
Supplementary Materials: 

Treatment regimen 
The rationale for the dosing schedule is based on safety data obtained after repeated administration of 

olaptesed pegol to healthy subjects and multiple myeloma patients. In the repeated dose Phase I study 

in healthy volunteers1, olaptesed pegol was administered daily for 5 days at doses of 2 or 4 mg/kg. The 

daily dosing schedule resulted in plasma accumulation. Dose limiting liver toxicities were observed at 

the 4 mg/kg dose level when applied on 5 consecutive days, for which peak plasma concentrations of 

about 20 μM and a weekly exposure of approx. 2,100 μM∙h were reached. In contrast, the daily dose of 

2 mg/kg, which was safe with only mildly increased transaminases, resulted in peak plasma levels of 

about 10 μM and a weekly exposure of approx. 900 μM∙h. Both Cmax and weekly exposure are therefore 

considered to be relevant parameters to predict dose-limiting toxicity. The weekly exposure expected in 

the current study is comparable to the safe regimen in this study. Furthermore, the Cmax and weekly 

exposure in the current study do not exceed the respective values observed in the previous MM study 

where a dose of 4 mg/kg body weight was administered on top of bortezomib/dexamethasone twice 

weekly in the first two weeks of each 21-day treatment cycle2. This dosing schedule was safe and well 

tolerated over up to 6 months of treatment and did not add toxicity to the underlying standard 

treatment. 

The rationale for the dosing in combination with Pembrolizumab at the time of study inception was also 

based on efficacy considerations. In a syngeneic mouse model of colon cancer, plasma levels with peak 

and trough levels of 4.5 and 0.5 μmol/L olaptesed pegol significantly improved anti-PD-1 therapy. After 

single i.v. dose of 300 mg olaptesed pegol such levels are maintained in humans for approximately 7 

days in a 75 kg patient. The mode of action of olaptesed pegol is to facilitate the influx of immune 

effector cells into solid tumors to allow effective response to immune checkpoint inhibition. It was 

assumed that continuous inhibition of CXCL12 by olaptesed pegol is not required since once within the 

tumor and activated by recognition of the antigen on the target cells, the immune effector cells are able 

to expand and to perform serial killing for a prolonged period of time. In fact, it had been shown in a 

preclinical model3 that a time window of 7 days for infiltration was sufficient to enable immune effector 

cell activation, tumor cell killing, and expansive proliferation in tumors resulting in significant inhibition 

of tumor growth. Therefore, a 7-day window of immune effector cell influx into the tumor within a 21-

day treatment cycle with pembrolizumab was considered sufficient to meaningfully improve the efficacy 

of this checkpoint inhibitor.  

 

Supplementary Table 1 
 

Table 1: 90% Confidence Intervals for the true response rate in the OPERA trial. 

90%CI for response rates Responses out 

of 10 patients 
Exact 90% confidence interval 

1 (0.51%, 39%) 

2 (3.7%, 51%) 

3 (8.7%, 61%) 
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Supplemental Figure 3: Recursive partitioning indicates biomarkers predictive of a long PFS 

(cutoff was set at the median value for all patients, 1.87 months, concentration values are in 

pg/ml). 
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