Preclinical Evaluation of Mirvetuximab Soravtansine (IMGN853) Combination Therapy in
Ovarian Cancer Xenograft Models
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monotherapy in FRa-positive solid tumors in a Phase 1 trial (NCT01609556), with encouraging
results recently reported in 17 evaluable patients with platinum-resistant EOC treated at 6.0 mg/kg
adjusted ideal body weight (AIBW) IV every 3 weeks (Moore K et al, 2015). In this cohort, ———
preliminary analysis suggests a correlation between FRa expression level and IMGN853 anti-tumor Days Post Inoculation
activity (Abstract #C47, L. Martin). A Phase Il trial (FORWARD I) assessing IMGN853 for 4% or 5t
line treatment of EOC is scheduled to begin in 2015.

Here we report our findings of preclinical studies assessing single agent and combination therapy
activity of IMGN853 in ovarian cancer xenograft models. The efficacy observed in these models
suggests that IMGN853 in combination with pegylated liposomal doxorubicin (PLD), or
bevacizumab and/or carboplatin may be promising regimens to evaluate in clinical trials of EOC
both in the relapsed and upfront settings. A phase1b clinical study (FORWARD I1) assessing doublet
combinations of IMGN853 with PLD, bevacizumab and carboplatin in relapsed EOC is planned for
2015.
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Female immuno-compromised mice bearing subcutaneous ovarian xenograft tumors (average Carboplatin + 100 mgkg 1X Inactive pa © °9

i ibed i Day (post inoculati Paclitaxel 10 mg/kg 1X (&} + + was highly active with all mice having tumors
tumor volume 100-150 mm?, 6-10 animals per group) were treated as described in the Tables. ay (post Inoculation) R 100 kg 1X R that completely regressed.
Tumors were measured twice weekly with volume calculated as either (length x width x height)/2 for TIC ("/- “m IMGN853 5 mglkg 1X " |piaethy i) >ea. . e )
V90 studies or (length x width?)/2 in PDX studies. A mouse was considered to have a partial IMGN853 1.25 mglkg 1X Active e 5 malkg 1X The efficacy observed in these models suggests that IMGN853 in combination with
regression (PR) when tumor volume was reduced by 50% or greater and to have a complete Bevacizumab 5 mglkg 1X 2 o Active Carboplatin + 100 mglkg 1X PLD, or bevacizumab and/or carboplatin may be promising regimens and warrant
regression (CR) when no palpable tumor could be detected. Tumor growth inhibition (T/C %) was IMGN853 + 1.25 mglkg 1X 8 Highly Active = DA evaluation in clinical trials of EOC both in the relapsed and upfront settings.
calculated as the ratio of median tumor volumes at the time when control tumors reached a Bevacizumab ko] DEARIT M) A phase1b clinical study (FORWARD I1) assessing doublet combinations of IMGN853

predetermined size in mm?. (Bissery, M. et al., Cancer Research, 51; 4845-52, Sept. 1991) Paclitaxel + 10 mglkg o8 Active e ";"m’ﬁ;“&x Highly Active with PLD, bevacizumab and carboplatin in relapsed EOC is planned for 2015.
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