
OBJECTIVES
• To evaluate CDH6 and FRα protein expression in baseline tumor 

samples from patients with platinum-resistant OC enrolled in either 
the Phase 1 DS6000-A-U101 dose-expansion study or the Phase 2 
dose-optimization part of the Phase 2/3 REJOICE-Ovarian01 study

• To assess the impact of FRα status on the antitumor activity of R-DXd 
monotherapy at doses of 4.8–6.4 mg/kg

CONCLUSIONS
• Almost all platinum-resistant OC tumors were CDH6-positive; of 184 tumor 

samples, 93.5% were positive for CDH6 expression at any intensity
• Among the tumor samples positive for CDH6 expression, 31.0% were 

FRα-positive and 62.5% were FRα-negative
• The level of CDH6 protein expression in the tumor cell membrane showed 

no correlation with FRα protein expression. This observation suggests that 
they are independent biomarkers in platinum-resistant OC

• R-DXd monotherapy (4.8–6.4 mg/kg IV Q3W) exhibited consistent effi cacy 
in platinum-resistant OC tumors regardless of FRα expression level

 – FRα-positive tumors: ORR across doses was 59.3%
(95% CI, 45.0–72.4)

 – FRα-negative tumors: ORR across doses was 50.0%
(95% CI, 40.8–59.2)

• The Phase 3 part of the REJOICE-Ovarian01 study is evaluating R-DXd 
5.6 mg/kg versus treatment of physician’s choice in patients with 
platinum-resistant OC

Biomarker analysis of cadherin 6 (CDH6) and folate receptor alpha (FRα) expression, and 
raludotatug deruxtecan (R-DXd) antitumor activity by FRα status, in patients with platinum-
resistant ovarian cancer from REJOICE-Ovarian01 and a fi rst-in-human Phase 1 study of R-DXd
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INTRODUCTION
• Platinum-resistant OC is associated with poor clinical outcomes and a high unmet need, with 

standard-of-care non-platinum chemotherapy ± bevacizumab providing only modest benefi t 
(median OS, 10–17 months)1–4

• The FRα-directed ADC mirvetuximab soravtansine has improved outcomes for some patients 
with platinum-resistant OC. However, only patients with FRα-positive tumors–approximately
one-third of patients with platinum-resistant OC–are eligible for this treatment5–8

• CDH6, a mediator of cell–cell adhesion, is expressed in up to 94% of epithelial OC tumors9

• R-DXd is a CDH6-directed ADC comprising a humanized anti-CDH6 immunoglobulin G1 
monoclonal antibody, linked to a topoisomerase I inhibitor payload via a tetrapeptide-based 
cleavable linker10,11

• In the Phase 1 fi rst-in-human DS6000-A-U101 study, R-DXd demonstrated promising antitumor 
activity. Among patients with pretreated OC–89% of whom had platinum-resistant disease–
treatment with R-DXd 4.8–6.4 mg/kg IV Q3W resulted in a confi rmed ORR of 48.6% across doses12

• In the dose-optimization part of the ongoing Phase 2/3 REJOICE-Ovarian01 study, patients with 
platinum-resistant OC, who received R-DXd 4.8–6.4 mg/kg IV Q3W, achieved a confi rmed ORR 
of 50.5% across doses9

• Here we report a retrospective exploratory biomarker analysis of CDH6 and FRα protein 
expression in platinum-resistant OC tumors and evaluate the impact of FRα expression on 
R-DXd effi cacy

METHODS
• This analysis used baseline tumor samples from patients with platinum-resistant OC, enrolled 

in either the dose-expansion part of the Phase 1 DS6000-A-U101 study (NCT04707248) or in 
the Phase 2 dose-optimization part of the REJOICE-Ovarian01 study (NCT06161025)

• Samples were analyzed by immunohistochemistry:

 – CDH6 expression was analyzed using the CDH6 clinical trial assay
(SP450; Roche Diagnostics) 

 – FRα expression was analyzed using the VENTANA FOLR1 (FOLR1-2.1) 
RxDx Assay (Roche Diagnostics)

• CDH6 protein expression was scored using both H-score and according to an exploratory 
classifi cation for CDH6-positive expression:

 – CDH6-positive: ≥1% of viable tumor cells positive for CDH6 membrane staining at any 
intensity (1+/2+/3+)

• FRα protein expression was scored using both H-score for the exploratory analysis and
samples were also categorized according to the mirvetuximab soravtansine eligibility criteria5,6:

 – FRα-positive (high): ≥75% of viable tumor cells with 2+/3+ membrane staining
 – FRα-negative (low): <75% of viable tumor cells with 2+/3+ membrane staining

• The correlation between CDH6 expression and FRα expression was assessed using Pearson’s 
correlation coeffi cient (r), calculated using the cor.test function in R

• The tumor response analysis included patients with available CDH6 and FRα expression data 
who were treated with R-DXd monotherapy (4.8–6.4 mg/kg IV Q3W). The responder analysis 
was further restricted to patients with measurable disease at baseline assessed by BICR per 
RECIST 1.1.

 – The data cutoff dates for the analysis were July 3, 2025 for the DS6000-A-U101 study, and 
May 29, 2025 for the REJOICE-Ovarian01 study

RESULTS
CDH6 and FRα expression in platinum-resistant OC
• Baseline tumor samples from 95 patients with platinum-resistant OC enrolled in the

DS6000-A-U101 study and from 89 patients with platinum-resistant OC enrolled in the 
REJOICE-Ovarian01 study were available and of suffi cient tissue quality for analysis of 
both CDH6 and FRα expression by immunohistochemistry

• Among all tumor samples analyzed (N=184):

 – 93.5% (n=172) of samples were CDH6-positive; the median CDH6 expression on the tumor 
cell membrane was 77.0% (range, 0–100) (Figures 1A and 1C)

 – 31.0% (n=57) of samples were FRα-positive; the median FRα expression on the tumor cell 
membrane was 35.0% (range, 0–100) (Figures 1B and 1C) 

 – 6.5% (n=12) were both CDH6-negative and FRα-negative (Figure 1C)

• Among the CDH6-positive samples (n=172), 31.0% (n=57) were FRα-positive and 62.5% 
(n=115) were FRα-negative (Figure 1C)

• There was no correlation between CDH6 and FRα expression on the tumor cell membrane 
evaluated by H-score (r=0.11; P=0.13) (Figure 2)

Patient baseline and disease characteristics
• Baseline characteristics of patients in this exploratory biomarker analysis who had available 

CDH6 and FRα expression data are shown in Table 1
 – Baseline characteristics of the R-DXd 5.6-mg/kg cohort were consistent with those observed 
in the pooled R-DXd 4.8–6.4 mg/kg dose group, regardless of FRα expression

Association between FRα expression and tumor response 
• Patients treated with R-DXd monotherapy (4.8–6.4 mg/kg IV Q3W) exhibited clinically 

meaningful tumor responses regardless of tumor FRα status (Table 2)

• Across all doses, the confi rmed ORR was 59.3% (95% CI, 45.0–72.4) in patients with
FRα-positive tumors and 50.0% (95% CI, 40.8–59.2) in patients with FRα-negative tumors 

• Among patients treated with R-DXd 5.6 mg/kg, the dose selected for Phase 3 evaluation, the 
confi rmed ORR was 47.4% (95% CI, 24.4–71.1) in patients with FRα-positive tumors and 
52.4% (95% CI, 36.4–68.0) in patients with FRα-negative tumors

Table 1: Baseline characteristics for pooled R-DXd 
4.8–6.4 mg/kg dose cohorts by FRα expression 

FRα-positive
(n=57)

FRα-negative
(n=127)

All patients
(N=184)

Age, years, median (range) 62.0 (44–79) 62.0 (34–84) 62.0 (34–84)

ECOG PS, n (%)
0
1

33 (57.9)
24 (42.1)

71 (55.9)
56 (44.1)

104 (56.5)
80 (43.5)

Cancer type, n (%)
Ovarian
Peritoneal
Fallopian tube

44 (77.2)
6 (10.5)
7 (12.3)

104 (81.9)
11 (8.7)
12 (9.4)

148 (80.4)
17 (9.2)
19 (10.3)

Number of prior LOTs, n (%)
1
2
3
≥4

6 (10.5)
15 (26.3)
23 (40.4)
13 (22.8)

8 (6.3)
35 (27.6)
43 (33.9)
41 (32.3)

14 (7.6)
50 (27.2)
66 (35.9)
54 (29.3)

Last platinum-free interval, n (%)
<3 months
3–6 months

28 (49.1)
29 (50.9)

65 (51.2)
62 (48.8)

93 (50.5)
91 (49.5)

Prior therapy, n (%)
Bevacizumab
PARP inhibitor
Mirvetuximab soravtansine

42 (73.7)
42 (73.7)

0

96 (75.6)
97 (76.4)

7 (5.5)

138 (75.0)
139 (75.5)

7 (3.8)

Table 2. Summary of tumor response for pooled R-DXd 4.8–6.4 mg/kg dose cohorts and the R-DXd 5.6-mg/kg cohort

Response by BICRa

R-DXd 4.8–6.4 mg/kg R-DXd 5.6 mg/kg

FRα-positive 
(n=54)

FRα-negative 
(n=122)

All patients 
(n=176)

FRα-positive 
(n=19)

FRα-negative 
(n=42)

All patients 
(n=61)

Confi rmed ORR, % (95% CI) 59.3 (45.0–72.4) 50.0 (40.8–59.2) 52.8 (45.2–60.4) 47.4 (24.4–71.1) 52.4 (36.4–68.0) 50.8 (37.7–63.9)

Best overall response,b n (%)

CR

PR

SD

PD

Not evaluable

3 (5.6)

29 (53.7)

20 (37.0)

1 (1.9)

1 (1.9)

12 (9.8)

49 (40.2)

49 (40.2)

10 (8.2)

2 (1.6)

15 (8.5)

78 (44.3)

69 (39.2)

11 (6.3)

3 (1.7)

1 (5.3)

8 (42.1)

9 (47.4)

1 (5.3)

0

3 (7.1)

19 (45.2)

15 (35.7)

3 (7.1)

2 (4.8)

4 (6.6)

27 (44.3)

24 (39.3)

4 (6.6)

2 (3.3)

Disease control rate,c % (95% CI) 85.2 (72.9–93.4) 77.9 (69.5–84.9) 80.1 (73.4–85.7) 78.9 (54.4–93.9) 83.3 (68.6–93.0) 82.0 (70.0–90.6)

aThe responder analysis included patients with available FRα and CDH6 expression data and who had measurable disease at baseline assessed by BICR per RECIST 1.1. bBest overall response was defi ned as the best response across all timepoints; CR, ≥2 assessments of CR ≥4 weeks 
apart, prior to progression; PR, ≥2 assessments of PR (or CR) ≥4 weeks apart, prior to progression (not meeting criteria for CR); SD, ≥1 assessment of SD (or better) ≥5 weeks following treatment initiation, and before progression (not meeting criteria for CR or PR); PD, progression ≥12 weeks 
following treatment initiation (not meeting criteria for CR, PR, or SD). cDisease control rate was defi ned as percentage of patients with BOR of CR, PR, or SD ≥77 days.

Figure 1. Distribution of CDH6 (A) and FRα (B) expression and their association (C) in platinum-resistant OC tumors

Figure 2. Correlation between CDH6 and FRα protein expression
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