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• The efficacy measures compare favorably to reported outcomes for bevacizumab/chemotherapy in similar patient populations.
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Purpose. To evaluate the safety and clinical activity of mirvetuximab soravtansine, an antibody-drug conju-
gate comprising a humanized anti-folate receptor alpha (FRα) monoclonal antibody, cleavable linker, and the
maytansinoid DM4, a potent tubulin-targeting agent, in combination with bevacizumab in patients with FRα-
positive, platinum-resistant ovarian cancer.

Methods. Patients with platinum-resistant epithelial ovarian, fallopian tube, or primary peritoneal cancer
were administered mirvetuximab soravtansine (6 mg/kg, adjusted ideal body weight) and bevacizumab
(15 mg/kg) once every 3 weeks. Eligibility included FRα positivity by immunochemistry and prior bevacizumab
exposure was permitted. Adverse events, tumor response, and progression-free survival (PFS) were determined.

Results. Sixty-six patients, with amedian of 3 prior lines of therapy (range, 1–8), received the combination of
mirvetuximab soravtansine and bevacizumab at full dosing during the escalation and expansion stages of the
study. Adverse eventswere generallymild-to-moderate (≤grade 2)with diarrhea, blurred vision, nausea, and fa-
tigue being themost common treatment-related toxicities. Six cases of pneumonitis (9%; all grade 1 or 2), an ad-
verse event of special interest, were observed. The confirmed objective response rate (ORR)was 39%, including 5
complete responses and 21 partial responses, and the median PFS was 6.9 months. The combination was partic-
ularly active in the subset of patients (n= 16) who were bevacizumab-naïve, less heavily pretreated (1–2 prior
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lines), andwhose tumors exhibitedmedium/high FRα expression (ORR, 56%with amedian duration of response
of 12 months; PFS, 9.9 months).

Conclusion. The combination of mirvetuximab soravtansine with bevacizumab is well tolerated in patients
with platinum-resistant, recurrent ovarian cancer. The encouraging efficacy measures compare favorably to re-
ported outcomes for bevacizumab combined with standard chemotherapy in similar patient populations.

© 2020 Elsevier Inc. All rights reserved.
1. Introduction

The incorporation of molecularly targeted agents into the treatment
armamentarium for epithelial ovarian carcinoma (EOC; including epi-
thelial ovarian, fallopian tube, and primary peritoneal cancer) [1,2] has
had a meaningful impact in terms of disease control, particularly for in-
dividuals in early treatment lines considered at high risk of further re-
lapse [3]. Despite this progress, most women diagnosed with
advanced EOC ultimately develop, and succumb to, platinum-resistant
recurrences [4]. The dismal prognosis imparted by platinum-resistant
disease underscores the substantial unmet need for more effective and
tolerable therapeutic agents and innovative approaches to improve out-
comes in this clinically challenging population.

The first targeted agent indicated for use in EOC was the angiogene-
sis inhibitor bevacizumab [5]. Initial approval in the U.S. and E.U. was
based on findings from the AURELIA/ENGOT-ov3 trial, which showed
that addition of bevacizumab to chemotherapy significantly improved
progression-free survival (PFS) over chemotherapy alone in patients
with platinum-resistant EOC [6]. Bevacizumab approval was subse-
quently expanded into the platinum-sensitive, recurrent, and front-
line settings, in combination with chemotherapy followed by a mainte-
nance period of single-agent bevacizumab. This occurred in response to
additional randomized phase III studies performed in patients with re-
current platinum-sensitive disease (OCEANS and GOG-0213) [7,8] and
newly diagnosed, advanced EOC (GOG-218 and ICON7) [9,10], all of
which demonstrated prolonged PFS when bevacizumab was combined
with chemotherapy.

Another molecular target of interest in EOC is folate receptor alpha
(FRα) [11], a transmembrane protein involved in cellular folate trans-
port [12]. FRα expression is highly restricted in normal tissues and ab-
sent from normal ovarian epithelium. However, FRα expression has
been reported in approximately 80% of EOC tumors; methods to assess
FRα expression include immunohistochemistry and imaging with
radiolabeled conjugates [13]. This differential distribution pattern
makes FRα an attractive candidate for antibody-drug conjugate
(ADC)-based therapeutic strategies [14]. ADCs comprise a monoclonal
antibody, directed toward tumor-associated antigens, to which a potent
cytotoxic agent (‘payload’) is conjugated via chemical linkage [15].
ADCs are also a clinically validated class of therapeutics, with four cur-
rently approved for cancer therapy and N60 others being evaluated in
a variety of tumor indications [16].

Mirvetuximab soravtansine is an ADC composed of an anti-FRα an-
tibody coupled via a cleavable disulfide linker to the maytansinoid
DM4 [17,18], a potent tubulin-targeting agent [19,20]. Mirvetuximab
soravtansine is currently in clinical development for EOC, where it has
exhibited encouraging signals of activity and favorable tolerability as
monotherapy [21], underscoring its potential as a suitable partnering
agent for combination-based strategies. The distinct and complemen-
tary mechanisms of action of mirvetuximab soravtansine and
bevacizumab, along with nonoverlapping toxicity profiles, provided a
rationale for combining the two agents as a novel avenue for therapeu-
tic intervention in EOC. Additional support for this approach was
provided by preclinical studies which showed superior antitumor activ-
ity for the combination over single-agent regimens, including in
patient-derived models of EOC [22]. Here we report results from the
Phase Ib combination trial FORWARD II (NCT02606305) designed to
evaluate the safety, tolerability, and clinical activity of mirvetuximab
soravtansine when co-administered with bevacizumab to patients
with FRα-positive, platinum-resistant EOC.

2. Patients and methods

2.1. Patient selection and eligibility criteria

Women with histologically-confirmed EOC, primary peritoneal, or
fallopian tube cancer who progressed or relapsed within 6 months of
completing prior platinum-based therapy were eligible to enroll. Pa-
tients needed aminimum requirement of FRα positivity by immunohis-
tochemistry (IHC) on archival tumor samples, generally from initial
diagnosis although a fresh biopsywas permitted if archival tumor tissue
was not available or sufficient. Following a November 2017 protocol
amendment, the thresholdwas raised from ≥25% to ≥50% for continuing
enrollment into the expansion cohorts due to the evolving understand-
ing of the levels of FRα required for optimal efficacy based on both the
current study as well as data from the IMGN853-0401 single agent
first in human study. Tumor tissues were analyzed for FRα expression
at Ventana Medical Systems, Inc. using a validated assay for sensitivity,
specificity, and reproducibility. During escalation, non-measurable dis-
ease was permitted and there was no upper limit on the number of pre-
vious therapies. For the expansion phase, patients needed at least one
lesion measurable by Response Evaluation Criteria in Solid Tumors
(RECIST) version 1.1 [23], and up to five prior systemic treatment regi-
mens. All patients were required to be ≥18 years of age; have an Eastern
Cooperative Oncology Group (ECOG) performance status 0 or 1; and
have adequate hematologic, renal, and hepatic function. Key exclusion
criteria included primary platinum refractory disease (defined as dis-
ease that has not responded to a platinum-based regimen or progressed
while on primary therapy); neuropathy higher than grade 1; history of
bowel obstruction (including subocclusive disease) related to underly-
ing disease within 6 months of the start of study treatment; or known
hypersensitivity to monoclonal antibody therapy. All patients provided
written informed consent in accordance with federal, local, and institu-
tional guidelines.

2.2. Treatment

As part of the dose escalation stage of the Phase Ib combination
study FORWARD II, mirvetuximab soravtansine was escalated from 5
to 6mg/kg (adjusted ideal bodyweight; 3 and 11 patients, respectively)
in combination with 15 mg/kg bevacizumab in patients with FRα-
positive, platinum-resistant ovarian cancer. An expansion cohort was
subsequently opened to further evaluate the tolerability and clinical ac-
tivity of the mirvetuximab soravtansine/bevacizumab doublet at full
dosing in this patient population. Patients were administered
mirvetuximab soravtansine intravenously (IV) at 6 mg/kg (adjusted
ideal body weight) followed by 15 mg/kg bevacizumab once every
3 weeks. Patients continued on combination treatment until disease
progression, intolerable toxicity or adverse events (AEs), or investiga-
tor/patient decision. If bevacizumab treatment was discontinued, pa-
tients were permitted to continue participation in the study on
mirvetuximab soravtansine as monotherapy. Similarly, if an individual
discontinued mirvetuximab soravtansine, bevacizumab monotherapy
was allowed until a reason for discontinuation arose. The study was
conducted in accordance with US Food and Drug Administration



Table 1
Patient demographics and baseline characteristics.

Characteristic N = 66a N (%)

Age, years
Median (range) 63 (39–81)

Race
White 63 (96)
Black or African American 1 (2)
American Indian or Alaskan Native 1 (2)
Not reported 1 (2)

Primary diagnosis
Epithelial ovarian cancer 52 (79)
Fallopian tube cancer 12 (18)
Primary peritoneal cancer 2 (3)

Histology
High grade serous 63 (95.5)
Other serous 3 (4.5)

Performance status
0 38 (58)
1 28 (42)

No. of prior systemic therapies
Median (range) 3 (1–8)
1–2 27 (41)
3 11 (17)
4–6 26 (39)
7+ 2 (3)

FRα expressionb

Low 13 (20)
Medium 24 (36)
High 28 (42)

Prior compound exposure
Platinum 66 (100)
Taxanes 65 (99)
Bevacizumab 41 (62)
PARP inhibitor 20 (30)

a Includes escalation stage patients (n = 11) who received the combination of
mirvetuximab soravtansine and bevacizumab at full dosing.

b Low, 25–49%; medium, 50–74%; high ≥75% of tumor cells with ≥2+ staining inten-
sity; data missing for one individual.
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regulations, the International Conference on Harmonisation Guidelines
for Good Clinical Practice and the Declaration of Helsinki. The trial was
compliant with Institutional Review Board and Independent Ethics
Committee requirements and is registered at ClinicalTrials.gov
(NCT02606305).

2.3. Evaluation of toxicity

Baseline assessments included medical history and physical exami-
nation, ECOG performance status, blood chemistry and hematology,
ophthalmologic exam, pulmonary function tests, and electrocardio-
gram. Toxicities were graded according to the National Cancer Institute
Common Terminology Criteria for Adverse Events (NCI CTCAE) version
4.03 andmonitored continuously throughout the study from the time of
the first dose until 30 days after the patients' last treatment.

2.4. Assessment of clinical activity

During screening, radiological imaging of the chest, abdomen, and
pelvis was performed. Overall tumor response was defined by RECIST
1.1 and assessed using computerized tomography (CT) scans or mag-
netic resonance imaging (MRI). Scans were performed every 6 weeks
through week 24, then every 3 months for up to 1 year from randomi-
zation, and then every 6 months while on study.

2.5. Statistical considerations

Descriptive statistics were used to summarize demographic and
baseline characteristics and additional analyses were performed using
SAS statistical software (version 9.4), with a cutoff date of April 22,
2019. The median duration of patient follow-up at this time point was
14.8months (range, 0.76–25.3months). For safety evaluations, baseline
was defined as the last available assessment prior to the first dose of
study treatment; any adverse event with the same onset date as the
start of study treatment or later (including the30-day follow-upperiod)
was reported as treatment-emergent. For efficacy assessments, all
response-evaluable patients with a post-baseline assessment were in-
cluded in the objective response rate analyses, along with the corre-
sponding exact 95% CIs based on Clopper-Pearson method.
Progression-free survival was analyzed using Kaplan-Meier estimates.

3. Results

3.1. Patient characteristics

Fifty-five patients were enrolled in the expansion cohort and treated
with 6 mg/kg mirvetuximab soravtansine and 15 mg/kg bevacizumab.
An additional 11 patients received the combination at this full dose
level during the escalation stage of the study; these individuals were in-
cluded in the analyses for a total patient population of 66. The first pa-
tient enrolled in December 2015 and, as of the data cutoff date of April
22, 2019, five patients remained on study. Table 1 lists patient demo-
graphics for the safety population. The median age was 63 years
(range, 39–81) and 58% had an ECOG performance status of 1. The pop-
ulation was heavily pretreated, with a median of three previous sys-
temic treatments (range, 1–8). Forty-one patients (62%) had received
prior bevacizumab therapy, with the remaining 25 (38%) being
bevacizumab-naïve. A majority (79%) of patients were determined to
be either medium or high FRα expressers (50–74% or ≥75% of tumor
staining at ≥2+ intensity by IHC, respectively).

3.2. Adverse events

All 66 patients were included in the safety analyses; 65 (98%) had a
treatment emergent adverse event (TEAE) deemed related to study
drug (either mirvetuximab soravtansine, bevacizumab, or both).
Treatment-related TEAEs occurring in N15% of patients are summarized
in Table 2. The most common adverse reactions were diarrhea (52%),
blurred vision (50%), nausea (45%), and fatigue (41%), the majority of
which were mild-to-moderate (≤grade 2) and readily managed with
supportive care. Ocular side effects are a known consideration for
mirvetuximab soravtansine [24]. In this regard, blurred vision as well
as keratopathy (24%, grades 1/2)weremanaged by proactivemitigation
strategies (e.g. lubricating and steroid eye drop use). No long-term ocu-
lar sequelaewere reported and only onepatient discontinued treatment
due to blurred vision (grade 3). Hematological toxicities seen with the
combination were generally modest (thrombocytopenia, 30% [grade 3,
4.5%], neutropenia, 14% [grade 3, 1.5%]; grade 1/2 anemia, 8%; grade 2
leukopenia and grade 4 febrile neutropenia, one patient each). Hyper-
tension was experienced by 17 patients (26%), with over half the
cases being grade 3 in severity. However, none of these eventsmet seri-
ousness criteria and nopatients discontinued for this reason. Six cases of
pneumonitis (9%; grades 1/2), an AE of special interest in the study,
were considered treatment related. With the tubulin-directed payload
present in mirvetuximab soravtansine, treatment emergent peripheral
neuropathy was observed in 35% of patients (of which 12% of cases
were grade 2 and no grade ≥3 events were seen in these heavily
pretreated patients) and alopecia (grade 1) was reported in a single
patient.

Serious adverse events (SAEs) occurred in 28 patients (42%), the
most frequent of whichwere small intestinal obstruction (four patients,
6%), diarrhea, and gastrointestinal hemorrhage (three patients each,
5%). Nineteen patients (29%) discontinued mirvetuximab soravtansine
and/or bevacizumab due to treatment-related AEs. The principal toxic-
ity responsible for study discontinuation was thrombocytopenia (five
patients, 8%; one grade 3 and four grade 2 events), followed by grade

http://ClinicalTrials.gov


Table 2
Treatment-related adverse events reported in N15% of patients.

Adverse event Grades 1–2 Grade 3 All Grades

N % N % N %

Diarrhea 33 50 1 1.5 34 51.5
Blurred vision 32 48.5 1 1.5 33 50.0
Nausea 29 43.9 1 1.5 30 45.5
Fatigue 26 39.4 1 1.5 27 40.9
Peripheral neuropathya 23 34.8 0 0 23 34.8
Thrombocytopenia 17 25.8 3 4.5 20 30.3
Dry eye 17 25.8 1 1.5 18 27.3
Hypertension 8 12.1 9 13.6 17 25.8
AST increased 13 19.7 4 6.1 17 25.8
Decreased appetite 17 25.8 0 0 17 25.8
ALT increased 13 19.7 3 4.5 16 24.2
Vomiting 15 22.7 1 1.5 16 24.2
Headache 16 24.2 0 0 16 24.2
Keratopathyb 16 24.2 0 0 16 24.2
Epistaxis 10 15.2 2 3.0 12 18.2
Abdominal pain 12 18.2 0 0 12 18.2
Dysphonia 10 15.2 0 0 10 15.2
Myalgia 10 15.2 0 0 10 15.2

ALT, alanine aminotransferase; AST, aspartate aminotransferase.
a Grouped term that includes neuropathy peripheral, peripheral sensory neuropathy,

paresthesia, and hypoesthesia.
b Grouped term that includes keratopathy, keratitis, corneal deposits, and corneal epi-

thelial microcysts.
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3 gastrointestinal hemorrhage and grade 2 pneumonitis (three patients
each, 5%), and grade 2 peripheral neuropathy (two patients, 3%); no
other events that prompted drug discontinuations were observed in
more than one patient. One death related to bevacizumab (intestinal
perforation) was seen on study.

3.3. Clinical activity

All 66 patients were evaluable for efficacy analyses. Confirmed
tumor responses were observed in 26 patients, consisting of 5 complete
responses (CR) and 21partial responses (PR), for an overall objective re-
sponse rate (ORR) of 39% (95% CI, 28, 52), and a median duration of re-
sponse (DOR) of 8.6 months (95% CI, 4.9, 14.9) (Table 3). In an
exploratory subset analysis of patients (n = 16) that corresponded to
the target population enrolled in the pivotal AURELIA study (i.e.
bevacizumab-naïve, 1–2 prior therapies [6]), and who also had me-
dium/high FRα levels (i.e., ≥50% of cells with at least moderate staining
intensity; not a stratification factor in AURELIA), the ORR was 56% (95%
CI, 30, 80) andmDORwas 12months (95% CI, 6.0, 14.9). Themedian PFS
was 6.9 months (95% CI, 4.9, 8.6) for the overall efficacy population
(Table 3, Fig. 1) and 9.9 months (95% CI, 4.1, 15.9) for the AURELIA-
type patient subset.

Fig. 2A plots changes in target lesion burden as a function of time,
based on FRα expression status. Marked disease control at 6 months
was seen across all groupswith combination treatment. A trend toward
Table 3
Summary of efficacy measures.

Endpoint Total
(N = 66)

AURELIA-typea

(N = 16)

ORR (confirmed)
95% CI

39%
(28, 52)

56%
(30, 80)

Median DOR (months)
95% CI

8.6
(4.9, 14.9)

12.0
(6.0, 14.9)

Median PFS (months)
95% CI

6.9
(4.9, 8.6)

9.9
(4.1, 15.9)

ORR, objective response rate; DOR, duration of response; PFS, progression-free survival.
a AURELIA-type patient subset: bevacizumab-naïve and 1–2 prior lines of therapy, plus

medium/high FRα expression.
improved duration of response and time on treatment was observed
with increasing tumor FRα expression, including 27% of high FRα pa-
tients (7/26) having not progressed at 12 months. Within in the
AURELIA-type subgroup (Fig. 2B), the majority of patients experienced
tumor shrinkage and more consistent, durable responses were seen in
high FRα expressers, in agreement with the overall population trend.
An example of an objective response in a patient with recurrent, high-
grade serous EOC is shown in Fig. 2C. After two cycles, the patient
achieved complete clearance of multiple target lesions present in the
omentum/peritoneum and lung. The patient remained on study for
five treatment cycles before discontinuing due to an AE (grade 4
hyperbilirubinemia; in the context of complementary/alternative med-
icine use); persistence of non-target lesions at this time resulted in an
overall assessment of a partial response.

4. Discussion

Angiogenesis plays a central role in EOC oncogenesis and progres-
sion [25]; accordingly, this malignancy has long been considered ame-
nable to the application of antiangiogenic therapeutics [26]. In the
pivotal studies that led to approval of bevacizumab alongside chemo-
therapy, efficacy was consistently demonstrated with regard to PFS;
however, less reliable effects were seen with other measures of activity,
such as overall survival [27,28]. Thus, an opportunity exists to improve
the efficacy of antiangiogenic therapy in EOC, and investigation of alter-
nate strategies with optimized combinatorial partners is warranted for
this disease. In this regard, FRα represents a unique and actively pur-
sued molecular target in EOC [13,29]. To date, a number of strategies
have been explored to therapeutically exploit expression of this recep-
tor, yet the full potential of this approach for improving patient out-
comes in ovarian and other high FRα–expressing cancers remains to
be realized [11]. As an ADC, mirvetuximab soravtansine provides site-
directed delivery of cytocidal amounts of its DM4payload directly to tu-
mors, affording ameans to achievemeaningful therapeutic indices [30].
In line with preclinical expectations, this study showed mirvetuximab
soravtansine to be a well-tolerated and active partnering agent for
bevacizumab in the setting of platinum-resistant EOC.

The study population comprised 66 patients, including all those ac-
crued into the expansion cohort plus eleven from the escalation stage
who received full combination dosing of 15 mg/kg bevacizumab with
6 mg/kg AIBW mirvetuximab soravtansine; the latter representing the
Phase 3 monotherapy dose [31]. The most frequent treatment-related
AEs seen with the combination included predominantly low grade,
manageable gastrointestinal or general disorders (diarrhea, nausea,
and fatigue). Neuropathy was not a major clinical concern, with no pa-
tients experiencing any grade 3 or higher events and only two discon-
tinuations due to persistent grade 2 peripheral neuropathy occurred.
Importantly, no new safety signals emerged, nor any clinically signifi-
cant potentiation of the anticipated toxicities for either agent. For exam-
ple, low grade and reversible ocular side effects are commonly observed
withmirvetuximab soravtansine administration, attributed to off-target
effects on the corneal epithelium [32]. Blurred vision and keratopathy
were reported at frequencies and grade comparable to those seen in
prior monotherapy trials in patients with EOC [24,33,34].
Bevacizumab-associated AEs are well described and include hyperten-
sion, thromboembolic events, wound-healing complications, gastroin-
testinal perforation, bleeding, and proteinuria [25]. In this study, the
most common adverse effect related to bevacizumabwas hypertension,
with all cases being readily managed and none leading to discontinua-
tion. Other serious complications, such as gastrointestinal hemorrhage
and perforations, occurred at frequencies similar to that expected with
bevacizumab-containing therapy [35].

A key finding of the safety analyses was that the mirvetuximab
soravtansine/bevacizumab combination was characterized by a low in-
cidence of myelosuppressive toxicities typically seen when
bevacizumab is administered together with chemotherapy. Specifically,



Fig. 1. Kaplan-Meier analysis of progression-free survival (PFS) in all patients (median 6.9 months).
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moderate or severe cytopenias (neutropenia, leukopenia) were less
common than those reported for bevacizumab with standard chemo-
therapy in the AURELIA study [6]. Thrombocytopenia, a potentially
overlapping toxicity for mirvetuximab soravtansine and bevacizumab
[36], was the primary cytopenia seen with combination treatment and
also the leading individual cause of AE-related discontinuations (five
Fig. 2. (A) Percent tumor change in target lesions from baseline in patients with platinum-re
patients are not presented in the plot; target lesion measurements were not available for th
baseline. (B) Percent tumor change in target lesions in the AURELIA-type subpopulation group
(C) Activity of the mirvetuximab soravtansine/bevacizumab combination in a patient with pla
recurrent serous ovarian cancer patient with large, measurable metastases present in the om
regression and clearance of target lesions by computed tomography after two cycles of treatm
patients in total). Of note, four of these cases involved persistent grade
2 thrombocytopenia, and only one was due to a grade 3 event. More-
over, none of the thrombocytopenias seen in any patient on study met
seriousness criteria, even in thosewho discontinued due to this toxicity.

The combination of mirvetuximab soravtansine/bevacizumab is an
active regimen in heavily pretreated, platinum-resistant EOC. Indeed,
sistant ovarian cancer grouped by folate receptor alpha (FRα) expression. Two high FRα
ese individuals. Dashed vertical lines represent 6, 12, 18, and 24-month intervals from
ed by FRα expression. Dashed red line in plot corresponds to 30% decrease in tumor size.
tinum-resistant EOC with an overall partial response to therapy. Results are shown for a
entum/peritoneum (upper panels) and lung (lower panels). Red circles show complete

ent.
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given that the majority of patients (~60%) in the present study had re-
ceived three or more previous lines of systemic therapy, the ORR and
median PFS measures of 39% and 6.9 months, respectively, compare fa-
vorably with the benchmark values of 27% and 6.7 months seen with
bevacizumab/chemotherapy in the AURELIA trial [6]. Three different
chemotherapeutics were evaluated as part of AURELIA (paclitaxel,
pegylated liposomal doxorubicin [PLD], and topotecan) and, while su-
periority could not be assessed since the trial design did not randomize
the individual agents, highest activity was seen in the paclitaxel/
bevacizumab cohort (53%ORRandmedian PFS 10.4months) [37]. Inter-
estingly, comparable efficacymeasures - 56%ORR (with a 12-month du-
ration of response) and 9.9-month median PFS - were seen in the
‘AURELIA-type’ subgroup analysis undertaken here. With the caveat of
low numbers, this finding suggests that combining mirvetuximab
soravtansine and bevacizumab may be similarly effective as paclitaxel/
bevacizumab therapy in a similar patient population, and with a differ-
entiated safety profile that includes potentially more manageable neu-
ropathy and negligible alopecia.

In the real-world clinical setting the optimal partner for
bevacizumab in EOC has not yet been established, with the choice of cy-
totoxic agent used for recurrent, platinum-resistant disease typically
based on prior treatment history and the ability of the patient to tolerate
further anticipated toxicities [38]. Of relevance, results from amulticen-
ter observational study conducted in Korean patients with platinum-
resistant EOC (REBECA; Real-world effectiveness of bevacizumab
based on AURELIA) were recently reported [39]. Consistent with
AURELIA, patients who received the paclitaxel/bevacizumab regimen
showed superior response rates and PFS intervals over those that re-
ceived PLD/bevacizumab (48.6% vs. 30.6% and 8.3 vs. 5.4 months, re-
spectively). However, the majority of patients (66%) were treated
with the PLD/bevacizumab doublet, compared to fewer than 10% who
received paclitaxel/bevacizumab [39]. This is because PLD/bevacizumab
therapy was characterized by a lower incidence of high-grade adverse
events, especially hematologic toxicities, compared to paclitaxel/
bevacizumab. In this context, it is reasonable to suggest that the early
evidence of tolerability and antitumor activity afforded by the addition
ofmirvetuximab soravtansine to bevacizumab reported here has poten-
tial for improving outcomes as part of general oncology practice.

Overall, the current findings confirm the feasibility of combining
mirvetuximab soravtansine with bevacizumab for the treatment of pa-
tients with platinum-resistant recurrences of EOC. The encouraging
clinical activity and differentiated safety profile compared to chemo-
therapy suggests that the combination may yield benefit for this
difficult-to-treat population and further evaluation of this novel doublet
in a randomized study iswarranted. Accordingly, an ongoing FORWARD
II expansion cohort is assessing the combination in ‘platinum-agnostic’,
less heavily pre-treated patients (1–3 therapies, irrespective of plati-
num sensitivity or prior bevacizumab exposure). Together, the results
will define a framework for continued evaluation and application of
mirvetuximab soravtansine/bevacizumab-based therapy in relapsed
EOC.
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