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Background: IMGN242 is a novel, targeted anticancer agent in development
for the treatment of CanAg-expressing tumors. The compound is made by
conjugating the potent cytotoxic maytansinoid, DM4, to the monoclonal
antibody, huC242. In a Phase I clinical study, patients with CanAg-
expressing solid tumors were treated with IMGN242 at doses ranging from
180297 mg/m The maximum tolerated dose was determined to be 168
mg/m?, with ocular changes the primary dose-limiting toxicity. A Phase II
study has been iitated to evaluste IMGN242 for the treatment of CanAg-
expressing gastric cancer, which is highly responsive to IMGN242 in
preclinical xenograft models.

ods: The pharmacokinetics and safety of IMGN242 are being
evaluated in on-going phase I and phase II studies of IMGN242 given as a
single IV infusion every three weeks. Blood plasma samples were collected
throughout the treatment period to determine the pharmacokinetic
properties of IMGN242, to evaluate the levels of circulating C:
assess the formation of human anti-IMGN242 antibodies. A
CanAg expression by immunohistochemical staining was performed on
tumor biopsies for all patients.

Results: Forty-five patients have been treated with IMGN242 at 8 different
dose levels (18 to 297 mg/m?) in two
(DLTs) included decreased visual acui
which appeared to improve in patients where follow-up data is available. A
two-phase pharmacokinetic profile was observed for IMGN242 in plasma
from patients with low circulating CanAg levels (<1000 U/mL), with an
initial rapid distribution phase that lasted about 48 hours, followed by a
slower terminal elimination phase. Preliminary pharmacokinet
reveals an ation phase half-life for IMGN242 of about 5 days for
patients with low circulating CanAg. The determined half-life in patients is
similar to that predicted for IMGN242 from precli
studies (t1/2 about 5 days in mice and 4 days in cynomolgus monkeys).
Eleven patients were noted to have circulating CanAg levels greater than
1000 U/mL, although there appeared to be no correlation between high
plasma CanAg and the pattern of tumor CanAg expre:

¥, corneal deposits and Keratitis,

Phase I Study 101:

Primary

+ To determine the dose limiting toxicities (DLTS) and maximum tolerated dose (MTD) of
IMGN242 administered as a single intravenous (1) infusion once every three weeks.

CanAg levels appeared to have a marked impact on the inetics of
IMGN242 with clearance increased 3 to 5-fold in patients with high CanAg
(21000 U/mL) compared to patients with low levels (<1000 U/mL). Cmax

increased proportionally with increas ng dose and was not si
affected by circulating CanAg levels. It appeared that patients who
developed study drug-related ocular (oucmes had low plasma CanAg levels

which may correlate with higher IMGN242 exposure in these patients.
Conclusions: The circulating CanAg level does not correhle with the tumor
anAg antigen expression in patients. The data
or at least a trend between the level of plasma Camg, IMGN242 exposure
and the observed ocular toxicities in patients. In patients with low plasma
CanAg levels (< 1000 U/mI), the dose of 168 mg/m? appeared to be
associated with a notable incidence of possible study drug-related ocular
ies (3 out of 17 in Study 101 and 3 out of 6 in Study 102) . Evaluation

mg/m? in patients with low plasma CanAg levels (< 1000 U/ml) in general
are likely to result in drug plasma exposures that could be efficacious. Based
on the safety and thorough clinical PK/PD analyses, the Phase II study 102
was amended to treat patients with low plasma CanAg levels at the dose of
126 mg/m? and patients with high plasma CanAg levels at 168 mg/m?,

Pharmacokinetic Profiles of Patients Treated with High Doses of IMGN242 in Study 101
IMGN242 concentration and circulating CanAg levels in plasma were determined by specific ELISA methods.

Rationale for Recommended Dose for Study 102 in Gastri

and GE

Junction Cancers.

In vivo efficacy of IMGN242 against human gastric tumor xenografts in

Background

In the Phase I clinical study 101, patients
tumors were treated with IMGN242 at dos
‘The maximum tolerated dose was determined to be 168 mg/m?, with ocular
changes the primary dose-limiting toxicf
ocular toxicities were also observed in 3 p:lmn“ treated in the Phase IT
study 102 in patients with CanAg-positive gastric or

. Possible study drug-related

(GE) junction i Therefore, analysis was performed to examine the

nd
dose, plasma CanAg level, tumor CanAg antigen expression, and possible
study drug-related ocular toxicities using data from both the 101 and 102
studies.

Chemical representation of structure of IMGN242
(on average, n=3.5)
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« 1 patient developed dry eye with cornea deposits in Cycle 1 that was considered to be study-
drug related.

« 1 patient had dry eye syndrome with cornea erosions in Cycle 1.

« 1 patient developed blurry vision/visual acuity decrease in Cycle 2.

« 2 patients who entered the study with liver metastases had mild-to-moderate and reversible
elevations of hepatic transaminases.
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All of the patients with reported ocular toxicities had low
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plasma CanAg levels with

relatively high AUC values, long t,,,, and slow clearance
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le
In patients with low levels of plasma CanAg, dose levels of 168 mg/m? or greater appeared to be associated with the oceurrence of ocular toxicities (5 out of 24 in
Study 101 and 3 out of 6 in Study 102) possibly/probably related to the study drug.

Evaluation of preclinical and clinical PK data in
A marked biological response has been observed in Study 102 in a patient with metastatic G|

te that a dose level of 126 mg/m?>

patients with low levels of plasma CanAg could be efficacious.
E junction cancer. This patient had low levels of plasma CanAg.

Based on safety and a thorough analyses of PK/PD data from the 101 and 102 studies to date, the protocol for study 102 was amended to have patients with low
levels of plasma CanAg receive 126 mg/m? of IMGN242 and patients with high levels of plasma CanAg receive 168 mg/m? of IMGN242.




