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SYNOPSIS 
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ImmunoGen, Inc. 

Individual Study Table 
Referring to Part of the 
Dossier 
Volume: 
Page: 

(For National Authority Use Only) 

Name of Finished Product: 
mirvetuximab soravtansine 
(MIRV; IMGN853) 

Title of Study: MIRASOL: A Randomized, Open-label, Phase 3 Study of Mirvetuximab Soravtansine 
vs. Investigator’s Choice of Chemotherapy in Platinum-Resistant Advanced High-Grade Epithelial 
Ovarian, Primary Peritoneal, or Fallopian Tube Cancers with High Folate Receptor-Alpha Expression 

Protocol ID: IMGN853-0416 

Study Center(s): 201 centers globally, 136 of which enrolled patients 

Publications (reference):  
13 

Studied Period (years):  
Date first patient enrolled: 03 February 2020 
Date last patient completed: 22 August 2024  

Phase of Development: 3 
  

Objectives: 
Primary Objective: 

• To compare the progression-free survival (PFS) of patients randomized to mirvetuximab 
soravtansine (MIRV) versus investigator’s choice of chemotherapy (IC Chemo)  

Key Secondary Objectives: 
• To compare the objective response rate (ORR) of patients randomized to MIRV versus 

IC Chemo 
• To compare overall survival (OS) of patients randomized to MIRV versus IC Chemo  
• To compare the primary patient-reported outcome (PRO) using the European Organisation for 

Research and Treatment of Cancer (EORTC) QLQ-OV28 (Abdominal/GI Symptom Scale) 
assessment from patients randomized to MIRV versus IC Chemo 

Additional Secondary Objectives: 
• To compare the safety and tolerability of MIRV versus IC Chemo 
• To compare the duration of response (DOR) in patients randomized to MIRV versus IC Chemo  
• To compare the CA-125 response rate (RR) per Gynecologic Cancer Intergroup (GCIG) 

CA-125 criteria in patients randomized to MIRV versus IC Chemo  
• To compare the time to progression or death on the next line of treatment (PFS2) in patients 

randomized to MIRV versus IC Chemo  
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Methodology:  
This Phase 3 study was designed to compare the efficacy and safety of MIRV versus IC Chemo in 
patients with platinum-resistant, high-grade epithelial ovarian cancer (EOC), primary peritoneal, or 
fallopian tube cancer, whose tumors express a high level of folate receptor α (FRα). Patients were, in 
the opinion of the investigator, appropriate for single-agent therapy. FRα positivity was defined by the 
Ventana FOLR1 (FOLR1-2.1) CDx assay, hereafter referred to as Ventana FOLR1 Assay. 
Eligible patients who had provided informed consent and met study entry criteria were randomized 
(1:1) to 1 of 2 groups:  

• Arm 1: MIRV 6 mg/kg adjusted ideal body weight (AIBW) every 3 weeks (Q3W)  
• Arm 2: IC Chemo, at one of the following regimens as determined by the investigator prior to 

randomization:  
– Paclitaxel (Pac; 80 mg/m2) administered once weekly (QW) within a 4-week cycle  
– Pegylated liposomal doxorubicin (PLD; 40 mg/m2) administered every 4 weeks (Q4W)  
– Topotecan (Topo; 4 mg/m2) administered either on Days 1, 8, and 15 Q4W or for 

5 consecutive days (1.25 mg/m2 Days 1–5) Q3W  
Patients were stratified by 

• Number of prior lines of therapy (1 vs 2 vs 3) 
• IC Chemo (Pac vs PLD vs Topo) chosen prior to randomization  

The table below shows the dose and schedule of the study drugs. 

Group Drug Dose Dosing Schedule 

Arm 1 MIRV 6 mg/kg AIBW IV Day 1 of a 3-week cycle  

Arm 2 Pac 80 mg/m2 IV Days 1, 8, 15, and 22 of a 4-week cycle 

PLD 40 mg/m2 IV Day 1 of a 4-week cycle 

Topo  4 mg/m2 IV Days 1, 8, and 15 of a 4-week cycle 

Topo  1.25 mg/m2 IV  Days 1 to 5 of a 3-week cycle  
Abbreviations: AIBW  adjusted ideal body weight; IV  intravenously; Pac  paclitaxel; PLD  pegylated liposomal 
doxorubicin; Topo  topotecan. 
 
Disease progression was evaluated by the investigator using Response Evaluation Criteria in Solid 
Tumors (RECIST, version 1.1). Computed tomography (CT) or magnetic resonance imaging (MRI) 
scans were collected and held for sensitivity analysis by a blinded independent central review (BICR). 
Patients continued to receive study drug until disease progression, unacceptable toxicity, withdrawal of 
consent, death, or until the sponsor terminated the study (whichever came first).  
Tumor assessments, including radiological assessments by CT/MRI scans, were performed at 
Screening and subsequently every 6 weeks (± 1 week) from Cycle 1 Day 1 (C1D1) (for all regimens) 
for the first 36 weeks, and then every 12 weeks (± 3 weeks) until disease progression, death, the 
initiation of subsequent anticancer therapy, or patient’s withdrawal of consent, whichever occurred 
first.  
Patients who discontinued study treatment for reasons other than progressive disease (PD) continued 
with tumor assessments until documentation of PD or the start of a new anticancer therapy, whichever 
came first. Prior to Week 36 (from C1D1), assessments occurred every 6 weeks (± 1 week) as allowed 
by local requirements but must have occurred at an interval of no more than 12 weeks. After Week 36, 
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assessment occurred every 12 weeks (± 3 weeks) until documentation of PD or the start of new 
anticancer therapy.  
All patients who discontinued study drug were followed for survival every 3 months (± 1 month) until 
death, lost to follow-up, withdrawal of consent for survival follow-up, or end of study, whichever came 
first. Additional survival follow-up calls may have occurred periodically if needed. All patients were 
followed for progression and survival.  
Two interim analyses were planned: (1) an interim futility analysis (PFS only) when at least 110 PFS 
events had occurred, and (2) an interim analysis for OS at the time of final analysis of PFS when at 
least 330 PFS events had occurred. No further testing was conducted.  

Number of Patients (planned and enrolled):  
Planned: Approximately 430 patients 
Enrolled: 453 patients 
Approximately 430 patients were to be randomized 1:1, MIRV (Arm 1) to IC Chemo (Arm 2). A total 
of 453 patients were actually enrolled. The number of patient evaluable in each study population were  

• ITT population: 227 MIRV, 226 IC Chemo 
• Safety population: 218 MIRV, 207 IC Chemo 
• Per-Protocol population: 217 MIRV, 204 IC Chemo 
• CA-125–Evaluable population: 181 MIRV, 155 IC Chemo 

Study Eligibility  
Key Inclusion Criteria 

1. Female patients ≥ 18 years of age 
2. Patients must have had a confirmed diagnosis of high-grade serous EOC, primary peritoneal 

cancer, or fallopian tube cancer  
3. Patients must have had platinum-resistant disease  
4. Patients must have progressed radiographically on or after their most recent line of therapy 
5. Patients must have been willing to provide an archival tumor tissue block or slides, or undergo 

procedure to obtain a new biopsy using a low risk, medically routine procedure for 
immunohistochemistry (IHC) confirmation of FRα positivity  

6. Patient’s tumor must have been positive for FRα expression as defined by the Ventana FOLR1 
assay 

7. Patients must have had at least one lesion that meets the definition of measurable disease by 
RECIST v1.1 (radiologically measured by the Investigator) 

8. Patients must have received at least 1 but no more than 3 prior systemic lines of anticancer 
therapy, and for whom single-agent therapy was appropriate as the next line of treatment: 
a. Adjuvant ± neoadjuvant considered one line of therapy 
b. Maintenance therapy (e.g., bevacizumab, PARP inhibitors) was considered as part of the 

preceding line of therapy (i.e., not counted independently) 
c. Therapy changed due to toxicity in the absence of progression was considered as part of 

the same line (i.e., not counted independently) 
d. Hormonal therapy was counted as a separate line of therapy unless it was given as 

maintenance 
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9. Patient must have had an Eastern Cooperative Oncology Group Performance Status (ECOG 
PS) of 0 or 1 

10. Patients must have had adequate hematologic, liver, and kidney functions  
Key Exclusion Criteria  

1. Patients with endometrioid, clear cell, mucinous, or sarcomatous histology, mixed tumors 
containing any of the above histologies, or low-grade or borderline ovarian tumor 

2. Patients with primary platinum-refractory disease, defined as disease that did not respond to 
(complete response [CR] or partial response [PR]) or had progressed within 3 months of the 
last dose of first-line platinum-containing chemotherapy 

3. Patients with prior wide-field radiotherapy affecting at least 20% of the bone marrow 
4. Patients with > Grade 1 peripheral neuropathy per Common Terminology Criteria for Adverse 

Events (CTCAE) 
5. Patients with active or chronic corneal disorders, history of corneal transplantation, or active 

ocular conditions requiring ongoing treatment/monitoring  
6. Patients with serious concurrent illness or clinically relevant active infection 
7. Patients with history of multiple sclerosis or other demyelinating disease and/or Lambert-Eaton 

syndrome (paraneoplastic syndrome) 
8. Patients with clinically significant cardiac disease  
9. Patients assigned to PLD stratum only:  

• Left ventricular ejection fraction (LVEF) below the institutional limit of normal as 
measured by echocardiography (ECHO) or multigated acquisition (MUGA) scan  

10. Patients with a history of hemorrhagic or ischemic stroke within 6 months prior to 
randomization 

11. Patients with a history of cirrhotic liver disease (Child-Pugh Class B or C) 
12. Patients with a previous clinical diagnosis of non-infectious interstitial lung disease (ILD), 

including noninfectious pneumonitis 
13. Patients with a history of other malignancy within 3 years prior to randomization  

Test Product, Dose and Mode of Administration, Lot Number:  
MIRV 6 mg/kg adjusted ideal body weight (AIBW) intravenously (IV) administered every 3 weeks 
Lot Numbers: P1947918001, P1947918002, and P1947918003 

Duration of Treatment:  
Patients continued to receive study drug until disease progression, unacceptable toxicity, withdrawal of 
consent, death, or until the sponsor terminated the study (whichever came first). 

Reference Therapy, Dose, and Mode of Administration:  
Pac was administered at 80 mg/m2 as a 1-hour intravenous (IV) infusion on Days 1, 8, 15, and 22 of a 
4-week cycle. 
PLD was administered at 40 mg/m2 as a 1 mg/min IV infusion on Day 1 of a 4-week cycle.  
Topo was administered at 4 mg/m2 as a 30-min IV infusion on Days 1, 8, and 15 of a 4-week cycle. 
Alternatively, Topo could be administered at 1.25 mg/m2 as a 30-min IV infusion on Days 1 to 5 of a 3-
week cycle.  
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Criteria for Evaluation: 
Efficacy: Tumor response was evaluated by the investigator using RECIST v1.1. CT or MRI scans 
were collected and held for sensitivity analysis by a BICR. 
Safety: Safety assessments included treatment-emergent adverse events (TEAEs), laboratory test 
results, physical examination, and vital signs. 

Statistical Methods: 
Efficacy Endpoints and Analyses: 
The primary endpoint for Study 0416 was PFS per investigator assessment, estimated using the 
Kaplan-Meier method, with comparison between treatment groups conducted using Cox proportional 
hazard regression and log rank test. The study was designed to test the null hypothesis that the survival 
function for PFS was the same between the MIRV arm and the IC Chemo arm versus the alternative 
hypothesis that the survival function of PFS was different between MIRV and IC Chemo arms.  
Only if the primary endpoint of PFS was statistically significant, a hierarchical testing procedure was 
used to control the study-wise error rate (SWER) for key secondary endpoints of ORR, OS, and the 
primary PRO, in that order. 
There was one interim analysis for OS at the time of the final analysis of PFS. A Lan-DeMets alpha 
spending function using an O’Brien-Fleming stopping boundary was used to control the overall Type I 
error at 2-sided alpha level of 0.05. The exact boundary of 0.01313 at the interim OS analysis was 
determined based on the actual number of death events. Following this hierarchical testing procedure, 
at the final analysis, given that the prespecified early stopping boundary at the interim analysis was 
reached, no additional hypothesis testing on OS was conducted.  

SUMMARY – RESULTS AND CONCLUSIONS 
ANALYSIS POPULATIONS: 

A total of 453 patients were randomized (intent-to-treat [ITT] population), and 425 received at least 1 
dose of study drug in the Safety population (MIRV or IC Chemo). 

DEMOGRAPHICS: 

Among the 227 patients randomized to MIRV, the median age of patients was 64.0 years, and all 
patients were female (100%) with 3 (1%) patients of childbearing potential. The majority of patients 
were White (69%) or Asian (12%) and not Hispanic or Latino (78%). 

Among the 226 patients randomized to IC Chemo, the median age of patients was 62.0 years, and all 
patients were female (100%) with 8 (4%) patients of childbearing potential. The majority of patients 
were White (64%) or Asian (11%) and not Hispanic or Latino (72%). 

Overall, demographic and baseline characteristics were well balanced between treatment groups. 

EFFICACY RESULTS: 

The patient population in this study was representative of a contemporary platinum-resistant ovarian 
cancer (PROC) population. The majority (80%) of patients’ primary diagnoses were epithelial ovarian 
cancer, and almost all (452 of 453) of the enrolled patients had high-grade serous histology. Nearly half 
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(47%) of patients had 3 prior lines of therapy; 62% of patients had received prior bevacizumab, and 
56% of patients had received a prior poly (ADP‑ribose) polymerase (PARP) inhibitor.  

Overall, demographics and disease characteristics were similar and well balanced between treatment 
groups. 

In this final analysis, MIRV continued to demonstrate clinically meaningful efficacy outcomes versus 
IC Chemo for patients with platinum-resistant, advanced high-grade epithelial ovarian, primary 
peritoneal, or fallopian tube cancers as assessed by OS with a hazard ratio (HR) of 0.68, which 
indicates that patients randomized to MIRV had a 32% reduction in the risk of death compared with 
those randomized to IC Chemo. Median OS was 16.85 months vs 13.34 months in MIRV arm and IC 
Chemo arm, respectively. Subgroup analyses of OS were consistent with the overall population 
analysis. 

For other efficacy measures, MIRV also showed treatment benefit versus IC Chemo: 

• The HR of PFSINV was 0.63 (95% CI: 0.513, 0.785), which represents a 37% reduction in the 
risk of progression or death for patients randomized to MIRV over IC Chemo (median of 5.59 
vs 3.98 months).  
– Both bevacizumab (BEV)-naive and BEV-pretreated subgroups demonstrated a consistent 

benefit with MIRV in patients with PROC with HRs of 0.67 and 0.64, respectively. 
– PFSBICR was generally concordant with investigator assessment. 
– Subgroup analyses of PFS, including prior use of PARP inhibitors, were consistent with 

the overall population analysis. 
• The ORRINV in patients randomized to MIRV was more than double that of IC Chemo (41.9% 

vs 15.9%), with 13 CRs compared to 0 with IC Chemo. 
– ORRBICR was generally concordant with investigator assessment. 
– Subgroup analyses of ORR were consistent with the overall population analysis. 

• Across the PRO measures collected, trends toward meaningful improvement or stability were 
observed for patients randomized to MIRV while deterioration was observed for patients 
randomized to IC Chemo. Differences with a nominal p-value of < 0.05 were observed 
between treatment groups, favoring MIRV, in mean change from baseline at Week 8/9 in all 
European Organisation for Research and Treatment of Cancer (EORTC) QLQ-C30 subscales, 
in Abdominal/GI and Attitude toward disease and treatment subscales of EORTC QLQ-OV28, 
and European Quality of Life Five Dimension (EQ-5D-5L) visual analog scale (VAS) 
subscale. No subscales favored IC Chemo. 

• Patients randomized to MIRV who had CR or PR demonstrated a greater and clinically 
meaningful improvement in DORINV compared to IC Chemo.  
– Additionally, patients randomized to MIRV who had CR or PR per investigator had a 

shorter time to response (TTR) compared with those randomized to IC Chemo who had CR 
or PR per investigator (1.54 vs 2.71 months). 

– Among patients with CR or PR per BICR, the DORBICR was similar in patients randomized 
to MIRV versus IC Chemo; however, similar to DORINV, patients randomized to MIRV 
who had CR or PR per BICR had a shorter TTR compared with those randomized to IC 
Chemo who had CR or PR per BICR (1.74 vs 2.69 months). 
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• Patients randomized to MIRV had a greater CA-125 response rate compared with those 
randomized to IC Chemo (58.0% vs 30.1%). 

• MIRV demonstrated a greater improvement in PFS2 compared to IC Chemo, with an HR of 
0.59 (95% CI: 0.480, 0.728). 
– Subgroup analyses of PFS2 were consistent with the overall population analysis. 

• Due to the limited number of patients with anti-drug antibodies (ADA) against MIRV, no 
conclusions can be drawn concerning a potential effect of immunogenicity on efficacy. 

SAFETY RESULTS: 

Dosing schedules differed by treatment group. The median duration of dosing was longer in patients 
who received MIRV compared with IC Chemo (4.977 vs 2.957 months). Relative dose intensity among 
all treatment groups were similar. 

The differentiated safety profile of MIRV was consistent with previous monotherapy studies as 
demonstrated by the following: 

• TEAEs were reported in similar proportions of patients between MIRV (97%) and IC Chemo 
(94%) treatment groups with the following exceptions: 
– Patients treated with MIRV reported more TEAEs within the System Organ Class (SOC) 

of Eye disorders compared with those treated with IC Chemo.  
– A greater proportion of patients treated with IC Chemo reported events within the SOC of 

Blood and lymphatic system disorders compared with those treated with MIRV, with most 
events reported in the Pac and Topo treatment groups. 

– Similar proportions of patients reported TEAEs irrespective of geographical location. 
– Generally, the results of TEAEs by age group were consistent with the overall Safety 

population. 
– The most common TEAEs in all regimens were consistent with the known safety profiles 

of each drug.  
• The most common study drug–related TEAEs by SOC and Preferred Term (PT) were 

consistent with the known side effect profiles of each drug. The incidence of study drug–
related TEAEs was generally similar across all populations (88% vs 81% for MIRV and IC 
Chemo, respectively) with the following exceptions: 
– Events within the SOC of Eye disorders, which occurred more frequently in those treated 

with MIRV (52% vs 2%), and Blood and lymphatic system disorders, which occurred more 
frequently in IC Chemo–treated patients (44% vs 19%). 

• Fewer patients treated with MIRV reported TEAEs ≥ Grade 3 in severity compared with IC 
Chemo (44% vs 55%). 

• Due to the limited number of patients with ADA against MIRV, no conclusions can be drawn 
concerning the potential effect of immunogenicity on safety. 

• Deaths occurring ≤ 30 days of last dose 
•  of study drug were similar across treatment groups. 

– TEAEs leading to death occurred similarly between treatment groups. 
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• The nature and frequency of serious adverse events (SAE)s reported in all treatment regimens 
were consistent with the drugs’ known safety profiles and/or underlying disease. 
– Patients treated with MIRV reported fewer SAEs than those treated with IC Chemo (25% 

vs 33%). 
• Fewer patients treated with MIRV (11%) had TEAEs leading to discontinuation of study drug 

compared to those treated with IC Chemo (15%).  
• The proportion of patients who had at least 1 dose modification was similar between treatment 

groups of MIRV (61%) and IC Chemo (59%). 
• A total of 125 (57%) patients treated with MIRV reported ocular TEAEs within the SOC of 

Eye disorders, which was a greater proportion of patients compared with the 9% of patients 
treated with IC Chemo.  
– Most ocular TEAEs reported in patients treated with MIRV were ≤ Grade 2 in severity, 

with ≥ Grade 3 events occurring in 34 (16%) patients (IC Chemo, 0 patients, 0%). 
– The median time to onset of first ocular TEAEs when treated with MIRV was 5.43 weeks 

and ranged between 0.1 and 100.7 weeks. 
– The most common actions taken due to ocular TEAEs in patients treated with MIRV were 

no action (23%), dose reductions (18%), and dose delays (14%). Five (2%) patients were 
permanently discontinued from MIRV. 

– Of the 125 patients treated with MIRV who reported ocular TEAEs, 58% reported 
complete resolution, and an additional 34% of patients had partial improvement with most 
resolving to Grade 1. Of those patients that did not document resolution at the time of the 
database lock, 4 patients had Grade 1, 3 patients had Grade 2, and 2 patients had Grade 3 
ocular adverse events (AEs).  

• A total of 82 (38%) patients treated with MIRV reported peripheral neuropathy (grouped term) 
TEAEs, which was greater than the 23% of patients treated with IC Chemo, but less than that 
reported among patients treated with Pac (46%).  
– Most peripheral neuropathy (grouped term) TEAEs reported in patients treated with MIRV 

were ≤ Grade 2 in severity, with ≥ Grade 3 events occurring in 8 (4%) patients (Pac, 10%). 
– The most common actions taken due to events of peripheral neuropathy (grouped term) in 

patients treated with MIRV were no action (30%), dose reductions (6%), permanent 
discontinuation from MIRV (1%), and dose delays (< 1%).  

– The most common action taken due to events of peripheral neuropathy (grouped term) in 
patients treated with IC Chemo were no action (11%), dose reductions (7%), and 
permanent discontinuation from IC Chemo (all of whom were treated with Pac) and dose 
not given (each 2%). 

– Of the 82 patients treated with MIRV who reported peripheral neuropathy (grouped term) 
TEAEs, 15 (18%) patients reported complete resolution, and an additional 9 (11%) patients 
had partial improvement.  

– Among the 47 patients treated with IC Chemo who reported peripheral neuropathy 
(grouped term) TEAEs, 10 (21%) reported complete resolution, and an additional 7 (15%) 
patients had partial improvement.  

• A total of 26 (12%) patients treated with MIRV reported pneumonitis (grouped term) TEAEs, 
which was a greater proportion of patients compared with 1 (< 1%) patient treated with IC 
Chemo.  
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– Most pneumonitis (grouped term) TEAEs reported in patients treated with MIRV were ≤ 
Grade 2 in severity, with ≥ Grade 3 events occurring in 4 (2%) patients (1 patient reported 
a Grade 5 event of respiratory failure). Nine (4%) patients discontinued MIRV due to 
TEAEs of pneumonitis. The patient treated with IC Chemo reported a pneumonitis event 
that was Grade 2 in severity. 

– The median time to onset of first pneumonitis TEAEs for patients treated with MIRV was 
24.14 weeks (range: 3.1 to 56.7 weeks) compared with 6.0 weeks (range: 6.0 to 6.0 weeks) 
for the patient treated with IC Chemo. 

– The most common actions taken due to events of pneumonitis in patients treated with 
MIRV were dose delays (5%), permanent discontinuation from MIRV (4%), no action 
taken (2%), and dose reductions (< 1%). The dose was not given in the 1 patient treated 
with IC Chemo who reported PTs of pneumonitis. 

• Among patients treated with MIRV, 19 (9%) patients reported hypersensitivity narrow 
Standardized MedDRA Queries (SMQ) events within 3 days of infusion. Of these patients, 5 
(2%) reported events of infusion-related reaction (IRR), none of which led to the 
discontinuation of study drug. 
– Of the patients treated with IC Chemo, 27 (13%) patients reported hypersensitivity narrow 

SMQ events within 3 days of infusion. Of these patients, 9 (4%) reported events of IRR, 1 
(treated with Pac) of which led to the discontinuation of study drug. 

• Shifts to Grade 3 or 4 laboratory values were generally infrequent and not associated with 
serious TEAEs.  

• No clinically meaningful trends in vital signs parameters were observed in any treatment 
regimen.  

• No patients were observed to meet potential for Hy’s law. 
CONCLUSION: 

A total of 453 subjects were randomized (ITT population), and 425 patients received at least 1 dose of 
study drug (MIRV or IC Chemo) (Safety population).  

As of the Primary Analysis CSR (data cutoff date of 06 March 2023), Study 0416 met the primary 
efficacy endpoint (p<0.0001) with a PFSINV HR of 0.65 (95% CI: 0.521, 0.808). The study also met the 
key secondary efficacy endpoints of ORRINV (p<0.0001) and OS (p=0.0046). Overall survival was 
significantly longer in the MIRV treatment group with a median of 16.46 months vs 12.75 months in 
the IC Chemo group (HR 0.67 [95% CI: 0.504, 0.885]).  

In this final analysis (last patient last visit date of 22 August 2024), MIRV continued to demonstrate 
clinically meaningful efficacy outcomes versus IC Chemo for patients with platinum-resistant, 
advanced high-grade epithelial ovarian, primary peritoneal, or fallopian tube cancers as assessed by OS 
with an HR of 0.68 (95% CI: 0.543, 0.840), which indicates that patients randomized to MIRV had a 
32% reduction in the risk of death compared with those randomized to IC Chemo. The magnitude of 
OS benefit remained in keeping with the primary analysis. Median OS was 16.85 months vs 13.34 
months in the MIRV and IC Chemo arms, respectively. 

Together, these data demonstrate that the clinical benefit of MIRV surpasses that of previously 
available therapy in this patient population, for which outcomes have not substantially improved since 
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their initial approvals more than 20 years ago. MIRV thus provides clinically meaningful benefits in a 
PROC population with high unmet need. 

The safety profile of MIRV in this study of patients with platinum-resistant, high-grade serous EOC, 
primary peritoneal, or fallopian tube cancer, whose tumors express a high level of FRα was 
characterized predominantly by low-grade, reversible ocular, gastrointestinal, and neurosensory events, 
including blurred vision, keratopathy, dry eye, abdominal pain, fatigue, diarrhea, nausea, constipation, 
and peripheral neuropathy, which are consistent with the known safety profile of MIRV. No new safety 
signals were observed since the Primary Analysis CSR.  

The majority of TEAEs in the MIRV treatment group were ≤ Grade 2. TEAEs ≥ Grade 3 in severity 
were less frequent in patients treated with MIRV compared with IC Chemo (44% vs 55%), irrespective 
of causality. All-grade grouped-term AEs of interest (ocular, peripheral neuropathy, pneumonitis, and 
IRR TEAEs) affected 57%, 38%, 12%, and 9% of all patients treated with MIRV in Study 0416, 
respectively, which was proportionally higher across all parameters compared with IC Chemo, with the 
exception of IRRs (13%). The majority of these TEAEs of interest were mild or moderate in severity. 
Of the 218 total patients treated with MIRV in Study 0416, ≥ Grade 3 AEs of interest occurred in low 
frequency of patients overall (ocular [34 patients, 16%], peripheral neuropathy [8 patients, 4%], and 
pneumonitis [4 patients, 2%]), which was generally similar to patients treated with IC Chemo with the 
exception of ≥ Grade 3 ocular TEAEs (16% vs 0%).  

Fatal AEs were similar between treatment groups and were infrequent, with 1.4% (in both MIRV and 
IC Chemo groups) of patients experiencing all-cause fatal AEs within 30 days of last dose of study 
drug.  

While myelosuppression is an important safety issue with cytotoxic chemotherapies, throughout all 
treatment regimens, MIRV was associated with relatively low ≥ Grade 3 myelosuppression 
(neutropenia: < 1%; anemia: < 1%; thrombocytopenia: < 1%). 

Neurotoxicity is an important safety issue with other tubulin-directed agents. MIRV, an antibody-drug 
conjugate with the tubulin-directed payload DM4, was associated with low study drug–related ≥ Grade 
3 PTs of peripheral neuropathy (3 patients, 1%). 

The clinically meaningful efficacy in biomarker-identified, FRα-high patients treated with MIRV, 
together with a differentiated safety profile and tolerability, demonstrate a favorable benefit-risk 
profile.  
Date of the report:  
27 November 2024 

 






































































































































































































