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o ASP7517 and Pembrolizumab Combination Therapy Arm: ASP7517 every 28 
days and pembrolizumab every 6 weeks in combination (up to 6 doses of 
ASP7517 in combination with a total of 4 doses of pembrolizumab);  

 End of Treatment (EOT) Visit: Participants will complete an EOT visit within 7 days 
of EOT determination or prior to initiation of new anticancer therapy 

 Safety Follow-up: Participants will complete 30-day, 60-day and 90-day safety 
follow-up visits from the last dose of study drug or prior to the initiation of new 
anticancer therapy  

 Observation Period. 

o Observation Period for Monotherapy: All participants will enter an 
observation period after EOT, except those with iCPD, iUPD (per independent 
central review or local review) and who are not clinically stable or clinical 
progression is confirmed by the investigator. The observation period consists 
of safety follow-up visits (30, 60 and 90 days after last dose administered in 
the treatment period) and visits for only tumor imaging (every 8 weeks for up 
to 48 weeks). 

o Observation Period for Combination Therapy: Participants will enter an 
observation period 6 weeks from the last dose of pembrolizumab in 
combination with ASP7517 (up to 78 weeks and may receive pembrolizumab 
monotherapy up to 13 doses every 6 weeks for qualifying participants) 

 Survival Follow-up: Telephone contact will be made every 3 months for up to 12 
months 

Details of the schedule of clinical assessments are available in the protocol. 

Phase 1 Dose Escalation Cohort for Monotherapy and Combination Therapy Arms 

The monotherapy and combination therapy dose escalation portion will evaluate escalating 
dose levels of ASP7517 in approximately 9 to 12 dose limiting toxicity (DLT)-evaluable 
participants.  

Phase 2 Monotherapy Arm Dose Expansion Cohort  

Monotherapy dose expansion will be opened after the phase 1 monotherapy arm dose 
escalation cohort has been completed. If a confirmed response (partial response based on 
iRECIST [iPR] or complete response based on iRECIST [iCR], per independent central 
review) occurs in a monotherapy arm dose escalation cohort (for melanoma, ovarian cancer 
and CRC only), a tumor-specific dose expansion cohort may be opened in that tumor type, at 
the dose level in which the confirmed response was observed and phase 1 dose escalation has 
been completed. Once RP2D is determined, the melanoma expansion cohort may be opened 
(if not already opened due to an observed response in a dose escalation cohort). Participants 
with CPI refractory metastatic melanoma will be enrolled in the monotherapy dose escalation 
or expansion cohorts to allow for enrollment of this patient population in the combination 
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arm dose expansion cohort. If antitumor activity was observed in dose escalation or 
melanoma dose expansion stage 1, expansion cohorts for CRC and ovarian cancer may be 
opened. If a confirmed response (PR based on iRECIST [iPR] or a CR based on iRECIST 
[iCR], per independent central review) occurs in a monotherapy arm dose escalation cohort 
for any other tumor type, a tumor-specific dose expansion cohort may be opened in that 
tumor type at the dose level in which the confirmed response was observed and phase 1 dose 
escalation has been completed. 

Objective response rate per iRECIST (iORR), as confirmed per independent central review, 
is monitored using the Bayesian optimal phase 2 (BOP2) design [Zhou et al, 2017]. The 
number of dose levels investigated during phase 2 will be based upon the data from phase 1. 
If the iORR does not meet the optimal stopping boundaries after stage 1 (detailed in section 
6.9), then additional participants may be enrolled for that tumor type at each dose level (stage 
2). Otherwise, the enrollment at that dose level will be closed.  

Phase 2 Combination Therapy Arm Dose Expansion Cohort  

The combination therapy arm dose expansion cohort will be opened after the phase 1 dose 
escalation cohort has been completed. The metastatic melanoma CPI naïve cohort will be 
open. If 5 confirmed responses (iPR or iCR per independent central review) are observed in 
metastatic melanoma CPI naïve participants, expansion cohorts for CRC, ovarian cancer, and 
metastatic melanoma CPI refractory may be opened. In addition, if a confirmed response 
(iPR or iCR per independent central review) is observed in metastatic melanoma CPI 
refractory participants in the monotherapy arm, an expansion cohort for melanoma refractory 
participants may be opened for combination arm therapy, if not yet opened. 

As in all cohorts, if the iORR per independent central review does not meet the optimal 
stopping boundaries after stage 1(see section 6.9) for metastatic melanoma CPI naïve 
participants, then additional participants may be enrolled up to the maximum total sample 
size for that tumor type.  

Similarly, for all other tumor types, if the iORR per independent central review does not meet 
the optimal stopping boundaries for that tumor type after stage 1 (see section 6.9) , then 
additional participants may be enrolled up to the total maximum sample size at each dose 
level.  

If both monotherapy and combination therapy arms in the expansion cohorts are open for the 
same tumor type, randomization will be expanded to include both monotherapy and 
combination therapy arms and the randomization ratio will be based on the number of open 
slots still available at each dose level. 

Replacement of Participants in Phase 2 Dose Expansion Cohort  

If a participant in a phase 2 dose expansion cohort is not response evaluable (defined as the 
response analysis set [RAS]), an additional participant may be enrolled in that cohort based 
on sponsor discretion. 
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2.3 Randomization  
Priority for enrollment will be given to the phase 1 dose escalation portion before the phase 2 
dose expansion. 

In case the enrollment for both monotherapy escalation arm and combination therapy 
escalation arm opens together, participants will be randomized to either monotherapy or 
combination arm in 1:1 ratio. 

For phase 2 enrollment, if more than 1 dose level is open for enrollment within a selected 
disease type, the newly enrolled participants with that disease type will be randomly allocated 
to 1 of the open dose levels. Randomization will be weighted towards newly opened dose 
levels, with the allocation ratio based on the number of open slots still available at each dose 

opened for expansion of ASP7517 monotherapy for melanoma, the next participant would be 
 

If both monotherapy and combination therapy expansion arms are open for the same tumor 
type, randomization will be expanded to include both monotherapy and combination therapy 
arms and the randomization ratio will be based on the number of open slots still available at 
each dose level. 

3 SAMPLE SIZE 
Phase 1 Dose Escalation: 

The sample size of approximately 24, including 12 from monotherapy and 12 from 
combination therapy, is not based on a statistical power calculation. The number of 
participants enrolled will be dependent on the DLT incidence. The estimated number of 
participants should provide adequate information for the dose escalation and safety objectives 
of the study. 

Phase 2 Dose Expansion:  

It is estimated that up to approximately 361 participants may be enrolled in the monotherapy 
and combination therapy arms (approximately 129 participants for monotherapy and 232 
participants for combination therapy). The iORR is monitored using the BOP2 design. For 
each indication, with assumptions mentioned in the Statistical Hypotheses below, the 
statistical power would be approximately 0.80 while controlling the type I error rate at 0.05 
(1-sided).  

 Monotherapy 

Statistical Hypotheses: 

H0: iORR is 10%, under which the treatment is deemed as unacceptable.  

H1: iORR is at least 25%, under which the treatment is deemed as acceptable.  

Combination Therapy  
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Statistical Hypotheses: 

Metastatic Melanoma CPI Naïve  

H0: iORR is 25%, under which the treatment is deemed as unacceptable.  

H1: iORR is at least 40%, under which the treatment is deemed as acceptable.  

Metastatic Melanoma CPI Refractory  

H0: iORR is13%, under which the treatment is deemed as unacceptable.  

H1: iORR is at least 28%, under which the treatment is deemed as acceptable.  

Ovarian Cancer  

H0: iORR is 15%, under which the treatment is deemed as unacceptable.  

H1: iORR is at least 30%, under which the treatment is deemed as acceptable.  

Colorectal Cancer  

H0: iORR is 18%, under which the treatment is deemed as unacceptable.  

H1: iORR is at least 33%, under which the treatment is deemed as acceptable. 

4 ANALYSIS SETS 
In accordance with International Conference on Harmonization (ICH) recommendations in 
guidelines E3 and E9, the following analysis sets will be used for the analyses. Full Analysis 
Set (FAS) and Response Analysis Set (RAS) will be used for efficacy analysis. Safety 
Analysis Set (SAF) will be used for the analyses of safety variables. Pharmacokinetic 
Analysis Set (PKAS) will be used for pharmacokinetic analyses. The biomarker 
pharmacodynamics analysis set (PDAS) will be used for all analyses of pharmacodynamics 
data. The data from all participants who were enrolled in the study will be included in the 
data listings. All enrolled participants are those who signed the informed consent form and 
were assigned a subject number. 

For each dose level group, the number and percentage of participants will be characterized 
for all treated participants and by each analysis set. 

Population Description 
Enrolled  All participants who sign the informed consent form are allocated to 

treatment. 
Full Analysis Set (FAS) All participants who are enrolled and receive at least one dose of study 

treatment. 

Response Analysis Set (RAS) The response analysis set will consist of all participants who are 
enrolled and receive at least 1 dose of IP and have at least 1 post 
baseline primary efficacy measurement. 

Safety Analysis Set (SAF) All participants who take at least 1 dose of IP. 
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5.1.2.3 Disease Control Rate per RECIST v1.1 (DCR) 
DCR is defined as the proportion of participants for each dose level whose best overall 
response is rated as confirmed CR, PR or SD per RECIST v1.1. 

5.1.2.4 Overall Survival (OS) 
OS is defined as the time from the date of first dose until the date of death from any cause 
(death date  first dose date + 1). For a participant who is not known to have died by the end 
of study follow-up, OS is censored at the date of last contact (date of last contact  first dose 
date + 1).  
Table 1 OS Definition 
Situation  Date of Event or Censor Outcome 
Death before or on analysis cutoff date  Date of death Event 
Death after analysis cutoff date  Analysis cutoff date Censor 
Last known alive is before or on cutoff 
date 

Last known alive date Censor 

Last known alive is after cutoff date Analysis cutoff date Censor 
OS = Date of Event or Censor  Date of First Dose +1 

5.1.2.5 Progression-free Survival per iRECIST (iPFS) 
iPFS is defined as the time from the start of the study treatment until death from any cause or 
radiographic disease progression assessed per iRECIST by investigator assessment, 
whichever occurs first.  

If iUPD occurs but iSD, iPR, or iCR is observed any time subsequent to iUPD, iUPD status 
will be disregarded for determination of iPFS. 
Table 2 iPFS Definition 
iPFS   
Situation  Date of Event or Censor Outcome  

No evaluable post-baseline imaging 
assessments, no death  

Date of first dose (Day 1) Censor  

Participant did not receive new anti-cancer therapy: 
iCPD First date where iUPD criteria 

are met 
Event  

No iCPD, but death recorded on eCRF Date of death Event 
No iCPD nor death and not in one of the 
following cases :a)if the participant stops 
protocol treatment because they were not 
judged to be clinically stable, b) no further 
response assessments are done (because of 
participant refusal, protocol non-
compliance, or participant death); c) the 

Date of last radiological 
assessment 

Censor  


