
Background: MM-1 21 is a ful ly human monoclonal antibody targeting
the epidermal growth factor receptor family member ErbB3. ErbB3 has

been widely implicated in driving cancer growth and in the development of

resistance to conventional chemotherapies and targeted agents across

multiple malignancies. Single agent weekly paclitaxel is a standard regimen

for patients with advanced gynecological and metastatic breast cancers.

Here we present results from an ongoing Phase 1 study evaluating the

combination of MM-1 21 and weekly paclitaxel.

Methods: A total of 28 patients with either platinum resistant ovarian

cancer, metastatic endometrial cancer, primary peritoneal cancer, fal lopian

tube cancer (gynecological cancers) or Her2 Non Overexpressing Breast

Cancer (HER2 neg. mBC), were treated in a dose escalation (1 0 pts) or

expansion cohort (1 8 pts). Patients were treated unti l disease progression

or intolerable toxicity. Response was assessed every eight (8) weeks

according to RECIST 1 .1 . In the dose-expansion cohorts, pre- and post-

treatment fresh tumor biopsies were obtained from 1 2 patients to assess

ErbB3 signaling status and its potential as a predictive marker for MM-1 21

response.

Results: To date, 28 patients have been treated with a median fol low up

of 7.4 months (range 0.8 – 1 7.7). The median age was 57 years (range 35

– 75), and patients had received a median of four (range 1 – 11 ) prior l ines

of therapy in the adjuvant or metastatic setting including chemotherapies as

well as anti-hormonal therapies. Common (>20%) adverse events of any

grade included fatigue (64%), peripheral neuropathy (57%), diarrhea (1 3%),

rash (43%) and alopecia (39%). Grade 3/4 toxicities included fatigue (1 4%),

peripheral neuropathy (7%), diarrhea (7%), neutropenia (1 4%), anemia

(7%), mucosal inflammation (11 %), and small intenstinal obstruction (11 %).

23 (82%) patients were evaluable for response and the overal l cl inical

benefit rate, defined as PR or SD lasting for >4 months, was 70%. 48%

achieved a PR and 39% a confirmed PR with a median duration of

response of 2.7 months (range1 .7 – 1 5.1 ) and 22% had SD >4 months with

a median duration of SD of 5.3 months (range 4.7-1 3.6). 9% of patients had

PD at first assessment and 26% remain on study with a median on-study

time of 1 3.5 months (range 5.3 – 1 7.7). Translational analyses exploiting

tissue analysis in combination with in si l ico modeling are ongoing.

Conclusion: The combination of MM1 21 and paclitaxel showed

activity in advanced gynecological and breast cancers.

• Ful ly human IgG2 antibody; no ADCC mediated

toxicities

• 0.8 nM monovalent affinity

• Recognizes ErbB3 and blocks l igand binding

• Prevents heterodimerization of ErbB3 with other

receptors (EGFR, ErbB2, ErbB4, IGF1 R, c-Met)

• Induces internal ization and degradation of

ErbB3
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MM121 MOLECULE OVERVIEW

INCLUSION CRITERIA, KEY OBJECTIVES, AND STUDY DESIGN
Objectives

• Evaluate the safety and tolerabil ity of escalating

doses of the MM-1 21 and paclitaxel combination

and to characterize dose-l imiting toxicities (DLTs)

associated with this combination

• Characterize the efficacy of the combination of

MM-1 21 and paclitaxel using objective response

rate and clinical benefit rate at 1 6 weeks

Key inclusion criteria

• Cytological or histological confirmation

of local ly advanced/metastatic or

recurrent epithel ial ovarian cancer,

fal lopian tube cancer, primary peritoneal

cancer or endometrial cancer with

disease that is resistant or refractory to

platinum agents as defined by GOG

criteria, or;

• Cytological or histological confirmation

of local ly advanced /metastatic Her2 non-

overexpressing breast cancer

• Measurable disease according to

RECIST v1 .1

• Expansion cohort patients must have

unstained archival tumor tissue available

and be eligible for and consent to a pre-

and post treatment core needle biopsy

ADVERSE EVENT DATA
Summary of Adverse Events Seen in Greater than 20% of

the Population

DEMOGRAPHICS

Summary of All Grade 3 and 4 Adverse Events

RESULTS
Progression Free Survival

• Observed safety profi le of the MM-1 21 combination with
weekly paclitaxel appears comparable to expected toxicities
with weekly paclitaxel monotherapy

• Disease control rate at 1 6 weeks was 70%

• Objective response rate was 39%

• Median PFS in overal l study population was 33 weeks

• 22% of patients had SD >4 months with a median duration of
SD of 5.3 months (range 4.7-1 3.6)

• 9% of patients had PD at first assessment

• No MTD reached in dose escalation phase of study

• The combination of MM1 21 and paclitaxel showed activity in
advanced gynecologic cancers and breast cancers

• A phase 2 study in ovarian cancer patients of MM-1 21 in
combination with paclitaxel is currently open to enrol lment

For questions or comments, please email
cl inicalposters@merrimackpharma.com

SUMMARY

Key Study Design Features

• Phase 1 standard "3+3" design fol lowed by

additional expansion cohorts

• MM-1 21 dosed weekly for 4 week cycles

• 4 week DLT evaluation period

• Patients scanned every 8 weeks

• Expansion cohorts explored alternated dosing

regimens i.e. every other week dosing

• Archived tissue, pre-dose biopsy, and post-dose

biopsy mandatory for al l patients in expansion

cohort for biomarker evaluation

Best Response for Target Lesion by Patient

• PFS –all :
Median = 33 weeks (95% CI: 1 6 – Inf, range = 1 – 33)

• PFS – HER2neg mBC:
Median = 33 weeks (95% CI: 24 – Inf, range = 1 – 33)

• PFS – Gynecological Cancers:
Median = 28 weeks (95% CI: 1 6 – Inf, range = 6 – 28)
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