
Abstract

Purpose

MLN2704 is an immunoconjugate designed to deliver the

maytansinoid antimicrotubule agent drug maytansinoid-1

directly to prostate-specific membrane antigen (PSMA)–

expressing cells via the PSMA-targeted monoclonal

antibody MLN591. This novel immunoconjugate has shown

cytotoxic anti–prostate cancer activity. This study

investigated the safety profile, pharmacokinetics,

immunogenicity, and preliminary antitumor activity of

MLN2704.

Patients and Methods

Patients with progressive, metastatic, castration-resistant

prostate cancer received MLN2704 intravenously over 2.5

hours. Dose-limiting toxicity (DLT), maximum-tolerated dose

(MTD), pharmacokinetics, immunogenicity, and antitumor

activity were assessed.

Results

Recommended Articles

Employer: Jackson Physician Search
Apply for this job

Employed Hem Onc | UNC Community
Hospital | Regional Cancer Center | NC
North Carolina
Competitive Salary and
Benefits Package

Highlights: - Established
team of physicians and APPs. 4-day work week,
minimal after-hours phone call only. - Accredited
Comprehensive Cancer Cent...

Hematology/Oncology near Fort Collins, CO |
4 Day Week | 30k Annually for Loans
Wyoming  Competitive
Salary and Benefits
Package

A thriving 200-bed regional
medical center just 40 minutes from Fort Collins,
CO is seeking a BE/BC Hematology/Oncology
physician to join their tea...

PHASE I AND CLINICAL PHARMACOLOGY SEPTEMBER 2016

Cantuzumab Mertansine, a
Maytansinoid Immunoconjugate
Directed to the CanAg Antigen: A
Phase I, Pharmacokinetic, and
Biologic Correlative Study

PROSTATE CANCER FEBRUARY 2013

Prostate-specific membrane antigen
antibody drug conjugate (PSMA ADC):
A phase I trial in metastatic
castration-resistant prostate cancer
(mCRPC) previously treated with a
taxane.

GENITOURINARY (PROSTATE) CANCER MAY 2013

Prostate-specific membrane antigen
antibody drug conjugate (PSMA ADC):
A phase I trial in metastatic
castration-resistant prostate cancer

 















Phase I Trial of the Prostate-Specific
Membrane Antigen–Directed
Immunoconjugate MLN2704 in Patients
With Progressive Metastatic Castration-
Resistant Prostate Cancer
Authors: Matthew D. Galsky, Mario Eisenberger, Sandra Moore-Cooper, W. Kevin Kelly, Susan F. Slovin,

Anthony DeLaCruz, Yih Lee, Iain J. Webb, and Howard I. Scher AUTHORS INFO & AFFILIATIONS

      GET ACCESS

Phase I and Clinical Pharmacology May 01, 2008

J Clin Oncol 26, 2147-2154(2008) Volume 26, Number 13

DOI: 10.1200/JCO.2007.15.0532

2,238 / 122

CURRENT ISSUE COLLECTIONS ABOUT SUBMIT

CSPC Exhibit 1208 
Page 1 of 3

https://careercenter.asco.org/apply/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/apply/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/apply/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/apply/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/
https://careercenter.asco.org/
https://careercenter.asco.org/
https://careercenter.asco.org/
https://careercenter.asco.org/job/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626368/employed-hem-onc-unc-community-hospital-regional-cancer-center-nc/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626367/hematology-oncology-near-fort-collins-co-4-day-week-30k-annually-for-loans/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626367/hematology-oncology-near-fort-collins-co-4-day-week-30k-annually-for-loans/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626367/hematology-oncology-near-fort-collins-co-4-day-week-30k-annually-for-loans/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://careercenter.asco.org/job/7626367/hematology-oncology-near-fort-collins-co-4-day-week-30k-annually-for-loans/?TrackID=8245&utm_source=widget&utm_medium=referral&utm_campaign=8245
https://ascopubs.org/doi/full/10.1200/JCO.2003.05.137
https://ascopubs.org/doi/full/10.1200/JCO.2003.05.137
https://ascopubs.org/doi/full/10.1200/JCO.2003.05.137
https://ascopubs.org/doi/full/10.1200/JCO.2003.05.137
https://ascopubs.org/doi/full/10.1200/jco.2013.31.6_suppl.119
https://ascopubs.org/doi/full/10.1200/jco.2013.31.6_suppl.119
https://ascopubs.org/doi/full/10.1200/jco.2013.31.6_suppl.119
https://ascopubs.org/doi/full/10.1200/jco.2013.31.6_suppl.119
https://ascopubs.org/doi/full/10.1200/jco.2013.31.15_suppl.5018
https://ascopubs.org/doi/full/10.1200/jco.2013.31.15_suppl.5018
https://ascopubs.org/doi/full/10.1200/jco.2013.31.15_suppl.5018
https://ascopubs.org/doi/full/10.1200/jco.2013.31.15_suppl.5018
https://ascopubs.org/#x
https://ascopubs.org/#x
https://ascopubs.org/#x
https://ascopubs.org/#x
https://ascopubs.org/#linkedin
https://ascopubs.org/#linkedin
https://ascopubs.org/#linkedin
https://ascopubs.org/#linkedin
https://ascopubs.org/#facebook
https://ascopubs.org/#facebook
https://ascopubs.org/#facebook
https://ascopubs.org/#facebook
https://ascopubs.org/#wechat
https://ascopubs.org/#wechat
https://ascopubs.org/#wechat
https://ascopubs.org/#wechat
https://ascopubs.org/#email
https://ascopubs.org/#email
https://ascopubs.org/#email
https://ascopubs.org/#email
https://ascopubs.org/#bluesky
https://ascopubs.org/#bluesky
https://ascopubs.org/#bluesky
https://ascopubs.org/#bluesky
https://www.altmetric.com/details.php?domain=ascopubs.org&citation_id=13252991
https://www.altmetric.com/details.php?domain=ascopubs.org&citation_id=13252991
https://www.altmetric.com/details.php?domain=ascopubs.org&citation_id=13252991
https://www.altmetric.com/details.php?domain=ascopubs.org&citation_id=13252991
https://s100.copyright.com/AppDispatchServlet?publisherName=WoltersKluwer&publication=jco&title=Phase+I+Trial+of+the+Prostate-Specific+Membrane+Antigen%E2%80%93Directed+Immunoconjugate+MLN2704+in+Patients+With+Progressive+Metastatic+Castration-Resistant+Prostate+Cancer&publicationDate=2008-05-01&author=Matthew+D.+Galsky%2C+Mario+Eisenberger%2C+Sandra+Moore-Cooper%2C+W.+Kevin+Kelly%2C+et+al.&contentID=10.1200%2FJCO.2007.15.0532&volumeNum=26&issueNum=13&startPage=2147&endPage=2154&numPages=8&orderBeanReset=true
https://s100.copyright.com/AppDispatchServlet?publisherName=WoltersKluwer&publication=jco&title=Phase+I+Trial+of+the+Prostate-Specific+Membrane+Antigen%E2%80%93Directed+Immunoconjugate+MLN2704+in+Patients+With+Progressive+Metastatic+Castration-Resistant+Prostate+Cancer&publicationDate=2008-05-01&author=Matthew+D.+Galsky%2C+Mario+Eisenberger%2C+Sandra+Moore-Cooper%2C+W.+Kevin+Kelly%2C+et+al.&contentID=10.1200%2FJCO.2007.15.0532&volumeNum=26&issueNum=13&startPage=2147&endPage=2154&numPages=8&orderBeanReset=true
https://s100.copyright.com/AppDispatchServlet?publisherName=WoltersKluwer&publication=jco&title=Phase+I+Trial+of+the+Prostate-Specific+Membrane+Antigen%E2%80%93Directed+Immunoconjugate+MLN2704+in+Patients+With+Progressive+Metastatic+Castration-Resistant+Prostate+Cancer&publicationDate=2008-05-01&author=Matthew+D.+Galsky%2C+Mario+Eisenberger%2C+Sandra+Moore-Cooper%2C+W.+Kevin+Kelly%2C+et+al.&contentID=10.1200%2FJCO.2007.15.0532&volumeNum=26&issueNum=13&startPage=2147&endPage=2154&numPages=8&orderBeanReset=true
https://s100.copyright.com/AppDispatchServlet?publisherName=WoltersKluwer&publication=jco&title=Phase+I+Trial+of+the+Prostate-Specific+Membrane+Antigen%E2%80%93Directed+Immunoconjugate+MLN2704+in+Patients+With+Progressive+Metastatic+Castration-Resistant+Prostate+Cancer&publicationDate=2008-05-01&author=Matthew+D.+Galsky%2C+Mario+Eisenberger%2C+Sandra+Moore-Cooper%2C+W.+Kevin+Kelly%2C+et+al.&contentID=10.1200%2FJCO.2007.15.0532&volumeNum=26&issueNum=13&startPage=2147&endPage=2154&numPages=8&orderBeanReset=true
https://ascopubs.org/action/addCitationAlert?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/action/addCitationAlert?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/action/addCitationAlert?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/action/addCitationAlert?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/personalize/addFavoritePublication?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/personalize/addFavoritePublication?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/personalize/addFavoritePublication?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/personalize/addFavoritePublication?doi=10.1200%2FJCO.2007.15.0532
https://ascopubs.org/toc/jco/26/13
https://ascopubs.org/toc/jco/26/13
https://ascopubs.org/toc/jco/26/13
https://ascopubs.org/toc/jco/26/13
https://doi.org/10.1200/JCO.2007.15.0532
https://doi.org/10.1200/JCO.2007.15.0532
https://doi.org/10.1200/JCO.2007.15.0532
https://doi.org/10.1200/JCO.2007.15.0532
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/journal/jco
https://ascopubs.org/journal/jco
https://ascopubs.org/journal/jco
https://ascopubs.org/journal/jco
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://ascopubs.org/doi/10.1200/JCO.2007.15.0532?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed#
https://www.editorialmanager.com/jco-ascopubs/default2.aspx
https://www.editorialmanager.com/jco-ascopubs/default2.aspx
https://www.editorialmanager.com/jco-ascopubs/default2.aspx
https://www.editorialmanager.com/jco-ascopubs/default2.aspx


Results

Twenty-three patients received MLN2704 at doses of 18 to

343 mg/m . Eighteen of these patients received ≥ three

doses at 4-week intervals. Pharmacokinetics of conjugate

levels were dose proportional. There was no correlation

between clearance and body-surface area. MLN2704 was

nonimmunogenic. Study drug–related grade 3 toxicities

occurred in three (13%) of 23 patients, including

uncomplicated febrile neutropenia (the only DLT) in one

patient, reversible elevations in hepatic transaminases,

leukopenia, and lymphopenia. No grade 4 toxicities were

observed. The most frequent grade 1 or 2 toxicities included

fatigue, nausea, and diarrhea. Neuropathy occurred in eight

(35%) of 23 patients, including five of six patients treated at

343 mg/m . Two (22%) of the nine patients treated at 264

or 343 mg/m  had sustained a more than 50% decrease in

prostate-specific antigen versus baseline, accompanied by

measurable tumor regression in the patient treated at 264

mg/m .

Conclusion

Therapeutic doses of MLN2704 can be administered safely

on a repetitive basis. An MTD was not defined. MLN2704 is

being administered at more frequent intervals in ongoing

trials to determine an optimal dosing schedule.
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