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Results: Progression-Free Survival
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Table 1. Overview of Clinical Studies Included in the ER Analysis 0 25 50 75 100 125 0 25 50 75 100 125
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_ SORAYA data pool IMGN853-0401 + FORWARD | data pool

SORAYA IMGN853-0401 FORWARD I
phase 3 trial“ phase 1 trial® phase 3 trial¢

ClinicalTrials.gov ID NCT04296890 NCT01609556 NCT02631876
First-in-human study with

single-agent MIRV®P
Open-label,

Compared single-agent
MIRV with investigator’s
choice of chemotherapyc

Single-arm trial with
single-agent MIRV2

Design/description ,
nonrandomized,
Open-label, dose-escalation and Open-label,
nonrandomized trial dose-expansion trial randomized trial
Patients in ER analysis n=97 n=203 n=242
No. of MIRV PK records 417 4159 2128

aln patients with bevacizumab-pretreated FRa-high platinum-resistant, advanced, high-grade EOC with 1 to 3 prior systemic anticancer therapies. °In patients with relapsed
or refractory ovarian cancer or other FRo-positive solid tumors. <In patients with FRa-positive platinum-resistant EOC with <3 prior systemic anticancer therapies.

* MIRV exposure metrics used for this ER analysis (eg, AUCy.421, Cmax, @aNd Cyrough) Were derived
from a population PK model developed using data from patients in the IMGN853-0401,

FORWARD |, and SORAYA studies

» Covariates evaluated for ER analysis included patient demographics and clinical
laboratory values

— Continuous covariates: age, AIBW?, albumin, ALP, CrCl, and baseline tumor burden
— Categorical covariate: race

+ A stepwise automated covariate model selection procedure was implemented, and a
forward and backward, Akaike information criterion (AIC)-based, automatic selection process

was used to identify important exposure relationships and covariates

» Dichotomous endpoints (ORR, AEs) were modeled using logistic regression. Time-to-event
endpoints (PFS) were explored using Kaplan-Meier plots. The ER relationship was
characterized using Cox proportional hazards model

2AIBW, also known as AdjBW, is calculated as IBW (kg) + 0.4 (actual weight - IBW). IBW for females is calculated as 0.9*height (cm) - 92.

Results: Objective Response Rate

* In both data pools, logistic regression modeling found ORR correlates with MIRV Ci,,gn
and AUCo_d21

* The MIRV Cy,,n model was selected as the final model (based on the lowest AIC) for the
SORAYA and IMGN853-0401 + FORWARD | data pools

— In both data pools, the ORR increased with increasing Cy,qn (Figures 1A and 2A)

* An ORR model based on MIRV AUC,.4;1 in the SORAYA data pool found that ORR increased with
increasing exposure of MIRV (Figure 1B)

In the IMGN853-0401 + FORWARD | data pool, the C,n Was also found to correlate with ORR.
In addition, albumin was identified as a significant covariate (Figures 2A and 2B)

Figure 1. SORAYA Data Pool: Observed ORR Model vs MIRV Exposure With Model-Predicted Probability Overlay
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Figure 2. IMGN853-0401 + FORWARD | Data Pool: Observed ORR Model vs MIRV Exposure With Model-Predicted

Probability Overlay
2A. MIRV Cyough Model 2B. ORR Odds Ratio Model
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Figures 4A-4D. The model-based curves visualize the survival probability curves across the IQR
(25th [red] to 75th [blue] percentiles) for continuous variables.

* In the IMGN853-0401 + FORWARD | data pool, age, albumin, and tumor size (Figures 4B, 4C,
and 4D) were also found as covariates in the PFS model

Results: Safety Analysis

In the pooled safety analysis, logistic regression was performed to analyze the relationships
between ocular AEs and MIRV AUCy.421, Crnax, @nd Cirough

— The AUCy_4¢ Was found to correlate with the ocular AEs (lowest AIC)

— Few patients in the lowest AUC,.4,¢ decile developed a grade >2 ocular AE, but a trend
suggested incidence rate increased with increasing AUC,_4,¢ (Figure 5A)

Logistic regression was performed to analyze the relationships between the incidence of
peripheral neuropathy and MIRV AUC.421, Crax, and Cerougn
— The AUCy_4¢4 Was found to correlate with the incidence of peripheral neuropathy (lowest AlC)
— This relatively flat ER relationship suggests a limited impact of MIRV exposure on peripheral
neuropathy AEs

— During these clinical studies, few patients developed grade >2 peripheral neuropathy, but
there was a trend for slightly increased incidence rates with increasing exposure (Figure 5B)

Figure 5. Observed AE (Grade 22) Occurrence vs MIRV AUC,_4,1 With Model-Based Predicted
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CONCLUSIONS

- Overall, both efficacy and ocular AEs were found to increase with increased exposure to MIRV
— ORR and PFS increased with increasing MIRV AUCy_q71 and Cyogn

— Ocular AEs were shown to increase with increasing MIRV AUCg._g4;1

» The covariates (AIBW, age, and albumin) identified by the population PK models had limited
impact on efficacy and safety, and are likely not of clinical significance

These data demonstrate the impact of MIRV exposure on both efficacy outcomes and the
risk for ocular AEs; thus, highlighting the importance of adherence to
recommended MIRV dosing guidelines in clinical practice
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PROC, platinum-resistant ovarian cancer; PS2+, positive staining intensity >2.
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