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response is defined as ≥30% decrease in sum total diameter of all target 
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The study will employ Simon’s two stage design [24], which is one of the 

unacceptable toxicity, withdrawal from the study, or the clinician’s decision 







t’s on

participant’s



Metastatic brain tumors (also called “brain metastases” or “brain mets”) are 

on scans, LMD’s diffuse 

–



Quadriga’s technology is based on the discovery that many aggressive cancers over

or Parkinson’s disease and gabapentin for seizures are known to be transported across 



μM for LAT1 versus 1100 μM for LAT2

±



confirms that QBS72S’s mechanism of cytotoxicity is the formation of double

(μM)

The drug’s cytotoxicity was dose
μM



Tissue Concentration of QBS72S (μg equiv / g tissue)

– QBS72S’s 



Melanie Hayden Gephart’s lab at Stanford established a novel mouse 





mouse) were modest and equivalent (59.4, 62.0, 59.4, 59.4, and 62.6 μL·min

μM QBS72S found that the IC μM 





estigator’s Brochure 
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employ a Simon’s two stage design.

response is defined as a ≥

The study’s structure, which separates participants with parenchymal metastasis from 



trials, so we have elected to include this population and examine the treatment paradigm’s 

The Phase I study is titled “A Phase 1, Open 

Patients with Relapsed or Refractory Grade 4 Astrocytoma”, NCT04430842, and is sponsored 

last participant’s last study visit has occurred
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a ≥ 25% increase in tumor diameter
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https://www.gpo.gov/fdsys/pkg/CFR-2016-title42-vol1/xml/CFR-2016-title42-vol1-part11.xml#seqnum11.48
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inhibitors with ≥

Kinase inhibitors with ≥

ANC ≥ or ≥
Platelets ≥ or ≥
Hemoglobin ≥

including serum creatinine ≤
clearance ≥



Total serum bilirubin ≤

ALT) ≤ 2.5 x ULN; ≤

β





participant’s care
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If the participant’s primary language is other than English, a short form consent document in the 
An interpreter fluent in the participant’s 

–

participant’s primary language

obtaining consent will write the date and the participant’s name under their signature, 

participant’s mark indicating consent



In this case, the person obtaining consent will identify the participant’s Legally 

behalf of the participant prior to any study procedures and after all of the LAR’s questions could 

participant’s

OnCore Enterprise Research System (“OnCore”) database regardless of the outcome of any 







• ANC ≥

• Platelet count ≥

hematologic toxicities have returned to baseline or Grade ≤1 severity (except for alopecia, 
nausea, and vomiting) or, at the Investigator discretion, Grade ≤2 if not considered a safety risk 
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Investigator’s discretion
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counts are < 200 cells/μL.
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medications given must be recorded in the participant’s eCRF
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has no symptoms. In this study’s participant population, we expect some participants to

expected AEs of QBS72S may be found in the Investigator’s Brochure which is the single 
The Investigator’s Brochure is expected to be 
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Investigator’s discretion and according to any available American Society of Clinical Oncology 

Erythropoietin may be used at the Investigator’s discretion for the supportive treatment of 



for ≥ 5 day
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attempts should be documented in the participant’s medical record
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Results must be obtained during screening ≤14 days 

Results must be obtained during screening ≤14 days prior to C1D1.
Results must be obtained during screening ≤14 days prior to 

protein is ≥
Results must be obtained during screening ≤14 days prior to 

For participants of childbearing potential, a serum pregnancy test must be obtained during screening ≤7 

during screening ≤14 days prior to C1D1



participant’s 
person visit to Stanford’s Palo Alto location



Imaging will be read by Stanford Radiology team and provided to clinical team per Stanford’s 

participant’s electronic medical record prior to the first infusion.
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dividing the participant’s body weight in kilograms by the participant’s height in meters squared 

be made to work with EORTC to obtain a set of questionnaires in the participant’s native 

participant’s chosen language, a translator may be 
questionnaires on the participant’s behalf.
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If urine protein is ≥

All normal values will be determined by Stanford laboratory’s published normal value ranges



Researchers will check each participant’s survival status every 8 weeks (
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“Related”
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•
“Not Related”
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“expected” or “not expected” relative to the study interventions 

this document. A single “overarching” diagnosis should
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holder’s determination that the SAE meets the criteria for an 

•

’s
document “Events and Information that Require Prompt Reporting to the IRB” 



participant’s 

participant’s C1D1 visit with no further time restrictions. Failure to collect blood or CSF 
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All biomarker samples will be analyzed at Stanford’s Palo Alto location at Dr. Hayden Gephart’s 

the metastatic cell line’s relative expression of LAT1 and the efficacy of treatment. The primary 
cancer cell line’s relative expression of LAT1 is much easier for clinicians to assess and has a 

metastatic cell line’s expression, so is used instead.

specimens will be collected for every participant through Stanford’s 

slides of each participant’s primary breast tumor and parenchymal brain metastases 
as available through Stanford Neuropathology’s previously established research guidelines.



specimens will be transported to Dr. Hayden Gephart’s laboratory space, 

All biomarker samples will be analyzed at Stanford’s Palo Alto location at Dr. Hayden Gephart’s 

the “ ”) 



Investigator’s safety monitoring role, 

http://www.ich.org/products/guidelines/efficacy/efficacy-single/article/integrated-addendum-good-clinical-practice.html
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will be kept onsite at Stanford’s Cancer Clinical Trials Office (CCTO)

This study will work with the CCTO’s Data Safety Monitoring Committee to ensure adequate 

Per FDA’s input, it is understood that that th

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.32
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The study will employ the Simon’s 

clinician’s decision to conclude treatment

consulted Stanford Medicine’s STARR database of archival patient visits 
to Stanford Cancer Center’s Neuro

2018, then added UCSF’s breast oncology 



until gaining explicit permission from the potential participant’s treating physician

≥30% decrease in sum total diameter of all target lesions 



≥30% decrease 

≥30% decrease for 4+ weeks

≥25% increase

≥25% increase for 6+ weeks

≥30% decrease in sum total diameter of all target 

≥30% decrease in sum total diameter of all target lesions compared with baseline, 

≥30% decrease in sum of products of diameters of all target lesions 



≥3

≥2

≥2

≥2

≥2

(≥3mm) enhancing lesions will



MRI tumor measurements will be collected at Stanford’s Palo Alto MRI facilities using Stanford’s 

The review will consist of simultaneous review of the participant’s files and radiological images



participant’s medical teams, and publicly available death data







According to the Simon’s two stage design (see 
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– Reduced vital sign, blood, and CSF collection in Cohort 2’s C1D1 from five timepoints to two
–

–
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– Modified study title from “[…] Brain Metastases of Triple Negative Breast Cancer” to “[…] 
Cancer”

–

–
–

–

–

–
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–
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Changed “untreated” to “non irradiated” qualifying metastatic lesions

Changed from ‘all prior therapy tox resolve to Grade 1’ to ‘reach new baseline or 
resolve’
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–
–
–

–
–
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https://ctep.cancer.gov/protocoldevelopment/docs/recist_guideline.pdf



























