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ObjectivesObjectives
PrimaryPrimary

To investigate the safety and tolerability of MPCTo investigate the safety and tolerability of MPC--6827 administered as a 16827 administered as a 1--22--hour hour 
intravenous (IV) infusion, given once weekly for 3 consecutive wintravenous (IV) infusion, given once weekly for 3 consecutive weeks, repeated eeks, repeated 
every 28 days in subjects with a variety of refractory solid tumevery 28 days in subjects with a variety of refractory solid tumors (study #1) or ors (study #1) or 
subjects with refractory brain metastases (study #2)subjects with refractory brain metastases (study #2)

To establish the maximum tolerated dose (MTD) of MPCTo establish the maximum tolerated dose (MTD) of MPC--6827 as a single agent 6827 as a single agent 

To characterize the pharmacokinetics (PK) of MPCTo characterize the pharmacokinetics (PK) of MPC--6827 (16827 (1--2 hour IV infusion)2 hour IV infusion)

SecondarySecondary
To observe for any evidence of To observe for any evidence of antitumorantitumor activity of MPCactivity of MPC--6827 in treatment of a 6827 in treatment of a 
variety of refractory solid tumors and brain metastasesvariety of refractory solid tumors and brain metastases

Phase 1, open label, dose escalationPhase 1, open label, dose escalation

Dosing schedule weekly X 3 in a 4 week cycleDosing schedule weekly X 3 in a 4 week cycle

““3 + 33 + 3”” design, starting dose 0.3 mg/mdesign, starting dose 0.3 mg/m22, modified Fibonacci dose escalation for , modified Fibonacci dose escalation for 
study #1study #1

““3 + 33 + 3”” design, intradesign, intra--subject dose escalation, starting dose 2.1 mg/msubject dose escalation, starting dose 2.1 mg/m22, modified , modified 
Fibonacci dose escalation for study #2 Fibonacci dose escalation for study #2 (maintained highest dose for subsequent cycles)(maintained highest dose for subsequent cycles)

Study DesignStudy Design

MPCMPC--6827 Background6827 Background

MPCMPC--6827 (6827 (AzixaAzixa™™) is a novel competitive inhibitor of ) is a novel competitive inhibitor of tubulintubulin
polymerization via the polymerization via the colchicinecolchicine binding sitebinding site11

MPCMPC--6827 functions as a highly potent (16827 functions as a highly potent (1--10nM) 10nM) cytotoxiccytotoxic agentagent11 and and 
as a vascular disrupting agent (VDA)as a vascular disrupting agent (VDA)22

MPCMPC--6827 inhibits tumor cell growth and survival 6827 inhibits tumor cell growth and survival in vitroin vitro and and in vivoin vivo, , 
with activity in with activity in xenograftxenograft models of mouse melanoma and human models of mouse melanoma and human 
cancers of the ovary, breast, prostate, colon and pancreascancers of the ovary, breast, prostate, colon and pancreas11

MPCMPC--6827 is not a substrate for 6827 is not a substrate for multidrugmultidrug resistance pumps and resistance pumps and 
reaches high CSF concentrations (14 X plasma)reaches high CSF concentrations (14 X plasma)33

MPCMPC--6827 acts synergistically with 6827 acts synergistically with cytotoxiccytotoxic chemotherapeutics in chemotherapeutics in 
mouse mouse xenograftxenograft modelsmodels22
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1Kasibhatla et al. 2007 Cancer Research,  2Pleiman et al. 2007 AACR and 3Jessing et al. 2005 AACR.

Subject EligibilitySubject Eligibility
InclusionInclusion

Have advanced or Have advanced or metastaticmetastatic cancer, which has progressed despite prior cancer, which has progressed despite prior 
treatment with current standard of care (study #1)treatment with current standard of care (study #1)
Or have refractory cancer Or have refractory cancer metastaticmetastatic to the brain despite prior treatment to the brain despite prior treatment 
with standard of care, including but not limited to radiotherapywith standard of care, including but not limited to radiotherapy (study #2)(study #2)
Have measurable or Have measurable or evaluableevaluable neoplasticneoplastic diseasedisease
Be age Be age >> 18 18 
Have a Have a KarnofskyKarnofsky score score >> 7070
Have a predicted life expectancy of Have a predicted life expectancy of >> 12 weeks12 weeks
Have adequate hematology and organ functionHave adequate hematology and organ function

ExclusionExclusion
Have had a prior serious hypersensitivity reaction to Have had a prior serious hypersensitivity reaction to CremophorCremophor®® ELEL

Receive any other anticancer treatment or investigational therapReceive any other anticancer treatment or investigational therapy within 28 days y within 28 days 
prior to study Day 1 prior to study Day 1 (or within 6 weeks after (or within 6 weeks after mitomycinmitomycin C or C or nitrosoureanitrosourea))
–– Subjects with advanced prostate cancer may continue to receive LSubjects with advanced prostate cancer may continue to receive LHRH therapyHRH therapy
–– Subjects with breast cancer may continue to receive Subjects with breast cancer may continue to receive HerpcetinHerpcetin®® for systemic control.for systemic control.

Have preHave pre--existing dementia/cognitive dysfunction existing dementia/cognitive dysfunction 

Protocol MPCProtocol MPC--68276827--0404--001: Phase 1 Open Label, Dose Escalating, Multiple 001: Phase 1 Open Label, Dose Escalating, Multiple 
Dose Study To Determine The Safety, Tolerability, Maximum ToleraDose Study To Determine The Safety, Tolerability, Maximum Tolerated Dose, ted Dose, 
And Pharmacokinetics Of MPCAnd Pharmacokinetics Of MPC--6827 Administered IV Weekly X 3, Repeated 6827 Administered IV Weekly X 3, Repeated 
Every 28 Days, In Subjects With Refractory Solid Tumors Every 28 Days, In Subjects With Refractory Solid Tumors 

Study # 1:  Design and Treatment SchemaStudy # 1:  Design and Treatment Schema

Protocol MPCProtocol MPC--68276827--0404--002: Phase 1 Open Label, Dose Escalating, Multiple Dose Study 002: Phase 1 Open Label, Dose Escalating, Multiple Dose Study 
To Determine The Safety, Tolerability, Maximum Tolerated Dose, ATo Determine The Safety, Tolerability, Maximum Tolerated Dose, And Pharmacokinetics nd Pharmacokinetics 
Of MPCOf MPC--6827 Administered IV Weekly X 3, Repeated Every 28 Days, In Subj6827 Administered IV Weekly X 3, Repeated Every 28 Days, In Subjects With ects With 
Refractory Brain MetastasesRefractory Brain Metastases

Dose 1 = 3.3 mg/m2

Dose 2 = 3.9 mg/m2

Dose 3 = 4.5 mg/m2

Continuing dose = 4.5 mg/m2 (provided no DLT) 

Cohort 5

Dose 1 = 2.7 mg/m2

Dose 2 = 3.3 mg/m2

Dose 3 = 3.9 mg/m2

Continuing dose = 3.9 mg/m2 (provided no DLT)

Cohort 4

Dose 1 = 2.1 mg/m2

Dose 2 = 2.7 mg/m2

Dose 3 = 3.3 mg/m2

Continuing dose = 3.3 mg/m2 (provided no DLT) 

Cohort 3

Dose 1 = 1.5 mg/m2

Dose 2 = 2.1 mg/m2

Dose 3 = 2.7 mg/m2

Continuing dose = 2.7 mg/m2 (provided no DLT)

Cohort 2

Dose 1 = 1.0 mg/m2

Dose 2 = 1.5 mg/m2

Dose 3 = 2.1 mg/m2

Continuing dose = 2.1 mg/m2 (provided no DLT)

Cohort 1

Dose level (modified Fibonacci series)Cohort number

Study # 2:  Progressive Dose Escalation Plan

Safety AssessmentsSafety Assessments

Physical Examination and Physical Examination and NeurocognitiveNeurocognitive AssessmentAssessment
–– Hopkins Verbal LearningHopkins Verbal Learning
–– Grooved pegboardGrooved pegboard

Monitoring of Adverse EventsMonitoring of Adverse Events

Monitoring of Concomitant MedicationsMonitoring of Concomitant Medications

Vital SignsVital Signs

Clinical Laboratory TestsClinical Laboratory Tests

ElectrocardiogramElectrocardiogram

TelemetryTelemetry

Performance Status (Performance Status (KarnofskyKarnofsky Score)Score)

Efficacy AssessmentsEfficacy Assessments
Tumor AssessmentTumor Assessment

All subjects underwent baseline computed tomography (CT) scan (cAll subjects underwent baseline computed tomography (CT) scan (chest and hest and 
abdominal) or magnetic resonance imaging (MRI) at screening of pabdominal) or magnetic resonance imaging (MRI) at screening of prospectively rospectively 
defined target lesions defined target lesions (within 28 days prior to the first dose)(within 28 days prior to the first dose)
–– Additional scans were performed at Day 28 Additional scans were performed at Day 28 ±± 7 days, and every 28 7 days, and every 28 ±± 7 days 7 days 

thereafter until the end of the study thereafter until the end of the study 

Tumor Response evaluated by RECIST Tumor Response evaluated by RECIST (Response Evaluation Criteria in Solid Tumors)(Response Evaluation Criteria in Solid Tumors)

Tumor Marker AssessmentsTumor Marker Assessments
Tumor markers for selected tumor types were assessed as indicateTumor markers for selected tumor types were assessed as indicated by the d by the 
subjectsubject’’s history s history (on Day 1 of each cycle)(on Day 1 of each cycle)

Dynamic Contrast Enhanced Magnetic Resonance Imaging Dynamic Contrast Enhanced Magnetic Resonance Imaging (DCE(DCE--MRI)MRI)

Four subjects underwent an optional DCEFour subjects underwent an optional DCE--MRI within 72 hours prior to the first MRI within 72 hours prior to the first 
dose of MPCdose of MPC--6827 and within 36 hours after end of infusion to evaluate the 6827 and within 36 hours after end of infusion to evaluate the 
acute effect of MPCacute effect of MPC--6827 on tumor blood flow 6827 on tumor blood flow 

Patient Demographics (n=66)Patient Demographics (n=66)

3030NoNo

3636YesYesCNSCNS
MetastasisMetastasis

3535MaleMale

3131FemaleFemaleGenderGender

2020--7474RangeRange

52.552.5MedianMedian

53.153.1MeanMeanAgeAge

1515OtherOther
22TesticularTesticular
33PancreasPancreas
33ProstateProstate
33OvarianOvarian
88ColorectalColorectal
88NSCLCNSCLC
1010BreastBreast
1212MelanomaMelanoma

NumberNumberPrimary Diagnosis Primary Diagnosis 

Median Plasma PK Parameters

Cohort
Dose 

Group
(mg/m2)

Day Analyte
t ½
(hr)

Cmax

(ng/mL)
AUC(0-t)

(hr*ng/mL)
AUC(0-∞)

(hr*ng/mL)

4 1.5 1 MPC-6827 3.2 6.5 12.1 19.3
5 2.1 1 MPC-6827 2.8 14.3 32.3 36.9
6 2.7 1 MPC-6827 3.8 10.4 31.2 42.5
7 3.3 1 MPC-6827 6.4 10.7 54.0 66.4
8 3.9 1 MPC-6827 7.7 16.5 81.3 104.7
9 4.5 1 MPC-6827 4.7 29.8 119.2 128.4

PharmacokineticsPharmacokinetics
Day 1: Cohorts 4-9

Median Predicted MPC-6827 Concentrations After IV 
Administration of MPC-6827

These median values were fitted These median values were fitted 
into a two compartment, IVinto a two compartment, IV--infusion, infusion, 
micromicro--constants, no lag time, first constants, no lag time, first 
order elimination model to get these order elimination model to get these 
predicted plotspredicted plots

Results: SafetyResults: Safety
Safety LaboratoriesSafety Laboratories
–– No apparent effect on any specific parameter was observedNo apparent effect on any specific parameter was observed
–– In particular, there was no reduction in In particular, there was no reduction in neutrophilsneutrophils, platelets or hemoglobin, platelets or hemoglobin

NeurocognitiveNeurocognitive TestingTesting
–– Subjects were assessed for Subjects were assessed for neurotoxicityneurotoxicity by administration of the MMSE, the by administration of the MMSE, the 

Hopkins Verbal Learning test and the Timed Grooved Pegboard testHopkins Verbal Learning test and the Timed Grooved Pegboard test
–– There were no clinically meaningful changes There were no clinically meaningful changes predosepredose to 24 hours to 24 hours postdosepostdose at at 

any level, except for 1 subjectany level, except for 1 subject
•• One subject had a significant reduction in MMSE score from CycleOne subject had a significant reduction in MMSE score from Cycle 1 Day 1 to Cycle 1 Day 1 to Cycle 

1 Day 8 which was associated with a change in mental status felt1 Day 8 which was associated with a change in mental status felt to be secondary to be secondary 
to CNS hemorrhage into a to CNS hemorrhage into a metastaticmetastatic melanoma lesion producing edema and a melanoma lesion producing edema and a 
midline shift on CT scan of the headmidline shift on CT scan of the head

Vital SignsVital Signs
–– There was a dose dependent elevation in mean systolic blood presThere was a dose dependent elevation in mean systolic blood pressure over sure over 

the 1the 1--2 hour infusion and 42 hour infusion and 4--hour followhour follow--up up 
•• The maximum effect occurred between the end of infusion and 2 hoThe maximum effect occurred between the end of infusion and 2 hours urs postinfusionpostinfusion
•• The mean magnitude of the effect was less than 30 mm Hg, howeverThe mean magnitude of the effect was less than 30 mm Hg, however increases increases 

were substantially higher in some individuals  were substantially higher in some individuals  
–– Effects on mean diastolic blood pressure and heart rate were lesEffects on mean diastolic blood pressure and heart rate were less apparent s apparent 

Results: Results: SAEsSAEs andand Dose Limiting Toxicity Dose Limiting Toxicity (DLT)(DLT)
There were 54 serious adverse events in 33 subjects reported There were 54 serious adverse events in 33 subjects reported 

SAEsSAEs includedincluded
–– sinus tachycardia (Cohort 2)sinus tachycardia (Cohort 2)
–– atrialatrial fibrillation and elevated liver function tests (Cohort 3)fibrillation and elevated liver function tests (Cohort 3)
–– severe allergic reaction experienced on 2 occasions by 1 subjectsevere allergic reaction experienced on 2 occasions by 1 subject despite despite 

pretreatment for hypersensitivity (Cohort 4)pretreatment for hypersensitivity (Cohort 4)
–– cardiac arrhythmia, and convulsions and cardiac arrhythmia, and convulsions and dyspneadyspnea (Cohort 4)(Cohort 4)

•• Cohort 4 was expanded to 7 subjects. None of these Cohort 4 was expanded to 7 subjects. None of these SAEsSAEs were observed in the were observed in the 
additional subjects, indicating that additional subjects, indicating that DLTsDLTs had not been identified had not been identified 

–– myocardial infarction (Cohort 8)myocardial infarction (Cohort 8)
•• Cohort 8 was expanded to 6 subjectsCohort 8 was expanded to 6 subjects

–– myocardial infarction and an episode of chest pain (Cohort 9, semyocardial infarction and an episode of chest pain (Cohort 9, seven ven 
subjects enrolled)subjects enrolled)

The MTD was declared at the prior dose level of 3.3The MTD was declared at the prior dose level of 3.3 mg/mmg/m22 based on based on 
the DLT of myocardial infarctionthe DLT of myocardial infarction

There was no evidence of There was no evidence of myelosuppressionmyelosuppression

Common mild to moderate toxicities included fatigue, headache, Common mild to moderate toxicities included fatigue, headache, 
flushing, diarrhea, nausea, vomiting and flushing, diarrhea, nausea, vomiting and arthralgiasarthralgias

Mean Change from Baseline to End of Infusion in 
Heart Rate (b/min), PR Interval (m sec) and QTc Interval (m sec) 

by Dose Level (Protocol MPC-6827 04-001)

--0.90.9+5.5+5.5+6.8+6.8+0.1+0.1+4.4+4.4--5.75.7--5.05.0--7.37.3--4.14.1+5.8+5.8PRPR

+3.3+3.3+2.4+2.4--9.29.2+3.0+3.0--6.56.5--0.10.1+3.3+3.3+1.1+1.1+0.2+0.2--13.913.9QTcQTc

--8.78.7--9.69.6--6.66.6--10.710.7--3.73.7--4.74.7--4.44.4--10.110.1--3.63.6--2.22.2HRHR

3.3 3.3 
mg/mmg/m22

4.5 4.5 
mg/mmg/m22

3.9 3.9 
mg/mmg/m22

3.3 3.3 
mg/mmg/m22

2.7 2.7 
mg/mmg/m22

2.1 2.1 
mg/mmg/m22

1.5 1.5 
mg/mmg/m22

1.0 1.0 
mg/mmg/m22

0.6 0.6 
mg/mmg/m22

0.3 0.3 
mg/mmg/m22

DoseDose

1010998877665544332211CohortCohort

Summary:Summary: Small but consistent reduction in heart rate Small but consistent reduction in heart rate 
without an effect on PR interval.  No impact on without an effect on PR interval.  No impact on QTcQTc intervalinterval

Results: SafetyResults: Safety

Results: EfficacyResults: Efficacy

443313133737

Stable DiseaseStable Disease

Completed 5 cyclesCompleted 5 cycles
or moreor more

Stable DiseaseStable Disease

Completed 3 to 4Completed 3 to 4
cyclescycles

Stable DiseaseStable Disease

Completed 2Completed 2
cyclescycles

Progressive DiseaseProgressive Disease

Completed 1 cycleCompleted 1 cycle
or lessor less

No objective responses observed by RECIST criteriaNo objective responses observed by RECIST criteria

Best response was stable disease in 20/57 subjects treated at Best response was stable disease in 20/57 subjects treated at 
1.5 mg/m1.5 mg/m22 or higher with one subject (rectal or higher with one subject (rectal carcinoidcarcinoid) stable ) stable 
for 10 months and one subject (cystic adenoid) currently stable for 10 months and one subject (cystic adenoid) currently stable 
for more than 14 months, each treated at 3.3 mg/mfor more than 14 months, each treated at 3.3 mg/m22

Preliminary evidence from DCEPreliminary evidence from DCE--MRI suggest vascular MRI suggest vascular 
changes within 24 hours of the first dose of MPCchanges within 24 hours of the first dose of MPC--68276827

In a number of subjects, a biological response was observed In a number of subjects, a biological response was observed 
in tumors (despite not meeting RECIST) consistent with an in tumors (despite not meeting RECIST) consistent with an 
active VDAactive VDA

ConclusionsConclusions
MPCMPC--6827 behaves preclinically6827 behaves preclinically22 and clinically as and clinically as 
a vascular disrupting agent (VDA)a vascular disrupting agent (VDA)

The dose limiting toxicity was acute coronary The dose limiting toxicity was acute coronary 
syndrome which was observed in 1/6 subjects at syndrome which was observed in 1/6 subjects at 
3.9 mg/m3.9 mg/m22 and in 2/6 subjects at 4.5 mg/mand in 2/6 subjects at 4.5 mg/m22

The maximum tolerated dose is 3.3 mg/mThe maximum tolerated dose is 3.3 mg/m22 where where 
22 subjects have been treated for up to 14 months 22 subjects have been treated for up to 14 months 
without evidence of acute coronary syndromewithout evidence of acute coronary syndrome

No effect on No effect on QTcQTc interval was observedinterval was observed

There is a transient increase in BP during infusion There is a transient increase in BP during infusion 
and for a few hours post infusionand for a few hours post infusion

The best response was stable disease which has The best response was stable disease which has 
currently lasted for more than 14 months in one currently lasted for more than 14 months in one 
individualindividual

MPCMPC--6827 is proceeding into Phase 2 in a number 6827 is proceeding into Phase 2 in a number 
of primary tumor types with CNS involvementof primary tumor types with CNS involvement
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