A Phase 1b Trial of Cirmtuzumab and Paclitaxel in Locally Advanced/Unresectable or Metastatic Her2 Negative Breast Cancer
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Table 1: Safety Data

Figure 2: Pharmacokinetic Data in Plasma
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* Only 8 of 15 patients had fresh or archival tissue at study

enrollment; all 8 had ROR1+ tumor cells by IHC.

At a dose of 600 mg every 4 weeks cirmtuzumab reached a

median plasma concentration of 58 ug/mL.

» Analysis of pleural or ascitic fluid showed
cirmtuzumab levels that were =30% those in plasma.

* On PK analyses cirmtuzumab was found to have a half-life
of 228 days, except in one patient who had malignant
ascites.

« Of 15 intent-to-treat patients to date, 8 (53%) had a partial
response (PR), one durable for 52 weeks, and 4/15 patients
had stable disease.

» Per protocol efficacy analysis of patients completing the first
2 cycles of study therapy 8/14 (57%) had a partial response
(PR), one durable for 52 weeks, and 4/14 patients had
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Figure 2. Cirmtuzumab concentration in plasma of eight patients. Cirmtuzumab
concentration (mcg/mL) is indicated on the y axis, and time (weeks) is indicated on the
x axis. Arrows indicate days of infusion of cirmtuzumab. Values indicated were
determined by interpolation using a four-parameter logistic nonlinear regression model
compared to a standard curve generated by serial dilutions of a known concentration of
cirmtuzumab mAb. Cirmtuzumab half life was >28 days except for BROR-16.

* BROR-16 had frequent removal of ascitic fluid with a mean concentration of 7.6
ug/ml.
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Figure 3: Pharmacokinetic Data In
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» Primary objective was to determine safety of cirmtuzumab and weekly paclitaxel in
advanced Her2 negative breast cancer based upon dose limiting toxicities (DLTs) in the
first cycle.
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» Secondary/exploratory objectives were clinical activity, pharmacokinetics and correlative
biomarkers on tumor specimens.
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Figure 1: Baseline ROR1 Immunohistochemistry

« Cirmtuzumab given with paclitaxel was well-tolerated and
demonstrated no added toxicity over that expected
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frequent removal of ascites by paracentesis.
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