Integrated Safety Summary of Single-Agent Mirvetuximab Soravtansine in Patients With Folate Receptor Alpha
(FRa)-Positive Recurrent Ovarian Cancer: Phase 1 and 3 Clinical Trials

Kathleen Moore?!, Domenica Lorusso?, Ana Oaknin3, Amit Oza*, Nicoletta Colombo>, Toon Van Gorp®, David O’Malley’, Susana Banerjee8, Conleth Murphy?, Philipp Harter!?, Gottfried Konecny!!, Patricia Pautier!?, Michael Method?3, Jiuzhou Wang?!3, Robert L. Coleman?!4, Michael Birrer!>, Ursula A. Matulonis'®

10U Stephenson Cancer Center, Oklahoma University College of Medicine, Oklahoma City, OK, USA; 2Gynaecology Oncology Unit, Fondazione IRCCS, National Cancer Institute, Milan, Italy; 3Institute of Oncology, Hospital Quirdnsalud Barcelona, Barcelona, Spain; “Ontario Institute for Cancer Research, Toronto, Canada; >European Institute of Oncology, Milan, Italy;
6UZ Leuven, Leuven, Belgium; James Cancer Center/The Ohio State University, Columbus, OH, USA; 8The Institute for Cancer Research, London, UK; °Bon Secours Hospital, Cork, Ireland; 1°Kliniken Essen-Mitte, Essen, Germany; 11UCLA Health, Los Angeles, CA, USA; 12Institut Gustave Roussy, Paris, France;
BlmmunoGen, Inc, Waltham, MA, USA; 14US Oncology Research, The Woodlands, TX, USA; >University of Arkansas for Medical Sciences, Little Rock, AR, USA; *®Dana-Farber Cancer Institute, Boston, MA, USA

BACKGROUND

Treatment options for platinum-resistant ovarian cancer (PROC) are limited, consisting primarily

RESULTS

Table 2. Baseline Demographics and Disease Characteristics

Table 3. Dose Exposure and Modifications

Integrated Safety Population (N=464)

Ocular AEs in the Integrated Safety Population

* An ophthalmic exam was performed at baseline for all patients. All patients with any ocular

. . X ) . . T2 ine _ : _
of single-agent chemotherapy as many patients will have received prior bevacizumab CO N C LU S I O N S MIRV exposure symptoms were referred to an eye care specialist for evaluation and were monitored with
. SingI%-agegmlt Cthem.?t_t,‘?rapy has limited activity (objective response rate [ORR], 4%-13%) and Integrated Safety Population (N=464) Total exposure, person-week 11253 ocular exams every other cycle (every 6 weeks) thereafter
considerable toxicity* ) - )
Y - . Demographics * 231 of 464 patients (50%) had any reported ocular event (all grades; blurred vision or
* Folate receptor alpha (FRa), also known as folate receptor 1 (FOLR1), has limited expression on Median duration of dosing (range), wk 19 (3-132) k hy2
| ti but is elevated i t ovari hich makes FR ttractive target f ° NI I eratopathy?)
normal tissues but is elevated in most ovarian cancers, which makes FRa an attractive target for i - : . : . .
nost g Median age (range), y 63 (34-89) PO O | e d d a ta fro m t h re e C | I n I Ca I t r I a I S Median relative dose intensity (ratio of actual dose * 208 patients (45%) experienced ocular events that were grade <2 in severity; 22 patients (5%)
the development of novel therapies”- Age category, n (%) to planned daily dose) (range), % 99.8(29-110) experienced a grade 3 event
* Mirvetuximab soravtansine (MIRV) is a first-in-class antibody-drug conjugate (ADC) comprising 218to <65y ;gg 83 N _4 64 d d h M I RV No. of cvel g 6.0 (144 * One patient had a grade 4 event, which was recorded as keratopathy, based upon the visual acuity
an FRa-binding antibody, cleavable linker, and maytansinoid DM4 payload, a potent tubulin- 265y —_— e | N O n St ra te t a t 0. of cycles, median (range) -0 (1-44) evaluation of one eye (20/200). This patient had nonconfluent corneal deposits treated as dry eye
tgrgeting agent.9M|RV ha§ dgmonstratecjoslilgnificant antitumor activity in patients with PROC as a Race, n (%) Patients with dose modifications, n (%) 216 (47) syndrome. Visual acuity and corneal changes both resolved completely (grade 0) in 15 days
smg.le.z agent.and |.n coml.omat|on therapy™®> . - White . . 424 (91) h a S a d Iffe re nt I ate d S afety p rofl I e TRAEs leading to dose modification * Onset c_;f ocular events typically occurred during cycle two of treatment (median time to onset
* Toxicity profiles differ widely among ADC therapies,'?1* and MIRV has a safety profile distinct Black or African American 10(2) - approximately 1.5 months)
from other tumor-targeting ADCs.!! Here we provide an integrated safety summary, Asian. _ _ 13(3) . . . . TRAEs leading to dose delay, n (%) + Median time to onset of vision blurred was 41.5 days (range, 1-394), and median time to onset of
demonstrating the consistency of the safety profile of MIRV1! American Indian or Alaska Native 2 E<1; CO n S I St I n g p rl m a rl Iy Of | OW_g ra d e é” gdrade; 1;; g;’) keratopathy was 50.0 days (range, 23-394)
Other 2 (<1 rade >
Not reported 13 (3) aKeratopathies included corneal cyst, corneal deposits, corneal disorder, corneal epithelial microcysts, corneal
° ° TRAEs leading to dose reduction, n (%) epithelium defect, corneal erosion, corneal opacity, corneal pigmentation, keratitis, keratitis interstitial, keratopathy,
Medical history ga St rO I n te St I n a I a n d O C u | a r eve n tS All grades 97 (21) limbal stem cell deficiency, and punctate keratitis.
METHODS N h pheral, n (%) 101 (22) Grade 23 33(7)
europathy peripheral, n (% . g .
Obiecti Peripheral sensory neuropathy, n (%) 56 (12) TRAEs leading to discontinuation, n (%) Table 5. MIRV Dose Modifications Due To Ocular Events
. Eye disorders, (4 201(43 Adverse events generally resolved )
’ grated Safety
. . . . i . . . i Cataract 101 (22) g y Grade >3 15 (3) . e .- Total Integrated Safety > .
To characterlze the safety profile of smgle agent MIRV in patients with FRa po§|t.|ve reFurrent Dry eve 61 (13) MIRV Dosing Modification Population (N=464) Population Wl_th Ocular
ovarian cancer, based on a retrospective, pooled analysis of data from three clinical trials Vision blurred 34 (7) d d . t h t . TRAE, treatment-related adverse event. Events (N=231)
Methods Vitreous floaters 26 (6) din WEeEre manad ge Wi Su p p ortive Dose Exposure and Modifications No dosing-related action taken, n/N (%) 132/464 (28%) 132/231 (57%)
Keratopathy 11 (2) . . . . . o ) )
« Safety data from three single-agent trials in 15 countries were pooled (N=464) (Table 1) o Ca re a n d |f n e e d e d d O S e Median duration of dosing was 19 weeks Dose delayed or interrupted, n/N (%) 91/464 (20%) 91/231 (39%)
* Patients included lead FRa-pos”itive relcurrfent eg)ithelial ovsrilar: cancer, fallopian tube cancer, or I )/ ) * TRAEs leading to discontinuation: 7% (all-grade TRAEs), 3% (grade 23) Dose reduced, n/N (%) 54/464 (12%) 54/231 (23%)
i i i itheli i ECOG PS ,n (% iscontinuati
pr|mary peritoneal cancer (collectively referre ' to as epithelial ovarian cancer [EOC])' < scale score, n (%) 252 (54 . . permanent discontinuation. n/N (%) /464 (<1%) 3231 (1%)
* Highest enrollments (210%) came from the United States (45%), Italy (15%), and Spain (14%) 1 212 (46) m O I I Ca t I O n S Table 4. Most Common (210%) TRAEs Individual patients may have experienced more than one dosing modification
* FRa positivity was defined as follows: '
. . . i 1 1 [s) . %
* Phase 1 trial: 225% cells stained (PS2+ scoring method) P”ErE?t:\yeiZg;vc:rlisa;nnc(aﬁ\)cer 391 (84) 0 . . . P:)ntjlg;;:)end(ls\laj:tsyz) SORAYA S?Le_tzopsc;pmat'on * For all patients with complete follow-up data, ocular AEs resolved to grade 1 or 0
* FORWARD | trial: 250% of cells (10x scoring method) Fallopian tube cancer 30 (6) - 7 A) t Fe atm e nt- re | ate d d ISCO nt INU at I0NS i * 90% of patients reporting blurred vision and 93% of patients with keratopathy had resolution to
* SORAYA trial: 275% cells stained (PS2+ scoring method) Other; tubal/ovarian cancer 1(<1) Adverse event All Grades, Grade >3, All Grades, Grade >3, grade 1 or 0, confirmed by an eye care specialist; follow-up data are incomplete and ongoing for
: . . . - : L A A A A th ining 10% and 7%, tivel
* This Integrated Safety Population included patients with FRa-positive ovarian cancer who had Primary peritoneal cancer 41(9) . . . . . n (%) n (%) n (%) n (%) e remaining 10% and 7%, respectively
received MIRV at 6 mg/kg adjusted ideal body weight (?IBW) on day one of a 21-day cycle; this Other? 1(<1) M I RV a d m I n I St ra t I O n d I d n Ot re S u |t | n Patients with any TRAE 431 (93) 121 (26) 91 (86) 32 (30) . Sin§|9-agetrjt I\:HRLV jdministrati;)n di:j not reSllﬂt in any corneal ulcers or corneal perforations,
comprised all patients in the SORAYA trial and patients from the phase 1 and FORWARD I trials ; and no patients had permanent ocular sequelae
P P P P FRa expression level per protocol, n (%)° Most common TRAEs (all-grade, 210% of patients) P P a
L. Low (225%-49% of tumor cells) 23 (5) ] Other AEs of Int t: Al ia. N th d Mvel .
Safety Monitoring Medium (250%-74% of tumor cells) 130 (28) a ny cornea | § I cers Oor p e rfo rat Tela! S, Vision blurred 195 (42) 12 (3) 43 (41) 6 (6) er AEs of Interest: c?pgaa, europathy, an ye.osuppressmn
* For this integrated analysis, all adverse events (AEs) were coded using MedDRA™ (version 24.0), High (275% of tumor cells) 311 (67) g?”sﬁa 1?1 E:g; 170((22)) 3; gg; , ?2) * In FORWﬁRD | (t;]el\/TIrF]{l\\; trialin the Tt‘zgr?:ﬁdl Safety P%pulaltlon Wltht?] dtmethelr:py I
associating lower-level terms with preferred term (PT) and system organ class (SOC) by the Prior cancer therapies d : h d larrnea comparator arm), Wwas assoclated With 'ess peripheral heuropathy than paciitaxe
primary hierarchy. The severity of AEs was assessed using the National Cancer Institute an NO p d t e ntS d p ermane nt Fatigue 143 (31) 9(2) 25 (24) 1(<1) (15% vs 28%, grade 22), less alopecia (3% vs 22%, all grades), and less myelosuppression
Common Terminology Criteria for Adverse Events (NCI-CTCAE) version 5.0 No. of prior systemic therapies, n (%) Keratopathy 121 (26) 12 (3) 31(29) 9(9) (neutropenia: 7% vs 39%, all grades; thrombocytopenia: 11% vs 16%, all grades; anemia: 14% vs
o . . . . 1-2 prior 225 (48) Dry eye 104 (22) 5(1) 26 (25) 2(2) 29%, all grades)
* Relationship of an AE or serious AE (SAE) to study drug was determined by the investigator 3 prior 179 (39) OoOCuU I alr se q ue I ae AST increased 73 (16) 6(1) 7(7) 2(2) _ _
) ) ) ) o : . * Inthe Integrated Safety Population, there were no peripheral neuropathy TRAEs grade >4
« Predefined AEs of interest included ocular events, peripheral neuropathy, pneumonitis, and 4+ prior 60(13) Decreased appetite 72 (16) 4(<1) 14 (13) 1(<1) . . . . .
infusion-related reactions Median no. prior systemic therapies, (range) no. 3(1-11) h f h | Vomiting 71(15) 7(2) 12(11) 0 gz:z:z::: r’;eo‘{(gorp:;E\r/(;;:'t‘:}‘ie;;?:s‘;‘;!‘s’;’;““agnrdeLa;sg;s‘iLr::i‘a”e“r°pathy peripheral, peripheral sensory neuropathy,
- - ° 1 1 1 1 Headache 64 (14) 1(<1) 8(8) 0 ’ ’ :
Prior systemic therapy, n (%) The majority of patients with ocular e eroreral o414 i o .
Bevacizumab 301 (65) J y p A:t:I\reonpi: Y PErPEre 63 §14; 3 §<1; 16 215; 1(<1) Table 6. Other TRAEs of Interest
PARP inhbitr 1 23 events did not require dose delay or ALT increased 57(12) 5 (1) 6 (6 1< Integrated Safety Population SORAYA®
. . . i H o) 1 H
Table 1. Integrated Safety POpU'BtIOﬂZ EOC Patients Who Received PIat!num thera‘py as the last line of treatment, n (%) 248 (53) . Visual acwty reduced 56 (12) 4 (<1) 3(3) 0 (N=464) (N=106)
Platinum-free interval, n (%)¢ d d t Photophobia 49 (11) 2 (<1) 14 (13) 0
21 Dose of MIRV at 6 mg/kg AIBW Q3W (N=464) 0-3 mo 182 (39) Ose re U C IO n Eye pain 48 (10) 3 (<1) 8 (8) 0 Adverse event All Grades, Grade 23, All Grades, Grade 23,
3-6 mo 243 (52 A inal pai 45 (1 4 (<1 7(7 2(2 n (%) n (%) n (%) n (%)
Phase 1 FORWARD | SORAYA 6 mo 38 28) ) bdominal pain 5(10) (<1) (7) () .
Trial Phase 3 Trial Phase 3 Trial Missin 1 (<1 ° (o) 1 1 1 ALT, alanine aminotransferase; AST, aspartate aminotransferase. Alopecia 3(<1) 0 1(<1) 0
g <) < 1 A) Of pat I e nts d I SCO ntl n u e d M I RV *Data shown from SORAYA safety population are derived from a separate data cutoff of April 29, 2022 Neuropathy peripheral 64 (14) 4 (<1) 14 (13) 0
ClinicalTrials.gov ID NCT01609556 NCT02631876 NCT04296890 ECOG, Eastern Cooperative Oncology Group; PARP, poly (ADP-ribose) polymerase; PS, performance status. Peripheral sensory neuropathy 36 (8) 4(<1) 4(4) 2(2)
First-in-human iSCTSS?::/?;(’CC;{:“SEZ,?2:;;2:?/:IagnOSIS categorized as “other” had histopathology consistent with the t re at m e nt d U e tO a n O C U I a r eve nt Treatment-Related Adverse Events Peripheral motor neuropathy 4 (<1) 1(<1) 2(2) 1(<1)
open-label, Open-label Open-label, bPﬁrcent;ges refer ’éo the proportion g;‘ cellslél)vith PSZ; stainin(gF(op)Qs\f;RlDoI; SORAVYA trials) or proportion of * TRAEs (all grades) occurred in 93% of patients; the most common TRAEs included Paresthesia 21(5) 0 5(5) 0
Design/description nonrandomized, dose- . ' nonrandomized, cells with any membrane staining visible at 10x magnification . . s . . :
& : escalation and dose- randomized trial single-arm trial <Time from last dose of the latest-line platinum therapy to the date of disease progression and/or relapse T h e S a fet rOfi | e Of IVI I RV i n blurred vision, nausea, diarrhea, fatigue, keratopathy, and dry eye (Table 4) Anemia 43 (9) 4(<1) 8(8) 1(<1)
i ; following that li f th . . Thrombocytopenia 43 (9 1(<1 10 (9 2 (2
expansion trial oflowing that fine of therapy y p + Most TRAEs were grade 1 or 2; 26% of patients had at least one reported Neutroper?ia P 3 ES; 5 E<1; 14 <<1_,3) 5 EZ;
grade 23 TRAE

Figure 1. Patient Disposition *Data shown from SORAYA safety population are derived from a separate data cutoff of April 29, 2022
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*  The most common grade >3 TRAEs were keratopathy and blurred vision (3% each);
cataract, diarrhea, nausea, vomiting, increased y-glutamyltransferase, and fatigue
(2% each)

recurrent ovarian cancer along with

Patients with FRa-
positive platinum-

Included in Integrated Safety Population:

Patients included in For additional information, including ongoing clinical trials,

Integrated Safety amenable to biopsy or resistant EOC with <3 resistant, advanced, Patients with EOC, 6 mg/kg AIBW Q3W (N=464) 1 1 f. t t 1 t t /1 t 1 P R O C . ) ) ) . . .
Population FRa-positive platinum- prior systemic anticancer high-grade EOC with S I g n I I Ca n a n I u I I I O r a C IVI y I n * Most TRAEs were managed with standard supportive care, with only 7% of patients please contact medlcalaffalrs@lmmunogen.com
resistant/ therapies 1-3 prior systemic * * experiencing a TRAE leading to discontinuation (Table 3)
refractory EOC anticancer therapies ( O R R 3 2 40/ ) 10 S u O rt a fa VO ra b I e * Standard premedication/management included corticosteroids, antihistamines, REFERENCES
- Discontinued treatment, n (%) 438 (94) Treatment ongoing, n (%) 25 (5) ) . (o) p p a:;;g?lgitu;sa?gtlemetlcs, antidiarrheals, lubricating eye drops, and ophthalmic topical
Countries US, Canada US, Canada, Europe Global . . . > ye drops 1. Indini A, et al. Cancers (Basel). 2021;13(7):1663. doi:10.3390/cancers13071663. 2. McClung EC, Wenham RM. Int J
Feb 5018 Primary reasons for treatment discontinuation b e n efl t_ rl S k ra t | O * One death was recorded as possibly related to study drug Womens Health. 2016;8:59-75. 3. Pujade-Lauraine E, et al. J Clin Oncol. 2014;32(13):1302-1308. 4. Gaillard S, et al.
Data cutoff date de rl;’ary lock March 18, 2020 November 16, 2021 Disease progression 364 (78) *+ An 86-year-old patient in the SORAYA trial died from respiratory failure thought possibly Gynecol Oncol. 2021;163(2):237-245. 5. Hamanishi J, et al. J Clin Oncol. 2021;39(33):3671-3681. 6. Pujade-Lauraine E, et
(database lock) Adverse events 42 (9) related to study drug. Autopsy confirmed advanced metastatic ovarian cancer with lung al. Lancet Oncol. 2021;22(7):1034-1046. 7. Birrer MJ, et al. Oncologist. 2019;24(4):425-429. 8. Zamarin D, et al. J
. . Withdrew consent 18 (4) involvement and diffuse alveolar damage in the background of idiopathic pulmonary Immunother Canc'er. 2020;8(1):e009829. 9. Moore KN, et al. Caaner. 2017;123(1|6):3080-3087. 10. Matulonis UA, et a!.
pat-ients included in s 10(2) Editorial assistance in the preparation of this poster was provided fibrosis with recent bronchopneumonia. There was no evidence of drug reaction Presented at: Society of Gynecologic Oncology 2022 Annual Meeting on Women's Cancer; March 18-21, 2022; Phoenix,
eat by PRECISIONscientia, funded by ImmunoGen Inc. . . . . . . AZ.11. ImmunoGen Inc. Data on file. 12. Eaton JS, et al. J Ocul Pharmacol Ther. 2015;31(10):589-604. 13. Lievano FA, et
Integrat-ed Safety Investigator decision 1(<1) Another pahgnt had a fatal treatment-emergent AE (small intestinal obstruction), but this al. Drug Saf. 2021;44(7):733-742. 14. Masters IC, et al. Invest New Drugs. 2018;36(1):121-135.
Population Protocol deviati 0 Studies described here were sponsored by ImmunoGen, Inc. The was not considered to be a TRAE
erseldlelf CISAEN Ol authors would like to especially thank the patients who consented
Q3W, every 3 weeks End of study 0 to be included in these trials, as well as their families. . . . .
’ ' Other? 3 (<1) Patients in the SORAYA trial experienced less nausea (29% vs 40%) o
Copies of this poster are for personal use only and may not be and diarrhea (22% vs 33%) than patients in the Integrated Safety Population
reproduced without permission from ASCO® or the author of this . d hole: this likel flects th ded |
* Disease progression was the primary reason for discontinuation in this safety population . poster. e.xperlence a.s At vl .e v LS A s A ear. y ’
aThe primary reason for discontinuation of MIRV in these 3 patients was clinical deterioration/disease 'mplementatlon of symptom-dlrected treatment and prophylactlc
worsening. antiemetics in the SORAVYA trial
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