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 For the first stage of enrollment, among the 10 patients enrolled, 5 
patients will have LMS, and 5 patients will have LPS. If the study 
proceeds to the second stage, among the 24 patients subsequently 
enrolled, 12 patients will have LMS and 12 patients will have LPS. 
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1. INTRODUCTION AND RATIONALE 
 

This document is a protocol for a human research study. This study is to be conducted according 
to US and International standards of Good Clinical Practice (FDA Title 21 part 312 and 
International Conference on Harmonization guidelines), applicable government regulations and 
Columbia University Medical Center institutional research policies and procedures. 

 
1.1 Disease Background 

 

1.2 ATX-101, a peptide drug targeting PCNA 
 



1.3 Rationale for the use of ATX-101 in cancer 
 

1.4 Rationale for Selection of Subtypes 
 



1.5 Preclinical Experience with ATX-101 
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Figure 2. ATX-101 inhibits phosphorylation of ERK1/2 in liposarcoma and leiomyosarcoma. Western Blot of 
p-RB (Ser780), p-ERK1/2 (Thr202/Tyr204), p-AKT (Ser473) and LC3I/II and cleaved PARP is shown. 
GAPDH was used as a loading control. Cells were treated with 10µM ATX-101 for 72 hours. Briefly, 
leiomyosarcoma cell lines (SK-LMS, SK-UT1 and SK-UT1b) and liposarcoma cell lines (LS141, DDLS, 
CDK4/6 Res.DDLS) were treated and lysates were collected in RIPA buffer. Protein concentrations were 
determined and 20μg of protein were loaded onto an SDS/PAGE gradient gel and immunoblotted using 
indicated antibodies. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Figure 3. ATX-101 treatment affects the cell cycle in liposarcoma cell lines. Increase of G2 phase of the cell 
cycle in DDLS and induction of subG1 in Res. DDLS was observed with treatment. Briefly, propidium iodide 
DNA staining was performed on liposarcoma cell lines (DDLS and Res. DDLS) cells after 24 hours of 10µM 
ATX-101 treatment. Cells were fixed in 70% ethanol and stored at –20° C. Cells were then labeled with MPM-2 
antibody (mitotic marker) and followed by a secondary antibody anti-mouse Alex-488. Bi-parameter flow 
cytometry was performed on a Becton Dickinson LSRII flow cytometer. Data analysis was done using FCS 
Express 7 software. 





2. STUDY OBJECTIVES 
 

2.1 Primary Objective 
 

2.2 Secondary Objectives 
 

 
2.3 Correlative Science Objectives 

 

 

3. INVESTIGATIONAL AGENT 
 

3.1 Preclinical Data 
 



 

 



 

 

 

 



 

 

 

 

3.2 Clinical Data 
 



Treatment related treatment emergent adverse events observed in study AM ATX101-01 (31 October 
2020) – Number (%) of patients experiencing an adverse event, by dose level. 

 
Event (Preferred Term) 

Cohort 1 
20 mg/m² 
(n=8) 

Cohort 2 
30 mg/m² 
(n=3) 

Cohort 3 
45 mg/m² 
(n=4) 

Cohort 4 
60 mg/m² 
(n=6) 

 
Treatment related treatment emergent adverse events observed at least twice in study AM ATX101- 
01 (31 October 2020) – Total number of events experienced by all patients on the study 

 

Event (Preferred Term) Grade 1 Grade 2 Grade 3 Grade 4 

4. STUDY DESIGN 



4.1 General Design 
 

4.2 Safety Lead-In 
 



1. ≥ ≥

2. ≥

3. ≥
4. ≥
5. 

≤

4.3 Number of Patients 
 

5. SUBJECT SELECTION AND WITHDRAWAL 
 

5.1 Inclusion Criteria 
 



 

 

 
Notes: 



 

 
 

5.2 Exclusion Criteria 
 

 

 



 

5.3 Inclusion of Women and Minorities 
 

Accrual Targets 

Ethnic Category Sex/Gender 
Females Males Total 

Ethnic Category: Total of all 
subjects 

Racial Category 

Racial Category: Total of all 
subjects 

5.4 Subject Recruitment 
 

5.5 Early Withdrawal of Subjects 
 

 



 

6. REGISTRATION PROCEDURES 
 

6.1 CUMC Research Participant Registration 
 

All participants must be centrally registered through the Central Registration Office 
within Herbert Irving Comprehensive Cancer Center at CUMC prior to initiation of study 
treatment. 

 

CPDM Central Registration Procedures: 

Protocol 
Number: 



• 

• 

• 

• 

• 

• 

• 

Please note



7. TREATMENT PLAN 
 

7.1 Agent Administration 
 

REGIMEN DESCRIPTION 

Agent Premedications; 
Precautions Dose Route Schedule Cycle 

Length 

 

 

Infusion Rate Table 
 

Infusion 
Rate 
(mg/hr) 

Infusion 
Time (min) 

Cumulative 
Infusion Time 
(min) 

Dose Infused for 
timepoint (mg) 

Cumulative 
Dose infused 



• 

• 
• 
• 
• on the night prior to infusion. 

 

7.2 General Concomitant Medication and Supportive Care Guidelines 
 

 

• 

• 

 



 

7.3 Duration of Therapy 
 

• 
• 
• 
• 
• 
• 

7.4 Duration of Follow Up 
 

7.5 Approach to COVID-19 Related Treatment Interruptions 



8. DOSING DELAYS/DOSE MODIFICATIONS 
 

• 

 

• 

 

• 

 

•  

• 

 

• 

 

8.1 Dose Levels 



Dose Level ATX-101 Dose 

 

8.2 Management Guidelines for Non-Hematologic Adverse Events 
 

Management of Infusion-Related Reactions 
 

Grade Modifications of AXT-101 

Management of Other Non-Hematologic Toxicity 
 

All Other Non- 
Hematologic Events Management/Next Dose for ATX-101 

Treatment delay Dose Modification 



All Other Non- 
Hematologic Events Management/Next Dose for ATX-101 

 

8.3 Management Options for Hematologic Adverse Events 
 

Neutropenia 

Thrombocytopenia 

 
 

9. ADVERSE EVENTS: LIST AND REPORTING REQUIREMENTS 
 

9.1 Adverse events 
 

Treatment related treatment emergent adverse events observed in study AM ATX101-01 (31 October 
2020) 

 

 
Event (Preferred Term) 

Cohort 1 
20 mg/m² 
(n=8) 

Cohort 2 
30 mg/m² 
(n=3) 

Cohort 3 
45 mg/m² 
(n=4) 

Cohort 4 
60 mg/m² 
(n=6) 



 
Treatment related treatment emergent adverse events observed at least twice in study AM ATX101- 
01 (31 October 2020) 

 

Event (Preferred Term) Grade 1 Grade 2 Grade 3 Grade 4 

9.2 Definitions 
Adverse Event: 

Serious Adverse Event: 

• 

• 

• 

• 

• 

• 



Unanticipated Problem: 

• 

• 

• 

Adverse Event Reporting Period

Baseline/Preexisting Condition: 

General Physical Examination Findings: 

Post-study Adverse Event: 

Abnormal Laboratory Values: 

• 



• 

• 

Hospitalization, Prolonged Hospitalization or Surgery: 

• 
not 

• 

• 

9.3 Recording of Adverse Events 
 



9.4 Reporting of Serious Adverse Events 
 

 

 

• 

• 

• 



• 

• 

 

 

• 

9.5 Reporting Process 
 



10. PHARMACEUTICAL INFORMATION 
 

10.1 Investigational Product 
 

• 

10.2 Receipt of Investigational Product 
 

10.3 Storage of Investigational Product and Management of Temperature Deviations 
 



10.4 Dispensing and Accountability 
 



10.5 Preparation and Administration of Study Drug 
 

up to 2 hours 



10.6 Subject Compliance Monitoring 
 

10.7 Destruction and Return of Investigational Product 
 

11. STUDY CALENDAR 
 

 
 
 
 
 
 

Procedure 

 
 

Screening 
(1) 

 
Cycle 1(8) 

 
Cycle 2 (8) 

 
Cycle 3 + (8) 

End of 
trtmnt 
(7) 

         

 

 



 

 

 

 

 

 

 

 



 

 

12. MEASUREMENT OF EFFECT 
 

12.1 Antitumor Effect – Solid Tumors 
 

12.2 Disease Parameters 
 



12.3 Methods for Evaluation of Measurable Disease 
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All measurements should be taken and recorded in metric notation using a ruler or calipers. All 
baseline evaluations should be performed as closely as possible to the beginning of treatment and 
never more than 4 weeks before the beginning of the treatment. 

 
The same method of assessment and the same technique should be used to characterize each 
identified and reported lesion at baseline and during follow-up. Imaging-based evaluation is 
preferred to evaluation by clinical examination unless the lesion(s) being followed cannot be 
imaged but are assessable by clinical exam. 

 
Clinical lesions: Clinical lesions will only be considered measurable when they are superficial 
(e.g., skin nodules and palpable lymph nodes) and ³ 10 mm diameter as assessed using calipers 
(e.g., skin nodules). In the case of skin lesions, documentation by color photography, including a 
ruler to estimate the size of the lesion, is recommended. 

 
Chest x-ray: Lesions on chest x-ray are acceptable as measurable lesions when they are clearly 
defined and surrounded by aerated lung. However, CT is preferable. 

 
Conventional CT and MRI: This guideline has defined measurability of lesions on CT scan based 
on the assumption that CT slice thickness is 5 mm or less. If CT scans have slice thickness 
greater than 5 mm, the minimum size for a measurable lesion should be twice the slice thickness. 
MRI is also acceptable in certain situations (e.g., for body scans). 

 
Use of MRI remains a complex issue. MRI has excellent contrast, spatial, and temporal 
resolution; however, there are many image acquisition variables involved in MRI, which greatly 
impact image quality, lesion conspicuity, and measurement. Furthermore, the availability of 
MRI is variable globally. As with CT, if an MRI is performed, the technical specifications of the 
scanning sequences used should be optimized for the evaluation of the type and site of disease. 
Furthermore, as with CT, the modality used at follow-up should be the same as was used at 
baseline and the lesions should be measured/assessed on the same pulse sequence. It is beyond 
the scope of the RECIST guidelines to prescribe specific MRI pulse sequence parameters for all 
scanners, body parts, and diseases. Ideally, the same type of scanner should be used and the 
image acquisition protocol should be followed as closely as possible to prior scans. Body scans 
should be performed with breath-hold scanning techniques, if possible. 

 
PET-CT: At present, the low dose or attenuation correction CT portion of a combined PET-CT is 
not always of optimal diagnostic CT quality for use with RECIST measurements. However, if 
the site can document that the CT performed as part of a PET-CT is of identical diagnostic 
quality to a diagnostic CT (with IV and oral contrast), then the CT portion of the PET-CT can be 
used for RECIST measurements and can be used interchangeably with conventional CT in 
accurately measuring cancer lesions over time. Note, however, that the PET portion of the CT 
introduces additional data which may bias an investigator if it is not routinely or serially 
performed. 

 
Ultrasound: Ultrasound is not useful in assessment of lesion size and should not be used as a 
method of measurement. Ultrasound examinations cannot be reproduced in their entirety for 
independent review at a later date and, because they are operator dependent, it cannot be 



• 

• 

• 



12.4 Response Criteria 
 

 

 

 



Target Lesions Non-Target Lesions New 
Lesions 

Overall 
Response 

Best Overall 
Response when 
Confirmation is 

Required* 

12.5 Duration of Response 
 



12.6 Progression-Free Survival 
 

12.7 Response Review 
 

12.8 Unblinding Procedures 
 

12.9 Stopping Rules 
 

Adverse event stopping rule: 

13. CORRELATIVE STUDIES 
 

13.1 Tissue procurement and Handling 
 

 

 

 



 

 

14. DATA REPORTING / REGULATORY REQUIREMENTS 
 

14.1 Data Collection 
 

14.2 Data Reporting 
 

14.3 Data and Safety Monitoring Committee 
 



14.4 Quality Control and Quality Assurance 
 

• 

• 

• 

• 



14.5 Confidentiality 
 

• 

• 

• 

14.6 Source Documents 
 



14.7 Case Report Forms 
 

14.8 Records Retention 
 

15. STATISTICAL PLAN 
 

15.1 Primary Endpoint 
 



15.2 Size/Accrual Rate 
 

15.3 Stratification Factors 
 

15.4 Analysis of Secondary Endpoints 
 

Safety Lead-In: 

Adverse event rates: 

Overall survival and progression free survival: 



Response rate: 

15.5 Analysis of Correlative Science Endpoints 
 

15.6 Reporting and Exclusions 
 

 

 

16. PROTECTION OF HUMAN SUBJECTS 



17. STUDY FINANCES 
 

17.1 Conflict of Interest 
 

17.2 Subject Stipends or Payments 
 

18. PUBLICATION PLAN 
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