Mirvetuximab soravtansine, a folate receptor alpha (FRa)-targeting antibody-drug conjugate (ADC), In
combination with bevacizumab In patients (pts) with platinum-resistant ovarian cancer: maturing safety
and activity profile from the FORWARD Il Phase 1b study

David M. O’Malley?, Lainie P. Martin?, Lucy Gilbert3, Ignace Vergote*, Ursula A. Matulonis®, Michael J. Birrer®, Cesar Castro’, Karim Malek?, Antonio Gonzalez Martin®, Kathleen N. Moore1®

10hio State University, Columbus, OH; 2Fox Chase Cancer Center, Philadelphia, PA; SMcGill University Health Center, Montreal, Canada; *Leuven Cancer Institute, Leuven, Belgium; >Dana Farber Cancer Institute, Boston, MA; ®University of Alabama at Birmingham
Comprehensive Cancer Center, Birmingham, AL; ‘Massachusetts General Hospital, Boston, MA; 8ImmunoGen, Inc., Waltham, MA; °Clinica Universidad de Navarra, Madrid, Spain; °Stephenson Cancer Center at the University of Oklahoma/Sarah Cannon Research Institute,
Oklahoma City, OK

INTRODUCTION Baseline Demographics Confirmed ORR and Time-to-Event Endpoints AURELIA-Matched* Subset Analysis

Current treatment options for patients with platinum-resistant epithelial ovarian cancer (EOC) are hampered - All Patients FORWARD I|-matched? . S FORWARD |- A. Time-to-event endpoints
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Mirvetuximab soravtansine (IMGN853) is an antibody-drug conjugate (ADC) comprising a folate receptor alpha - - s n(9 (n =54) (n =12) (n = 39) (n =33) (n =21) (n =23)
A : _ bt _ _ Primary cancer diagnosis, n (%) ORR (confirmed) 500
(FRa)-binding antibody, cleavable linker, and the maytansinoid DM4, a potent tubulin-targeting agent. A Epithelial ovarian cancer 48 (81) 19 (76) ORR (confirmed) 43% 33% 49% 42% 43% 48% ’
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maturing clinical profile has revealed favorable safety and promising activity in FRo-positive EOC patients - Fallopian tube cancer 10 (17) 6 (24) 95% Cl (29, 57) (10, 65) (32, 65) (26, 61) (22, 66) (27, 69)
either as a single agent or in combination regimens with carboplatin in platinum-sensitive disease and Primary peritoneal cancer 1(2) 0 (0) PFS (months) PFS_(monthS)
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Bevacizumab was the first biologic agent approved for relapsed EOC, and is used in both the treatment and 1 24 (41) 7 (28) 95% Cl (5.6, 10.2) (2.1, 10.2) (5.6,12) (4.6, 145) (3.9,10.2) (4.6, 14.5) ( )
maintenance settings. Approval of this angiogenesis inhibitor was based, in part, on the findings of the pivotal No. of prior systemic therapies, n (%) DOR (months) DOR (months)
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AURELIA trial,* which showed that the addition of bevacizumab to chemotherapy significantly improved 1-2 24 (41) 19 (76) Median 10.6 ND 10.6 10.6 ND 10.6 059 C| 6, 12)
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progression-free survival (PFS; 6.7 months) and objective response rate (ORR; 27%) over chemotherapy alone 3 11 (19) 6 (24) 95% Cl (4.9, -) -, -) (3.3, ) (3.3, 12) (2.6, -) (3.3, 12.0)
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Preclinically, mirvetuximab soravtansine potentiates the antitumor activity of bevacizumab in models of EOC,° FRa expression* n (%)
thereby providing a rationale for this combination as a novel approach to therapeutic intervention in this i - - - - o :
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The dose-escalation safety findings of the phase 1b FORWARD Il study (NCT02606305), evaluating the kﬂ?:vsin 12 g;’) 8&8 A. Overall population B. FORWARD I-matched subset e
combination of mirvetuximab soravtansine and bevacizumab in patients with platinum-resistant EOC, were Prior exgposure n (%) E
previously reported (ASCO 2017, abstract 5553). Here we present updated safety and efficacy data from the same Platinum Comp’ounds 59 (100) 25 (100) N * Medium FRo ] £ Medum FRa 3
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trial, including all patients across both the escalation and ongoing expansion stages that have received the Taxanes 58 (98) 24 (96) £ o = Mg £ w- g
combination at full dosing (11 patients from escalation and 48/55 planned patients from expansion) Bevacizumab 34 (58) 9 (36) & x- S % "é
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Primary Objective: Evaluate the safety and tolerability of mirvetuximab soravtansine when administered in combination o E o ; w7 —e *
with bevacizumab in patients with EOC, primary peritoneal cancer, or fallopian tube cancer Treatment Emergent Adverse Events > 20% (n = 59) g - g -
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Trea_trpent schedule: Bevacizumab (15 mg/kg) + mirvetuximab soravtansine (6 mg/kg, adjusted ideal body weight) E—— JE—— Grade 3 All Grades = G complet esponss = CR compiterespanse PRER o RN
administered on Day 1 of a 3-week cycle (Q3W) ° 0 , ; 400 4 ¥, unconfirmed PR 104 - orrenirmed PR 0 40 80 120 160 200 240 280 320 360 400 440 480
Eligibility for expansion cohort: Adverse Event o % Noo %6 Moo 56 Mo g Days from baseline
* Platinum-resistant EOC, primary peritoneal cancer, or fallopian tube cancer; defined as progression within 6 months Diarrhea 17 29 9 15 2 3 28 48 (25%) discontinued - “Missing” patients were efficacy-eligible but FRa results were not in the database at the time of analysis "AURELIA-matched subset: bevacizumab-nalve and 1-2 prior lines of therapy; with
from completion of platinum-containing therapy Blurred vision 19 32 8 14 0 0 27 46 bevacizumab and/or CRs with ~60-70% decreases: Target lesions were lymph nodes and met CR definition per RECIST 1.1 (i.e. all pathological medium/high FRo expression
- At least one lesion that meets the definition of measurable disease according to RECIST 1.1 Fatique 9 15 15 25 o 0 24 41  Mirvetuximab lymph nodes have reduction in short axis to <10 mm) In plot B, asterisks denote patients still on study at time of analysis
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- Patients with clear cell or low grade ovarian cancer were excluded Abdomlnal_ pain o7 20 0183l Es. the most CONCLUSIONS
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Vormiting 1 19 a4 7 1 > 15 o7 Wag * The phase 3 monotherapy dose of mirvetuximab soravtansine was readily combined with full dose bevacizumab, with the AE profile of the combination
Subset Analyses r—— B e 1 2 15 25 thrombocytopenia being manageable and consistent with the known profiles of each agent, with predominantly mild-to-moderate (< Grade 2) events
- Total population: all pooled patients from the escalation and expansion cohorts (n = 11 and 48, respectively) who AST increased 12 20 0 O 3 5 15 25 « The early activity findings are consistent with other mirvetuximab soravtansine studies with respect to trends toward higher response rates and improved
received the combination at full dosing; includes bevacizumab-naive and -pretreated individuals, irrespective of FRa . 10 17 1 > 3 5 14 o » One bevacizumab- PFS seen with medium/high versus low tumor FRo-expression
expression '_eve's and prior lines of system therapy | | Constipation 14 24 0 0 0 0 14 24 related death +  The median PFS and median DOR seen for the combination in the FORWARD |-matched subset (9.9 and 10.6 months, respectively) are promising in
: FRg ex7|c;ro/e53|on Ievels:l low (25-49% of tumor cells with > 2+ staining intensity by IHC) versus medium and high (50-74% Decreased appetite 1 19 3 5 0 0 14 24 (intestinal relation to that observed with mirvetuximab soravtansine monotherapy in a similar population (6.7 and 5.8 months, respectively)?
and > , respective erforation : i : i i i
orior i ’ . tE ?3 A Dry eye % 2 3 1 2z 14 2 gccurre 40 r? study -« The efficacy measures observed for the subset of medium/high FRa-expressing, AURELIA-matched patients (50% ORR, mPFS 9.9 months) are encouraging
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rior1ines ot therapy. 1-3 Versus = Thrombocytopenia 6 10 6 10 2 3 14 24 when considering outcomes reported for bevacizumab plus chemotherapy*
FORWARD I-matched subset (medium/high FRa expression; 1-3 prior lines of therapy): corresponds to the target Cough 11 19 1 2 0 0 12 20 : : : T : : : : L. :
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_ . T _ _ _ _ _ In platinum-sensitive patients evaluating a triplet combination of mirvetuximab soravtansine with bevacizumab and carboplatin
* AURELIA-matched subset (bevacizumab-naive, 1-2 prior lines of therapy) with medium/high FRa expression Myalgia 11 19 1 2 0 0 12 20
- Date of data cut: April 27, 2018 AST, aspartate aminotransferase; ALT, alanine aminotransferase; References: 1. Moore et al, Cancer 2017 123:3080-3087; 2. Moore et al, J Clin Oncol 2017 35:1112-1118; 3. O’Malley et al, J Clin Oncol 2017 35 (Suppl 15): abstract 5553; 4. Pujade-Lauraine et al, J Clin Oncol 2014
*Includes neuropathy peripheral, peripheral sensory neuropathy, paresthesia, and hypoesthesia 32:1302-1308; 5. Poveda et al, J Clin Oncol 2015 33: 3836-3838; 6. Ponte et al, Neoplasia 18:775-784
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