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Number of Study Center(s) and Countries: This study was conducted at 15 centers in the UK, 13 of which enrolled subjects in the study.
Publications: 
ER Plummer, RS Kristeleit, E Cojocaru, et al. A first‑in‑human phase I/II trial of SRA737 (a Chk1 Inhibitor) in subjects with advanced cancer. American Society of Clinical Oncology. 2019; Abstract 3094.
Rationale: SRA737 is a highly selective, orally bioavailable small molecule inhibitor of Chk1, a central regulator of the DNA damage response (DDR) network. In cancer cells, replication stress induced by oncogenes (eg, MYC and RAS oncogenes) combined with loss of function in tumor suppressors (eg, TP53) results in persistent DNA damage and genomic instability, a trigger of the DDR network. Targeted inhibition of the remaining components of the DDR network such as Chk1 by SRA737 may have utility in a range of tumor indications particularly in tumors with high rates of replication stress and genomic instability. 
A body of experimental data supports the exploration of SRA737 as a single agent particularly in a molecularly-defined population. This first in human dose escalation study has been designed to define the recommended Phase 2 dose (RP2D) for SRA737, while also evaluating which patients are most likely to benefit from treatment. Specific Cohort Expansion Phase indications have been selected with prospectively-selected genetically-defined subjects in tumor types that are known to have a high prevalence of genomic aberrations hypothesized to sensitize the tumor to Chk1 inhibition. Prospective selection of patients most likely to derive benefit from SRA737 will provide data to support the selection of specific indications and inform refinement of patient selection strategies in further clinical development. The indications for the expansion cohorts have been selected both on the scientific hypothesis of greater likelihood for benefit, as well as the high unmet medical need in these populations where alternative therapies are required.
[bookmark: _Hlk523233897]

Objectives, Endpoints, Estimands, and Statistical Methods: Study SRA737-01 study objectives and endpoints are described in the table below. 
 
	Primary Objectives

	Endpoints

	To establish the safety profile of SRA737
	Safety parameters (referencing National Cancer Institute – Common Terminology Criteria for Adverse Events [NCI‑CTCAE] v4.03) including: incidence, seriousness, severity and causality of each adverse event (AE) to SRA737, timing of AE onset, AE duration, and AEs leading to interruption, modification, or discontinuation of study treatment, and primary reason for discontinuation of study treatment if other than disease progression (PD), laboratory (eg, clinical chemistry, hematology, urinalysis) and vital sign data 

	To determine the maximum tolerated dose (MTD) with 1 or more schedules of administration of SRA737
	The highest dose at which ≤ 33% of subjects have a dose‑limiting toxicity (DLT) in a cohort of up to 6 subjects

	To propose a recommended Phase 2 dose and schedule of SRA737 

	A safe and well tolerated dose and schedule that provides high exposure, based on all available pharmacokinetics (PK), pharmacodynamics (PDn), and safety parameter data from all cycles of therapy 

	To evaluate the preliminary efficacy of SRA737 including efficacy in prospectively‑selected genetically‑defined subjects enrolled into indication‑specific expansion cohorts
	Objective response rate (ORR) 
Disease control rate (DCR)
Time to response (TTR) 
Duration of response (DOR) 
Progression‑free survival (PFS)
Time to progression (TTP)
Overall survival (OS)

	
	

	Secondary Objectives

	Endpoints

	To characterize the pharmacokinetic profile of SRA737
	Plasma concentration‑time profile based on PK parameters including, but not limited to: AUCinf, AUCtau, Cmax, Cmin, tmax, and t1/2

	To assess the relationship between response and the presence of selected genetic alterations detected in tumor tissue and/or circulating tumor deoxyribonucleic acid (ctDNA)
	ORR and gene alterations in tumor tissue or ctDNA at baseline as measured by next‑generation sequencing (NGS) 




	Exploratory Objectives

	Endpoints

	To investigate the pharmacodynamics of SRA737 in tumor tissue
	Proof of target engagement and changes in mechanism of action biomarkers between baseline and on treatment with SRA737, including, but not limited to: pSer296 Chk1, pS317 Chk1 and total Chk1

	To investigate the pharmacodynamics of SRA737 in surrogate tissues such as blood or peripheral blood mononuclear cell (PBMCs) 

	Proof of target engagement and changes in mechanism of action biomarkers between baseline and on treatment with SRA737, including but not limited to: pS317 Chk1, pS345 Chk1, total Chk1, gammaH2AX and RAD51

	To explore possible clinical predictors of outcomes

	Characteristics such as performance status, prior therapy, indication and other known or potential prognostic or predictive factors 

	To explore the relationship between exposure (PK) and QT/QTc, other electrocardiogram (ECG) parameters and cardiovascular safety findings
	Association of QT, QTc, blood pressure (BP), heart rate (HR), other ECG intervals with time‑matched PK concentrations. Profile of QTc over the dosing interval



Statistical Methods:  
Sample Size:  The study was planned to enroll up to 170 subjects in total including an estimated 30 to 50 subjects during the Dose Escalation Phase and 6 indication-specific expansion cohorts consisting of approximately 20 prospectively-selected genetically-defined subjects. The sample size for the Dose Escalation Phase was based on assumptions of the likely MTD based on allometric scaling and was dependent on the number of dose levels required to establish the MTD and RP2D. A planned sample size of 20 subjects enrolled in each indication‑specific Expansion Cohort would permit confirmation that the 95% confidence interval around an observed ORR in each cohort was ± 16%.

Analysis Populations:  The Safety Evaluable Populations includes all enrolled subjects who received at least 1 dose of SRA737. The Response Evaluable Population (REP) and alternative Response Evaluable Population (aREP) includes all enrolled subjects who satisfy all of the following conditions:
Have measurable disease and assessment at baseline (for inclusion in Cohort Expansion Phase, subjects also need to meet the appropriate protocol criteria for genetically-defined tumor)
Meet criteria (a) or alternative criteria (b) based on the dosing information:
Received at least 75% of 1 cycle of study medication, OR
Alternative definition used for some exploratory efficacy analyses: Received at least 75% of Cycle 1 study medication at ≥ 300 mg QD or continued on study after 2 cycles of treatment at any dose level. 
Have at least one post baseline disease assessment OR discontinued treatment due to AE or disease progression or death
The PK Evaluable, PK/Corrected QT Interval Evaluable, and PDn Evaluable Populations included all enrolled subjects who received at least 1 dose of SRA737 and for whom adequate data were available. 

Efficacy Analysis:  The analysis of all efficacy endpoints was performed on the REP. In addition, subjects meeting the criteria for the aREP were identified and used for alternative analysis of efficacy where noted. Efficacy endpoints were based on the investigator’s determination of Overall Response at each disease assessment time point. Response was assessed by the investigator using the Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1) criteria (Eisenhauer, 2009). Partial or complete responses were to be confirmed by repeat tumor imaging assessments not less than 4 weeks from the date the response was first documented. Response was to be assessed for subjects with non Hodgkin lymphoma (NHL) using the revised International Working Group (IWG) criteria (Cheson, 2007), and for subjects with metastatic castration resistant prostate cancer (mCRPC), a composite response endpoint defined as any one of the following (Scher, 2016): A) Best response based on RECIST v1.1; B) prostate-specific antigen (PSA) decrease of ≥ 50%; or C) circulating tumor cell (CTC) count conversion.
The best overall response was summarized for the following endpoints with count and percentage: CR (complete response); PR (partial response); SD (stable disease); PD (progressive disease); NE (not evaluable). Descriptive analyses were prepared of the distribution of ORR, DCR, TTR, DOR, PFS, and TTP. Duration of stable disease was defined as time from Cycle 1 Day 1 to the date of disease progression or death, for subjects with any CR, PR, or SD prior to the first PD or subjects who did not experience PD. Change in target tumor size was based on each time point of imaging assessment, at which the sum of the longest diameter of each target lesions was derived. The change and percentage change in tumor size from baseline to the post baseline nadir was summarized. A waterfall plot of best percent change from baseline (from baseline to nadir) by tumor type cohorts was created. Overall survival (OS) was defined as time from Cycle 1 Day 1 to the date of death (or date last known to be alive). OS was analyzed using the Kaplan–Meier method.

Safety Analysis: Safety variables were summarized by descriptive statistics. The MTD for each schedule tested, if reached, and the RP2D and schedule were described. Treatment-emergent AEs were reported for each dose level and coded using MedDRA version 19.1, presented as tables of incidence of AEs by body system and by worst severity grade observed. Treatment‑related AEs were defined as AEs for which the investigator classified the relationship to SRA737 as “highly probable”, “probable”, or “possible, whereas those marked “unlikely” or “not related” were considered unrelated to SRA737. 
Laboratory variables were described using the NCI CTCAE v4.03. All continuous laboratory parameters in biochemistry and hematology were summarized descriptively by actual value at each scheduled visit and the corresponding changes from baseline. The maximum post baseline and minimum post baseline (including both scheduled and unscheduled results) was also provided. Shift tables from baseline to visit were provided for hematology and chemistry parameters to display low, normal, high, and missing values by treatment group in a 3‑by‑3 contingency table. The serum tumor markers carcinoembryonic antigen (CEA), PSA, and cancer antigen 125 (CA‑125) were summarized descriptively by actual value at each analysis visit and change from baseline at each post baseline visit. Other tumor markers (eg, cancer antigen 19-9 [CA19‑9], alpha fetoprotein [AFP]) are listed only.
Local ECG parameters and vital signs were presented using actual values and change from baseline. The central ECG data were included in the central ECG report. Echocardiogram data were listed by subject. 

Pharmacokinetics Analysis:  Plasma concentrations of SRA737 were determined using a validated bioanalytical method and summarized using descriptive statistics. Pharmacokinetic parameters including but not limited to Cmin, Cmax, tmax, AUC, t½, total body clearance, and apparent volume of distribution were determined using non‑compartmental methods. 
Time‑matched ECG measurements and PK samples were collected after a single dose of SRA737 on Day ‑7 to Day ‑4 and during Cycle 1. A concentration‑effect model was used to evaluate the relationship between plasma concentrations and the mean change from baseline in QTcF for all subjects in the PK/QTc study.

Methodology: This was a multicenter, first in human, Phase 1/2, open label, dose escalation trial. The study was initially conducted in subjects with advanced solid tumors or NHL. Subsequently, the study was amended to include the 6 indication-specific expansion cohorts described below.
The trial consisted of 2 stages:
Stage 1: Dose Escalation Phase 
Between 30 and 50 subjects with solid tumors or NHL were planned to be enrolled in the Dose Escalation Phase of the study. 
Utilizing an accelerated titration design, single-subject cohorts received escalating doses of SRA737, starting in Cohort 1 with 20 mg/day administered orally on a continuous daily dosing schedule in 28‑day cycles. If an SRA737‑ related Grade 2 toxicity was observed in a dose level cohort during Cycle 1, that cohort was to be expanded to 3 to 6 subjects, and subsequent dose level cohorts would follow a rolling 6 design. The dose was escalated in subsequent cohorts until the MTD was identified, unless determined otherwise by the sponsor in consultation with the chief investigator, for example, if an alternative schedule was to be pursued instead. 
The dose-limiting toxicity (DLT) window was defined from the first Day ‑7 to Day ‑4 dose until the end of Cycle 1 (up to 35 days). A DLT was defined as any highly probably or probably treatment-related event that met protocol-specified DLT criteria, including any drug-related toxicity that led to an inability to receive 75% of the planned dose in the first cycle. 

Stage 2: Cohort Expansion Phase 
Approximately 120 subjects were planned to be enrolled into the Cohort Expansion Phase to facilitate a preliminary exploration of the efficacy of SRA737. 
Subjects were enrolled in 6 indication‑specific expansion cohorts of approximately 20 prospectively-selected genetically-defined subjects each: 
Previously treated metastatic colorectal cancer (CRC) 
High grade serous ovarian cancer (HGSOC); further designated as 
those without CCNE1 gene amplification
those with CCNE1 gene amplification (or alternative genetic alteration with similar functional effect)
Metastatic castration resistant prostate cancer (mCRPC)
Advanced non small cell lung cancer (NSCLC)
Head and neck squamous cell carcinoma (HNSCC) or squamous cell carcinoma of the anus (SCCA) 

Tissue (archival or fresh) and blood were collected for prospective genetic analyses to determine eligibility or for retrospective analysis. 
Enrollment to the Dose Escalation Phase and Cohort Expansion Phase was allowed to occur in parallel once adequate exposure was observed at a lower dose level. A subject that qualified for the Cohort Expansion Phase was to be enrolled into a dose level cohort in the  Dose Escalation Phase whenever possible, and would be considered to have enrolled in both phases simultaneously. 
Intra-subject dose escalation was allowed for study subjects when a higher dose level had been determined to be safe in a cohort of Dose Escalation subjects. 

Overview of Treatment and Assessments: SRA737 was administered orally, once daily for each 28‑day cycle. An alternate twice daily (BID) dosing schedule was also explored. Subjects could continue treatment with SRA737 until disease progression or discontinuation for other protocol specified reasons. 
There were 5 distinct phases in the schedule of events for each subject:
Screening evaluations (after signing informed consent, and prior to first dose)
First dose of SRA737 for intensive PK (single day, Day ‑7 to Day ‑4 [ie, 4 to 7 days prior to Cycle 1 Day 1)
Treatment phase (28‑day cycles of daily SRA737)
Safety follow-up (30 days after last dose of SRA737)
Long-term follow-up (every 16 weeks)
A Safety Follow-up (SFU) visit was conducted 30 days after the last dose of SRA737 or prior to the initiation of a new anticancer treatment, whichever came first. Long‑term Follow‑up (LTFU) visits were conducted every 16 weeks for subjects who had not progressed and had not initiated new anticancer therapy. 
Safety assessments included adverse events, concomitant medications, laboratory assessments (hematology, biochemistry, troponin I or T, and urinalysis), physical examinations, World Health Organization (WHO) performance status, vital signs, echocardiograms, and electrocardiograms.
Disease assessments were conducted throughout the study to evaluate preliminary efficacy of SRA737. Assessments included radiological tumor assessments every 8 weeks and clinical evaluation, serum tumor markers (if applicable) and CTCs (for mCRPC subjects only) every 4 weeks. Response was assessed using RECIST 1.1; or for subjects with NHL, the revised IWG criteria; or for subjects with mCRPC, a composite response rate defined as any one of RECIST v1.1, PSA decrease of ≥ 50%; or CTC count conversion.
Evaluation of PK and ECG monitoring for QTc assessments were performed, beginning with sampling before and after a single dose of SRA737 given on one day between Day ‑7 and Day ‑4. Tissue (archival or fresh) and blood were collected for retrospective biomarker analyses and other exploratory evaluations (eg, tumor profiling, mutational burden).

Number of Subjects (planned and analyzed): Up to 170 subjects planned (30 to 50 subjects for Dose Escalation Phase and 120 subjects for Cohort Expansion Phase). Total of 107 treated and analyzed. 

Diagnosis and Main Criteria for Inclusion and Exclusion: Subjects enrolled in this study had advanced cancer meeting the criteria below for the Dose Escalation Phase and/or Cohort Expansion Phase of the study. All subjects were to have a life expectancy of at least 12 weeks and WHO performance status of 0 to 1. 

Dose Escalation Phase:
Any locally advanced or metastatic, histologically or cytologically proven solid tumor or NHL, that had relapsed after or progressing despite conventional treatment for which no conventional therapy was considered appropriate by the investigator or had been declined by the subject. 
Cohort Expansion Phase:
Locally advanced or metastatic, histologically or cytologically proven malignancy of the types specified in Inclusion Criteria 10 [summarized below], for which no other conventional therapy was considered appropriate by the investigator or had been declined by the subject.
Measurable disease per RECIST v1.1 or, for mCRPC, evaluable disease per RECIST v1.1, increasing PSA, or CTC count of 5 or more cells per 7.5ml of blood.
Tumor tissue or circulating tumor DNA (ctDNA) evidence that their tumor harbored a combination of mutations which were expected to confer sensitivity to Chk1 inhibition. Eligibility was determined by the Sponsor's review of genetic abnormalities detected in genes in the categories described in in the protocol. 
Subjects must have met one of the following criteria (a‑e):
a.	Metastatic CRC, defined by the following:
Histologically and/or cytologically confirmed CRC, and 
Must have received at least 1 prior regimen for advanced/metastatic disease
b.	HGSOC, defined by the following:
Histologically confirmed high‑grade serous ovarian, fallopian tube or primary peritoneal cancer, and 
Recurrent platinum‑intolerant subjects, or those with platinum‑resistant disease, defined as radiological evidence of disease progression within 6 months of the last receipt of platinum‑based chemotherapy. Patients with platinum refractory disease per European Society for Medical Oncology (ESMO) guidelines (Ledermann 2013) were not eligible. 
c.	Advanced NSCLC, defined by the following:
Locally advanced and recurrent or metastatic, histologically confirmed NSCLC, and
Must have received at least 1 prior regimen for advanced/metastatic disease
d.	mCRPC, defined by the following:
Histologically or cytologically confirmed adenocarcinoma of the prostate that has progressed after androgen deprivation therapy 
e.	HNSCC or SCCA, defined by the following:
Histologically confirmed HNSCC from any primary site, or SCCA:
· For HNSCC: locally advanced disease (ie, persistent or progressive disease following curative‑intent radiation, and not a candidate for surgical salvage due to incurability or morbidity), or metastatic disease
· For SCCA: locally advanced disease or metastatic disease for which no curative intent therapy was available
· Must have received at least 1 prior regimen for advanced/metastatic disease

Detailed inclusion and exclusion criteria are provided in the protocol.

Study Interventions, Dose, Mode of Administration, and Batch Number(s): SRA737 was supplied in capsules containing 20, 25, 50, or 100 mg of drug. The starting dosage in the Dose Escalation Phase was 20 mg administered orally, daily in 28 day cycles. Doses were escalated in subsequent cohorts as described in the Clinical Study Report (CSR). Drug batches included 20 different drug lots, as listed in CSR Section 3.4.1.2. 

Duration of Study Intervention: Subjects could continue treatment with SRA737 until disease progression or discontinuation for other reasons specified in the protocol.

Summary of Results and Conclusions: 
Demographic and Other Baseline Characteristics: The Dose Escalation Phase included a total of 18 subjects in 9 different dosage cohorts:  20 mg QD, 40 mg QD, 80 mg QD, 160 mg QD, 300 mg QD, 600 mg QD, 1000 mg QD, 500 mg BID, and 1300 mg QD. The Cohort Expansion Phase was comprised of 94 subjects, including 5 subjects who concurrently participated in the Dose Escalation Phase and Cohort Expansion Phase. 
Subjects in the study were equally divided between < 65 and ≥ 65 years of age (52.5% and 47.7%) and between male and female (43.0% and 57.0%); 92.5% of subjects were white. Median time between the initial cancer diagnosis and screening for this study was 42.6 months, with a range of 26.1 to 59.9 months across the various indications. Most subjects were at Stage III (20.6%) or Stage IV (67.3%) at Screening. All subjects had received prior anticancer therapy.

Exposure:  The median duration of treatment was 8.0 weeks, and was the same for dose groups ≤ 800 mg and dose groups > 800 mg. A majority of subjects (57.0%) received at least 8 weeks of study treatment. The maximum length of treatment was 56 weeks.

Efficacy Results:  No subject achieved a CR or PR during the study. Disease control on SRA737 monotherapy in this study included SD per RECIST response criteria and/or reductions in target tumor diameter less than the threshold for a PR or CR. Given that subjects in this study had advanced cancers and typically had received 4 or more prior lines of therapy, the observations of prolonged SD and some reductions in target tumors suggest that SRA737 monotherapy may possess antitumor activity. 
The lack of RECIST responses precluded analysis of associations between genetic profile and tumor sensitivity in this study. A preliminary survey of genetic alterations in the subjects who achieved tumor size reduction or SD for 4 or more cycles support several potential genetic biomarkers to be explored in future clinical studies. 

Safety Results: SRA737 monotherapy was generally well tolerated in this study. Mild to moderate nausea and vomiting were the most frequently reported treatment-emergent AEs (TEAEs), but the great majority of these gastrointestinal (GI) disorders were clinically manageable, allowing SRA737 treatment to be maintained. The MTD in this study was 1000 mg QD, and the RP2D was 800 mg QD.
In the Dose Escalation Phase, a total of 18 subjects were enrolled into 8 daily dose levels (20 mg QD to 1300 mg QD) in 9 different dosage groups (including 1000 mg QD and 500 mg BID). Dose limiting toxicities (DLTs) were experienced by 1 subject in the 500 mg BID dose group (Grade 3 thrombocytopenia) and by all 3 subjects in the 1300 mg QD dose group (two subjects with GI events of nausea, vomiting, and/or diarrhea, and one subject with neutropenia). A daily dose of 1000 mg, given as 1000 mg QD or 500 mg BID, was tolerated by 4 of the 5 subjects who were evaluable for DLT at that dose level, and thus 1000 mg QD was determined as the MTD for SRA737. 
Treatment-emergent adverse events (TEAEs) were reported by virtually all subjects (99.1%) who received at least one dose of SRA737 (total N = 107), with 98 subjects (91.6%) reporting treatment-related TEAEs (see summary table below). The higher and lower dose groups had similar rates of TEAE reporting overall, with slightly higher TEAE reporting in the > 800 mg group compared with the ≤  800 mg group in treatment-related TEAEs, TEAEs of Grade 3 or higher, treatment-emergent SAEs, and TEAEs leading to discontinuation of study treatment. Treatment‑related TEAEs led to withdrawal of study treatment in a total of 16 subjects (15.0% of Safety Evaluable Population), with slightly more subjects reporting such events in the > 800 mg group (18.4%) compared with the ≤ 800 mg group (12.1%).

SRA737‑01 Overall Summary of Subjects with Treatment‑Emergent Adverse Events by Dose Group ≤ 800 mg versus > 800 mg
	
	≤ 800mg
(N = 58)
	> 800mg
(N = 49)
	Overall
(N = 107)

	
	n (%)
	n (%)
	n (%)

	Any Treatment‑Emergent Adverse Event (TEAE) 
	58 (100)
	48 (98.0)
	106 (99.1)

	Any Treatment‑Related TEAE 
	51 (87.9)
	47 (95.9)
	98 (91.6)

	Any Grade ≥ 3 TEAE
	32 (55.2)
	38 (77.6)
	70 (65.4)

	Any Grade ≥ 3 Treatment‑Related TEAE
	14 (24.1)
	19 (38.8)
	33 (30.8)

	Any Serious TEAE 
	24 (41.4)
	24 (49.0)
	48 (44.9)

	Any Serious Treatment‑Related TEAE 
	5 (8.6)
	8 (16.3)
	13 (12.1)

	Any Serious AE Occurred Prior to First Dose 
	1 (1.7)
	2 (4.1)
	3 (2.8)

	Any TEAE Leading to Treatment Withdrawn
	15 (25.9)
	19 (38.8)
	34 (31.8)

	Any Treatment‑Related TEAE Leading to Treatment Withdrawn
	7 (12.1)
	9 (18.4)
	16 (15.0)


Source: Table 14.3.2.1.1
AE = adverse event; TEAE = treatment‑emergent adverse event

Treatment‑emergent SAEs were reported by 48 subjects (44.9%), 13 of whom (12.1%) had treatment‑emergent SAEs related to SRA737 treatment. A total of 10 fatal SAEs were reported during the study, none of which were attributed to study treatment. 
Disorders of the GI tract were the most frequently reported TEAEs in the study. Diarrhea, nausea, and vomiting were reported by 69.2%, 67.3%, and 52.3% of subjects, respectively, and most cases were considered related to study. Nearly all of these GI events were mild to moderate in severity; Grade 3 or higher severity GI disorders were reported by only 2 subjects (1.9%) for diarrhea, 3 subjects for nausea (2.8%), and 1 subject for vomiting (0.9%). Aside from disease progression, GI TEAEs of nausea and vomiting were the most common reasons for withdrawal of treatment, each reported by 3 subjects (2.8%). However, this relatively low rate of treatment discontinuation due to GI TEAEs suggests that these disorders do not significantly affect the tolerability of SRA737.
Three serious cardiac events of ischemic heart disease/myocardial infarction and cardiomyopathy were observed in the study. In protocol‑scheduled echocardiograms, no additional cases were seen of significant decline of ejection fraction (ie, absolute drop of > 10% from baseline), nor were additional clinically significant increases in troponin observed with SRA737 treatment. These cases do not show clear evidence of a SRA737‑related cardiac effect. The cases are likely confounded by age, underlying cardiac risk factors (in MI cases) or progressive metastatic disease. 
QT prolongation was reported as an AE by 8 subjects, including 2 SAEs of asymptomatic Grade 3 QTc prolongation (one event was confounded by pre-existing hypomagnesemia). These 8 AEs were based on locally read ECGs; centrally-read ECGs revealed no QTc intervals of > 500 ms and no changes from baseline of > 60 ms in study subjects. In addition, no subjects had treatment-emergent U waves. SRA737 at the studied doses had no clinically relevant effects on heart rate, PR interval, and QRS duration.

Pharmacokinetic Results:  Following single dose oral administration of SRA737 (Day ‑7 to Day ‑4), tmax generally occurred at 2 or 4 hours, but ranged between 0.5 and 8 hours. When estimable, the individual apparent t½ ranged from 6.99 to 18.0 hours, individual CL/F ranged from 15.1 to 16.1 L/hour, and individual Vd/F ranged from 180 to 2940 L. Systemic exposure (Cmax, AUC0‑24) tended to be comparable between 800 mg and 1000 mg dose levels, while it increased between the 1000 mg and 1300 mg dose levels in a greater than dose proportional manner. 
After repeated doses, tmax generally occurred at 2 or 4 hours, but ranged between 1 and 6 hours. When estimable, individual t½ ranged from 6.23 to 10.4 hours, individual CL/F ranged from 18.4 to 119 L/hour, and individual Vd/F ranged from 215 to 1590 L. Systemic exposure (Cmax, AUC) tended to be comparable between 600 mg and 1000 mg dose levels.
Upon repeated dosing at 800 mg and 1000 mg, systemic exposure generally remained similar regardless of specific sampling days (C1D22, C1D8, C2D8, C2D15, or C2D22) compared to the first single dosing, with individual accumulation ratio (RAUC) values ranging from 0.611 to 2.11.
In the concentration‑QTc analysis, QTcF LS mean change from baseline (ΔQTcF) was similar across all dose groups and indicated that SRA737 has an effect on QTcF. The largest LS mean ΔQTcF in the 800 and 1000 mg dose groups was observed at 2 hours post dose on Cycle 1 Day 22, corresponding to the tmax of SRA737, and reached 16.8 ms (90% CI: 11.53 to 22.13) and 19.6 ms (90% CI: 14.41 to 24.75) for 800 mg and 1000 mg groups, respectively. A linear model with an intercept was fitted. The estimated slope of SRA737 plasma concentration was shallow and statistically significant: 0.0096 ms/ng/mL (90% CI: 0.00839 to 0.01077) with an intercept of ‑0.61 ms. The predicted DQTcF effect at the geometric mean Cmax in the 1000 mg dose group (1453.6 ng/mL) was 13.32 ms (90% CI: 11.10 to 15.53). Based on this concentration‑QTc analysis, an effect on ΔQTcF exceeding 10 ms and 20 ms can be excluded up to SRA737 plasma concentrations of ~900 ng/mL and ~1900 ng/mL, respectively. 

Conclusions:  
SRA737 monotherapy was well tolerated at doses up to the maximum tolerated dose of 1000 mg QD.
Gastrointestinal disorders (nausea, vomiting, diarrhea) were reported by over 50% of subjects, but were mostly mild to moderate and did not require treatment discontinuation.
SRA737 at the studied doses had no clinically relevant effects on heart rate, PR interval, and QRS duration. Based on a concentration-QTc analysis, an effect on ΔQTcF exceeding 10 ms and 20 ms can be excluded for SRA737 plasma concentrations up to ~900 ng/mL and ~1900 ng/mL, respectively.
Although two serious adverse events of asymptomatic Grade 3 QTc prolongation (one event confounded by pre-existing hypomagnesemia) were reported based on locally read ECGs, centrally-read ECGs revealed no QTc intervals of > 500 ms and no changes from baseline of > 60 ms in these 2 subjects or in any other study subjects. Furthermore, there were no subjects with treatment-emergent U waves
Serious cardiovascular events were reported at higher doses in 3 subjects but were confounded by underlying disease. Echocardiograms and serum troponin levels did not show a cardiac effect in other subjects. 
A total daily dose of 1000 mg was determined to be the MTD for SRA737 monotherapy and 800 mg QD was chosen as the RP2D based on the predicted pharmacologically active dose and appearance of improved GI tolerability at 800 mg QD.
Modest efficacy was observed with SRA737 monotherapy in this first in human study; observations of reduction or no increase in sum of target tumor diameters and/or prolonged SD are supportive of antitumor activity of SRA737 monotherapy.
A preliminary survey of genetic alterations in the subjects who achieved tumor size reduction or prolonged SD supports several potential genetic biomarkers to be explored in future clinical studies.
Based on the nonclinical and clinical data currently available, the balance between potential efficacy/benefits and the safety risks for SRA737 remains favorable and supports further clinical development of the compound.

Conclusions:  
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