. Oral present?tion at the European Sgciety for Mgdical Oncology Congress. October 17-21, 202_5; aBerriIin, GZErTanrﬁSZLezﬁgaation L-BA42.
E Copies of this poster obtained through Ade. median (ran e) ears 58 (34—80) 60 (3 4—81) Tu mor res ponse aTumor response assessed by BICR per RECIST 1.1. Only patients with measurable disease at baseline and =1 post-baseline tumor scan, both by BICR, were included in the spider plots (n=38). Six patients (R-DXd 4.8 mg/kg [n=5]; 6.4 mg/kg (75: EE?JEPLDef ;flngf;f;g:ﬁ{:ﬁgslf IJQGEE:JJSggsrggggfytg?Rﬂhgjgg%ggggggycgsgg:? 'Sggttgrairefﬂ_?z—tf,%sz’1'?AVic:tudél.SFeresethationt91t9. o
this QR code and/or https://bit.Iv/4qViF4h ge, ge).y [n=1]) did not have measurable disease at baseline, and 1 patient (R-DXd 5.6 mg/kg) had no adequate post-baseline tumor assessment. ®By BICR per RECIST 1.1. Overall median TTR was 7.1 weeks (range, 5.1-18.7). g: gﬁﬁiuc':#;i:lgz;)yf]lttcpz:'}/i‘f{n;’;ﬁrr'ijgzgf/zigz/_ﬁgoﬁi161025_Accessed February 4, 2026.
o f I Ip . . y q J Age >70 years, n (%) 5 (11 1) 17 (159) ° R_DXd monotherapy demonstrated pr0m|S|ng antitumor aCtIVIty at a” doses in 10. Moore KN, et al. Oral presentation at the Society of Gynecologic Oncology 2024 Annual Meeting on Women’s Cancer. March 16—18, 2024; San Diego, CA, USA.
o are tor person.a use or.1 y and me.ly r.10t be Asian patients with platinum-resistant OC (Table 2) : . : z : >410N0 a
reproduced without written permission of ECOG PS, n (%) Figure 3: Most common TEAEs in Asian patients (210% across all doses)
the authors 0 ’ 30 (66.7) 61 (57.0) * Clinically meaningful tumor responses were seen irrespective of dose (Figure 1)
1 15 (33.3) 46 (43.0) — ORR was 47.4% (95% Cl, 24.4-71.1) in the 4.8-mg/kg cohort, 46.2% R-DXd 4.8 mg/kg (n=19)° R-DXd 5.6 mg/kg (n=13)° R-DXd 6.4 mg/kg (n=13)°
(95% Cl, 19.2-74.9) in the 5.6-mg/kg cohort, and 53.8% (95% ClI, 25.1-80.8) _ ]
Number of prior lines of systemic . . Anemia D 47.4 1 211 I 61.5 / 23.1 53.8 / 15.4
therapy, n (%) . C||n|call}/ meanln?ful_turrror responses were observed across a range of CDH6 Neutrophil count decreased B 42153 N 46.2 | 15.4 38.5 | 23 1
1 6 (13.3) 10 (9.3) expression levels' (n=35; data not shown) Platelet count decreased _ B 158 /5.3 _ B 46.2 ) 15.4 53.8 / 15.4
§ ;3 Eig'g; ‘515 2232; * R-DXd treatment was associated with rapid responses at all doses in Asian WBC count decreased | N 31.6/10.5 | B 385/7.7 38.5/ 23.1
I N T RO D U CTI O N ' - patients (Figure 2) AST increased | 26.3 /0 _ 30.8/0 46.2 /0
_ _ Vomiting | 31.6/0 | 30.8/0 30.8/0
Received prior therapy, n (%) Safety ALT increased | 21.1/0 | 15.4/0 30.8/7.7
* Platinum-resistant OC is associated with poor outcomes.** Standard of care is Bevacizumab 37(82.2) 89 (83.2) . . o . . Constipation 21.1/0 7710 38.5/0
single-agent non-platinum chemotherapy, which provides only a modest benefit; PARP inhibitor 33 (73.3) 75(70.1) Across all doses, any-grade TRAEs were reported in 41 (91.1%) Asian patients Pyrexia | 21110 _ 23.1/0 15.4/0
g'e-ag P PY; P y ’ Mirvetuximab tansi 2 (4.4 3(2.8 and Grade 23 TRAEs were reported in 18 (40.0%); there were no Grade 5 yrexa ' 1 ' :
median OS is 10—12 months? irvetuximab soravtansine (4.4) (2.8) TRAES (Table 3) Decreased appetite | 5.3/0 _ 23.1/0 30.8/0
* Expression of CDH® is observed in up to 94% of epithelial OC tumors®~’ _ _ Cough | 10.5/0 | 7.710 23.1/0
Last platinum-free interval, n (%) — No Grade 5 hematologic TEAEs were reported at any dose; Grade 3 febrile Fatique 53/573 B 308/7.7 7.71/0
* R-DXd is a CDH6-directed ADC IS h ized anti-CDH6 1IgG1 mAb g i i
- Sa -directec comprising a humanized anti- gt>1 MAD, <3 months 17 (37.8) 47 (43.9) neutropenia was reported in 2 Asian patients, one each in the R-DXd Hypoalbuminemia | 10.5/0 | BN 15.4/7.7 15.410
C;)valeg;tlyl!lnli(eg to a topoisomerase | inhibitor payload via a tetrapeptide-based 3-6 months 28 (62.2) 60 (56.1) 5.6-mg/kg and 6.4-mg/kg cohorts Dyspepsia 10.5/0 CTCAE Gr 1-2 | 15.4/0 CTCAE Gr 1-2 7.710 M CTCAE Gr 1-2
Cleavable lInker :
| | S | * In Asian patients, TRAEs led to R-DXd delay, reduction, or discontinuation in GGT increased | 5.3/0 M CTCAE Gr >3 | BN 15.4 /7.7 B CTCAE Gr >3 15.4715.4 B CTCAE Gr >3
* In the primary analysis of the dose-optimization part of REJOILE-Ovariani, Tumor CDHG membrane positivity 12 (26.7%), 10 (22.2%), and 3 (6.7%) patients, respectively Headache 10570 Total (%) / Gr 23 (%) ——LEEL Total (%) / Gr 23 (%) 15410 Total (%) / Gr 23 (%)
patients with platinum-resistant OC (defined as treatment-free interval from last at any intensity at baseline® n=42° n=101° | _ | _ Hypomagnesemia |0/ 0 | BN 30.8 /7.7 7710
platinum dose <6 months) received R-DXd at doses of 4.8, 5.6, or 6.4 mg/kg IV Any positivity, n (%) 40 (95.2) 95 (94.1) — Dose reductions were more freqL!ent with the 6.4-mg/kg dose in both the Asian Lymphocyte count decreased N 10.5/ 51.3 l l | _ 7.717.7 l l l l 15.14 115.4 | | |
Q3W. Across doses, 50.5% achieved a confirmed objective response® subgroup and the overall population
) ) ) ] ] a0Only patients treated with 21 dose were included in this analysis and made up the safety analysis cohort. "Tumor ° Any-grade adjudicated treatment-related ILD/pneumonitis was reported in 0 20 40 60 80 0 20 40 60 80 0 20 40 60 80
* Here, we present a subgroup analysis of Asian patients included in the CDHB6 positivity was defined as the percentage of viable tumor cells positive for CDH6 membrane staining at any 5 _ _ ] _ _
Phase 2 dose-optimization part of the Phase 2/3 REJOICE-Ovarian01 study, intensity (1+/2+/3+) determined by CDH6 clinical trial assay (SP450; Roche Diagnostics). Three tumor samples in 2 (4.4%) Asian patients (4.8 mg/kg, Grade 3; 6.4 mg/kg, Grade 2) Patients (%) Patients (%) Patients (%)
) ) ) ) ) the Asian subgroup and 6 tumor samples in the overall population were of insufficient quality to determine CDH6 ) ) )
n patl.ents V_Vlth platmum-reSIStant OC who had a foIIow-up of 218 weeks or membrane positivity. The_ most common TEAEs reported in Asian patlents by R-DXd dose are shown aTEAESs reported in 210% of all Asian patients who received R-DXd 4.8-6.4 mg/kg. Reported safety events are defined by MedDRA preferred terminology. "Grade 4 hematologic TEAEs reported at 4.8 mg/kg: neutrophil count decreased (n=1), platelet count decreased (n=1); at 5.6 mg/kg: neutrophil count decreased (n=2), platelet count decreased (n=1), leukocyte
had discontinued treatment IN Flgure 3 count decreased (n=2); at 6.4 mg/kg: neutrophil count decreased (n=3), platelet count decreased (n=1), lymphocyte count decreased (n=1).
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